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1. Background information on the procedure

1.1. Submission of the dossier

Bayer AG submitted on 2 February 2023 a group of variation(s) consisting of an extension of the marketing
authorisation and the following variation(s):

Variation(s) requested Type
B.II.g.2 Introduction of a post approval change management protocol related II
to the finished product

Extension application to add a new strength of Aflibercept 114.3 mg/ml solution for injection (in a vial), to be
indicated in adults for the (1) treatment of neovascular (wet) age-related macular degeneration (nAMD) and
(2) visual impairment due to diabetic macular oedema (DME), grouped with a type II variation (B.II.g.2) to
introduce a post-approval change management protocol to add a new presentation for Aflibercept solution
114.3 mg/ml in a single-use pre-filled syringe for intravitreal injection.

1.2. Legal basis, dossier content and multiples

The legal basis for this application refers to:
Article 7.2 of Commission Regulation (EC) No 1234/2008 - Group of variations

Application of a change to an existing marketing authorisation referred to in annex I of Regulation (EC) No.
1234/2008 with the addition of a new strength (114.3 mg/ml).

1.3. Information on Paediatric requirements

Not applicable

1.4. Information relating to orphan market exclusivity

1.4.1. Similarity

Pursuant to Article 8 of Regulation (EC) No. 141/2000 and Article 3 of Commission Regulation (EC) No
847/2000, the MAH did not submit a critical report addressing the possible similarity with authorised orphan
medicinal products because there is no authorised orphan medicinal product for a condition related to the
proposed indication.

1.5. Scientific advice

The MAH received Scientific advice from the CHMP on the development for the indication from the CHMP on
29 May 2019 (EMEA/H/SA/903/8/2019/111), 29 May 2019 (EMEA/H/SA/903/7/2019/111), 18 June 2019
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(EMEA/H/SA/903/8/2019/11I), 20 May 2021 (EMA/SA/0000057230) and 23 June 2022

(EMA/SA/0000086937). The Scientific advice pertained to quality, non-clinical, and clinical aspects.

1.6. Steps taken for the assessment of the product

The Rapporteur and Co-Rapporteur appointed by the CHMP were:
Rapporteur: Jean-Michel Race Co-Rapporteur: N/A

CHMP Peer reviewer(s): N/A

The Rapporteur appointed by the PRAC was:

PRAC Rapporteur: Nathalie Gault

The application was received by the EMA on

2 February 2023

The procedure started on

23 February 2023

CHMP during the meeting on

The CHMP Rapporteur's first Assessment Report was circulated to all 24 May 2023
CHMP and PRAC members on

The CHMP Co-Rapporteur's first Assessment Report was circulated to all | 24 May 2023
CHMP and PRAC members on

The PRAC Rapporteur's first Assessment Report was circulated to all N/A

PRAC and CHMP members on

The PRAC agreed on the PRAC Assessment Overview and Advice to 24 May 2023

The CHMP agreed on the consolidated List of Questions to be sent to
the MAH during the meeting on

22 June 2023

The MAH submitted the responses to the CHMP consolidated List of
Questions on

11 August 2023

The CHMP Rapporteurs circulated the CHMP and PRAC Rapporteurs Joint
Assessment Report on the responses to the List of Questions to all
CHMP and PRAC members on

15 September 2023

The CHMP agreed on a list of outstanding issues in writing to be sent to
the MAH on

12 October 2023

The MAH submitted the responses to the CHMP List of Outstanding
Issues on

17 October 2023

The CHMP Rapporteurs circulated the Joint Assessment Report on the
responses to the List of Outstanding Issues to all CHMP and PRAC
members on

25 October 2023
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The outstanding issues were addressed by the MAH during an oral N/A
explanation before the CHMP during the meeting on

The CHMP, in the light of the overall data submitted and the scientific 9 November 2023
discussion within the Committee, issued a positive opinion for granting
a marketing authorisation to Eylea on

2. Scientific discussion

2.1. About the product

Aflibercept as described in its SmPC is a recombinant fusion protein consisting of portions of human VEGF
receptor 1 and 2 extracellular domains fused to the Fc portion of human IgG1l. Aflibercept acts as a soluble
decoy receptor that binds VEGF-A and PIGF with higher affinity than their natural receptors, and thereby can
inhibit the binding and activation of these cognate VEGF receptors.

Vascular endothelial growth factor-A (VEGF-A) and placental growth factor (PIGF) are members of the VEGF
family of angiogenic factors that can act as potent mitogenic, chemotactic, and vascular permeability factors
for endothelial cells. VEGF acts via two receptor tyrosine kinases; VEGFR-1 and VEGFR-2, present on the surface
of endothelial cells. PIGF binds only to VEGFR-1, which is also present on the surface of leucocytes. Excessive
activation of these receptors by VEGF-A can result in pathological neovascularisation and excessive vascular
permeability. PIGF can synergize with VEGF-A in these processes, and is also known to promote leucocyte
infiltration and vascular inflammation.

nAMD is characterised by leakage of blood and fluid from a pathological choroidal neovascularisation (CNV)
that may cause retinal thickening or oedema and/or sub-/intra-retinal haemorrhage.

DME is a consequence of diabetic retinopathy and is characterised by increased vaso-permeability and damage
to the retinal capillaries.

Both pathology results in loss of visual acuity that, if left untreated can lead to blindness. The current standard
of care (SOC) include treatment by anti-VEGF marketed products in Europe (EYLEA® - aflibercept; LUCENTIS®
- ranibizumab and biosimilars; BEOVU® - broculizumab; VABYSMO® - faricimab), laser photocoagulation and
vitrectomy.

Currently, EYLEA (aflibercept) 40 mg/mL solution for injection in pre-filled syringe and in a vial are registered
via Centralised Procedure (EMA/H/C/002392) and are indicated in adults for the treatment of:

— neovascular (wet) age-related macular degeneration (AMD),

— visual impairment due to macular oedema secondary to retinal vein occlusion (branch RVO or central RVO),
— visual impairment due to diabetic macular oedema (DME),

- visual impairment due to choroidal neovascularisation (myopic CNV).

Although anti-VEGF therapy is the standard-of-care for nAMD and DME, the patients, physicians, and
caregivers’ burden remain consequent with regard to the long-term treatment and the related consequences
related to the number of intravitreous (IVT) injections.
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Therefore, the Applicant has developed a novel formulation (aflibercept 8mg) for IVT injections, which will have
the potential to decrease the number of IVT injections and at the same time increase intervals of patient’s visits
in adults for the treatment of nAMD and DME.

2.2. Type of Application and aspects on development

The development programme/compliance with guidance/scientific advice

The purpose of this line extension application is to seek marketing approval of aflibercept with a new strength
for some of the indications approved in EU (DME and nAMD).

The clinical development program of aflibercept 8 mg consisted of three studies including two considered as
pivotal and one supportive:

e Study PHOTON (21091, VGFTe-HD-DME-1934): an on-going (with data through Week 60), multi-center,
randomized, double-masked, active-controlled Phase 2/3 study in participants with DME.

e Study PULSAR (20968): an on-going (with data through Week 60), multi-center, randomized, double-
masked, active-controlled Phase 3 study in participants with nAMD.

e Study CANDELA (21086, VGFTe (HD)-AMD-1905): completed (supportive study), multi-center,
randomized, single-masked, active-controlled Phase 2 study in participants with nAMD.

The MAH obtained a scientific advice (EMA/CHMP/SAWP/277944/2019) discussed throughout this report.

General comments on compliance with GMP, GLP, GCP

The manufacturing and testing of EYLEA are conducted in accordance with the provisions of current Good
Manufacturing and Clinical Practices.
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2.3. Quality aspects

2.3.1. Introduction

The Applicant applied for a line extension application to the existing Eylea marketing authorisation for a new
aflibercept strength of 114.3 mg/mL in a vial. Aflibercept solution for injection 114.3 mg/mL is a new
formulation with the same active substance as in the currently approved finished product Aflibercept solution
for injection 40 mg/mL.

The finished product is presented as a solution for intravitreous administration containing 114.3 mg/mL of
aflibercept as active substance. Other ingredients are: arginine hydrochloride, histidine hydrochloride
monohydrate, histidine, sucrose, polysorbate 20 and water for injections (WfI).

1 ml solution for injection contains 114.3 mg aflibercept. Each vial contains 30.1 mg aflibercept in 0.263 ml
solution. This provides a usable amount to deliver a single dose of 0.07 ml containing 8 mg aflibercept.

The product is available in Type I glass vial, stoppered with an elastomeric stopper, and sealed with an
aluminium seal cap.

2.3.2. Active Substance

2.3.2.1. General information

Aflibercept is a recombinant homodimeric glycoprotein with a molecular weight of approximately 115,000
Daltons. This fusion protein consists of two identical polypeptide chains, each comprising the second Ig
domain of the human vascular endothelial growth factor (VEGF) receptor 1 and the third Ig domain of the
human VEGF receptor 2, with both polypeptide chains fused to the Fc domain of human IgG1.

2.3.2.2. Manufacture, characterisation and process controls

Manufacturers

The activities of manufacturing and testing of Aflibercept FDS solution 114.3 mg/mL are conducted by
Regeneron Pharmaceuticals, Inc., Rensselaer (USA). The manufacturing and testing sites are supported by
valid GMP documentation.

Description of manufacturing process and process controls

Aflibercept formulated active substance (FDS) manufacturing process begins with the thawing and pooling of
Aflibercept DSI, which is then further purified through chromatography and concentrated by
ultrafiltration/diafiltration (UF/DF). The final concentrated pool (FCP) is then adjusted buffers to produce FDS
with a target protein concentration of 114.3 mg/mL.
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Description of FDS manufacturing process and process controls are appropriately detailed and consistent with
information provided in other sections of the dossier . The FDS batch definition and scale are given.

It is stated that reprocessing is not part of the standard manufacturing process and can only occur under
certain circumstances. The conditions where reprocessing would apply are satisfactorily described.

Control of critical steps

The in-process control (IPC) program developed for FDS manufacturing process is mainly based on that was
registered for DSI manufacturing process. The Applicant clarified that the differences noted in the IPC
Program classification reflect a change of historical approach and application of a new control strategy. The
primary change is in terminology. Confirmation was given that there is no impact to the treatment of
potential out of trend/specification. The justification provided is acceptable.

In addition, for both DSI and FDS manufacturing processes, certain parameters were classified as non-critical
attributes for in-process samples although these attributes satisfy the critical attribute definition . The
Applicant explained that these in-process tests are classified as non-critical in-process controls (IPC), and
are performed during processing and that adequate control is maintained. Any IPC excursion will lead to an
investigation and appropriate corrective and preventive actions (CAPA) will be taken. Excursions that pertain
to safety will lead to batch rejection. Furthermore, it was reminded that release testing of these parameter is
classified as a critical quality attribute (CQA) . Based on the justification provided, the proposed classification
is considered acceptable.

Control of materials

Raw materials used in the FDS manufacturing process are given. Apart from chromatography resin and
membrane filter, all raw materials are chemical and compendial grade. Additionally, a risk assessment was
performed with regards to potential extractables and leachables that could be released in the process. No
compounds of toxicological concern originated from the FDS manufacturing process were identified.

Process validation

Consecutive PPQ lots were successfully produced. The capability of the process to operate consistently was
demonstrated through control and monitoring of operational and process performance parameters, as well as
conformance to specifications. A supplemental validation was thereafter performed to take into account late
process changes for the final purification step . The unit operation has been confirmed to remain in the
validated state.

Levels of specific residual impurities were demonstrated to be reduced to acceptably low levels in the FDS.

The established process hold times for routine manufacturing are supported by suitable data, using a
combination of microbial control studies and chemical stability studies.

Reprocessing is not routinely performed as part of the DS manufacturing process but repetition of the
filtration step can occur . Reprocessing will be validated under concurrent validation protocol at commercial
scale.

A maximum lifetime for chromatography resin was proposed. Data have been compiled and are provided with
the response. The claim resin lifetime is appropriately demonstrated.

An overview of the studies which contribute to the development of the manufacturing process was provided.
Comparability studies were performed to evaluate process optimisations made during development of
Aflibercept solution 114.3 mg/mL. Process changes were limited to the final purification and the concentration
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and diafiltration (UF/DF) steps. A summary of comparability assessment between historical and optimised
process was presented.

Characterisation

A comprehensive set of state-of-the-art methods was applied to demonstrate that aflibercept solution 114.3
mg/mL has the expected structure and function. Characterisation studies were conducted on three aflibercept
FDS lots. Overall, there is a high level of conformance and quality observed among aflibercept lots.

As no new impurities were introduced during the manufacture of FDS when compared to DSI, process
validation originally performed on DSI that demonstrated the capability of the DSI manufacturing process to
clear process-related impurities is still valid. Regarding product-related impurities, a comprehensive control
strategy for size and charge variants is in place to ensure process consistency through the in-process control
and monitoring, release, and stability testing programs.

2.3.2.3. Specification

The proposed FDS specifications include testing for appearance , pH, protein and polysorbate contents,
osmolality, identity, potency, charge variants, purity, and microbial contaminants.

The FDS release and end-of-shelf-life acceptance criteria are supported by process capability as well as
clinical experience or were established based on process capability and levels evaluated during formulation
robustness studies or were leveraged from previously established acceptance criteria. In addition, some
acceptance criteria were based on historical experience or based on regulatory safety criteria for intraocular
fluids, process capability, and is in alignment with the clinical specification. The proposed specifications are
acceptable.

Analytical procedures

The analytical methods were satisfactorily validated as per ICH QR2 requirements. In some cases, data
derived from the initial validation with aflibercept solution 40 mg/mL was used to support suitability of
methods for aflibercept solution 114.3 mg/mL. Supplemental validation was performed for some parameters
to demonstrate that differences in protein concentration and formulation matrices does not impact the
results. This information provided is adequate.

Batch analysis

Batch analysis results have been provided for several batches representative of the intended commercial
process (including batches from optimised process). Results confirm consistency and uniformity of the
batches, indicating that the process is under control.

Reference standards

The Applicant established appropriately characterised in-house primary and working reference materials,
prepared from lots representative of production (either active substance 40 mg/mL or FDS 114.3 mg/mL).
Working reference material used in the testing of production lots was calibrated against the primary reference
material. Documentation of the qualification, storage conditions and stability program of primary and working
reference materials was provided. Protocol for qualification of future primary and working reference materials
was also described.
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Container closure system

Aflibercept FDS is stored and shipped in specified bottles. The components materials comply with relevant
European requirements. The container closure system was selected to pose low risk for extractables and
leachables. Compatibility of the container with the formulated active substance is demonstrated through
stability studies. The information provided is adequate and sufficient.

2.3.2.4. Stability

The proposed shelf-life and storage conditions for aflibercept formulated active substance solution 114.3
mg/mL is based on several batches for which manufacture and storage are representative of the
manufacturing scale of production . Updated stability data have been provided . Results from the long-term
studies met the acceptance criteria at all available time points, and no meaningful changes were observed.

Under accelerated and stress stability conditions, some degradations were observed, confirming that the
analytical methods selected are able to detect significant changes in the quality of the product. The
photostability study highlight that FDS light exposure should be limited during storage.

FDS samples were demonstrated stable after several cycles of freezing and thawing.

Based on updated data provided, the proposed shelf-life, and storage conditions when protected from light,
for aflibercept solution 114.3 mg/mL can be granted.

2.3.3. Finished Medicinal Product

2.3.3.1. Description of the product and pharmaceutical development

Aflibercept 114.3 mg/mL is supplied as a solution in a vial for intravitreous administration. Each vial has a
minimum extractable volume to allow delivering a dose of 0.07 mL (8 mg). The finished product contains no
preservatives and is for single use only. The secondary packaging includes a filter needle for aspiration of the
aflibercept 114.3 mg/mL finished product.

The commercial formulation is an aqueous solution containing 114.3 mg/mL aflibercept, histidine, pH 5.8,
sucrose, arginine monohydrochloride , and polysorbate 20. This formulation was selected based on screening
studies that demonstrate the formulation effectively stabilises liquid finished product during long-term
storage at 2 - 8 °C..

The development of the manufacturing process was based on technical transfer documentation, previous
experience with filling aflibercept, as well as development and process parameters studies. During
development, the manufacturing process was transferred from the clinical site to the commercial site
accompanied by additional changes. An analytical comparability exercise was performed - including in-
process controls, release testing, extended characterisation data, and long-term, accelerated, and stress
stability studies — the results showed the lots filled at both manufacturing sites have comparable quality
profile.

Aflibercept finished product contains no preservatives. The microbiological quality complies with the European
requirements for sterile products and is ensured by a combination of various measures - sterile product-
contact components, sterile in-line filtration, environmental and media monitoring - and is confirmed by
microbiological IPC testing as well as sterility release testing.
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The finished product, aflibercept solution 114.3 mg/mL in a vial, is intended to be administered intravitreally.
Studies were performed to assess compatibility of the finished product with the components that may be
used for dose preparation and administration(18 gauge filter needle and 30 gauge administration needle).
Physicochemical stability of the Aflibercept finished product was demonstrated under simulated in-use
conditions.

2.3.3.2. Manufacture of the product and process controls

Manufacturers

Bayer AG (Germany) is responsible for EU batch certification. The name, address, and responsibility of each
manufacturer and facility involved in the manufacturing and testing of the finished product were given. GMP
documentation (QP declaration and GMP certificates) presented are suitable. The sites responsible to perform
each release test have been stated.

Description of manufacturing process and process controls

The finished product manufacturing process is standard and starts with the thawing of formulated active
substance. The finished product solution is then pooled and mixed, pre-filtrated, and sterilised by filtration
immediately prior to filling. The vials are stoppered, crimped and a visual inspection is performed before
labelling and secondary packaging.

The hold/storage times and batch size were defined.
Process controls

For each manufacturing step, in-process controls were determined and classified. Operating ranges were
established based on product knowledge and process experience. Information given has been adequately
harmonised.

Process validation

Validation of the Aflibercept finished product manufacturing process is based on the analysis of consecutive
PPQ batches. The validation studies included control of process parameters and IPCs, and control of quality
attributes. The results met the acceptance criteria and demonstrated that the manufacturing process remains
consistent.

Further supportive validation studies were performed. Process hold times were validated. It was confirmed
that validation of the aseptic processing is conducted periodically. The information provided in this section
was acceptable.

2.3.3.3. Product specification

The proposed finished product specifications include testing for appearance , pH, protein, identity, potency,
isoaspartate content, charge variants, purity, sterility, endotoxins and extractable volume.

The Applicant agreed to tighten some specifications to better reflect the actual data. Other acceptance criteria
are considered appropriately justified.

The manufacturing process has been evaluated for nitrosamines risk, based on risk factors for biologicals.
Confirmation that the overall manufacturing process presents low risk of nitrosamine impurities was provided.
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No additional testing is considered necessary. Similarly, the risk for the presence of elemental impurities in
aflibercept finished product was evaluated (ICH Q3D) and is considered low. Therefore, no additional controls
for elemental impurities in the manufacture or storage of aflibercept are required. This is acceptable.

Batch analysis

Analytical results of several finished product batches manufactured at the commercial site were provided,
alongside representative clinical batches manufactured at previous manufacturing site. All results met the
acceptance criteria and showed consistency.

Batch information including the status, manufacturing date, batch size and genealogy, description,
manufacturing site, and study usage was adequately presented.

Container closure system

The primary packaging consists of a vial (type I glass) with a grey rubber stopper sealed with an aluminium
cap with white lid. The names of the suppliers have been included in the dossier as requested.

The choice of the container closure system is in line with pharmaceutical standards and the components
comply with pharmacopeia requirements. To avoid potential mix-up between Eylea 40 mg/mL and Eylea
114.3 mg/mL, confirmation was given that different colour of cap is used between presentations. For Eylea
114.3 mg/mL the flip cap is white and for Eylea 40 mg/mL the flip cap is blue. The information on the specific
colour for each strength is provided in the Product Information. Adequate protection from microbial
contamination is verified via container closure integrity testing. The containers proposed for routine storage
are those which have been used in the stability studies supporting the shelf life.

2.3.3.4. Stability of the product

A shelf-life of 24 months when stored at 2 °C-8 °C is claimed for the finished product.

Several Aflibercept 114.3 mg/mL finished product batches were manufactured at the clinical and commercial
site and placed into the stability monitoring programs. As comparability were demonstrated between clinical
materials and commercial batches, stability data derived from the clinical site are considered representative
of the commercial process. The quality of the finished product clinical and PPQ batches placed into the
stability program is monitored using analytical test procedures, which are similar to release testing. Container
closure integrity test (CCIT) and sterility of the product was monitored to demonstrate that the container
closure integrity remained intact throughout the duration of the studies.

The proposed shelf-life and storage conditions of 24 months at 2 °C-8 °C is based on real-time, real
conditions stability data available for three batches. All results are within specification without any significant
degradation trend.

Stability data obtained from accelerated (25 °C/60% RH) and stressed (37 °C) storage conditions were also
presented as supportive data. Under these conditions, changes to purity levels were observed.

The photostability analysis indicates that the finished product is photosensitive and should be protected from
light during storage. The secondary packaging designated for use with the finished product container closure
system offers sufficient protection from light exposure.

In summary, the proposed shelf-life of 24 months at 2 °C-8 °C, protected from light, for Aflibercept solution
114.3 mg/mL in vial is supported.
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2.3.3.5. Post approval change management protocol(s)

In addition to the registration of a new aflibercept formulation of 114.3 mg/mL solution in a vial, a post
approval change management protocol (PACMP) is proposed for the pre-filled syringe (PFS) presentation of
the new formulation.

The PACMP describes the process differences between the vial and the PFS and the studies that will be
performed in support of the PFS presentation, including process validation and analytical comparability
studies between Aflibercept solution 114.3 mg/mL finished product in PFS and in vials.

The justification for the target fill volume owas considered acceptable.

The process validation protocol is designed to qualify the proposed manufacturing sites for aseptic filling of
Aflibercept solution 114.3 mg/mL in prefilled syringes, and for labelling, assembling, blistering, outer surface
sterilization and final packaging. Validation of the manufacturing process will be conducted on consecutive
batches. The list of operating parameters and additional testing that will be performed to demonstrate that
the manufacturing process is controlled and consistent has been appropriately detailed.

In addition to the process validation, additional validation/qualification activities will be conducted.

The comparability study follows the principles outlined in ICH Q5E “Comparability of Biotechnological/
Biological Products Subject to Changes in their Manufacturing Process” and will compare data of PFS batches
with data of vials,. A thorough analytical comparison including testing against the product specification,
stability testing and extended characterisation is planned. Evaluation of all analytical test results is
appropriately described and will be supported by provision of statistical analysis and representative
chromatograms where applicable.

Overall, the process validation and analytical comparability studies that will be performed as part of PACMP is
comprehensive. The PACMP is thus considered acceptable.

2.3.3.6. Adventitious agents

Aflibercept intermediate (DSI) is the same as for the authorised Aflibercept solution 40 mg/mL. The
manufacturing operations performed at Regeneron Pharmaceuticals, Inc. to obtain Aflibercept 114.3 mg/mL
formulated active substance are chromatography and UF/DF. These steps are not dedicated to
remove/inactivate virus. Additionally, no materials with viral safety concern are introduced at this stage of
the process.

Based on these considerations, adventitious agents safety evaluation that was performed for Aflibercept
intermediate (DSI) remains valid and no new assessment is deemed necessary.

2.3.4. Discussion on chemical, pharmaceutical and biological aspects

The Applicant applied for a line extension application to the existing Eylea marketing authorisation for a new
aflibercept strength of 114.3 mg/mL with a new formulation, in a vial. Further, this extension application is
grouped with a Type II variation for a PACMP for the Aflibercept 114.3 mg/mL in a prefilled syringe.

The Module 3 dossier presented is of good quality. Information on development, manufacture and control of
Aflibercept 114.3 mg/mL solution is comprehensive and overall acceptable. No major concern has been
identified. Some other concerns were raised and have been satisfactorily addressed.
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2.3.5. Conclusions on the chemical, pharmaceutical and biological aspects

The overall quality of Eylea 114.3 mg/mL is considered acceptable when used in accordance with the
conditions as defined in the SmPC. The different aspects of the chemical, pharmaceutical and biological
documentation comply with existing relevant guidelines.

In conclusion, based on the review of the data provided, this line extension application for Eylea to add a new
strength of 114.3 mg/mL is considered approvable from the quality point of view.

2.4. Non-clinical aspects

2.4.1. Introduction

Extensive pharmacological program was conducted to obtain MA for aflibercept 2mg. In order to validate the
development of the new aflibercept 8 mg dose strength, a primary in vivo pharmacology study in a chronic
retinal neovascularization (RNV) model in rabbits was conducted. No additional primary or secondary
pharmacology studies were conducted with the new aflibercept 8 mg formulation.

2.4.2. Pharmacology

The MAH has conducted an additional in vivo study in a chronic retinal neovascularization model in rabbits, in
order to validate the development of the new aflibercept 8 mg dose strength.

A single IVT dose of aflibercept was able to completely block retinal vascular leak and cause regression of
pathological neovascularization in all treated animals beginning at 1 week following injection and persisting
for 4 (0.5 mg group) or 6 (2 mg group) weeks. Compared to the 0.5 mg dose, the number of treated eyes in
which leak was completely blocked was significantly greater in the 2mg dose group at all sampling times up
to 18-weeks post-dosing. Overall, these results support the development of the new aflibercept 8 mg dose
strength.

2.4.3. Toxicology

In addition to the toxicity studies conducted to support the authorized aflibercept 2 mg formulation, the MAH
has conducted two GLP-compliant IVT bridging studies in Cynomolgus monkeys with high concentration
formulation to support marketing authorization of aflibercept 8 mg: a 9-week or 6-month study with 3 different
formulations (VGFT-TX-18169) and a 3-month study with aflibercept to support specification.

2.4.4. Discussion on non-clinical aspects

No additional preclinical PK studies were conducted with the high concentration formulation. Results of the
toxicokinetic evaluation of the two new IVT bridging studies in monkeys utilizing the new aflibercept 8 mg
formulation (Module 4.2.3.2, VGFT-TX- 18169 and VGFT-TX-20170) do not raise any concerns. A bioanalytical
method to detect anti-VEGF Trap antibodies in monkey serum samples has been developed and validated
(Report VGFT-AV-12112-VA-01) using electrochemiluminescence in a bridging assay format.
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Study VGFT-TX-18169, did not identify any new toxicity finding in comparison with study VGFT-TX-05011
(submitted for aflibercept 2 mg MA approval). As such, an acute, transient, generally mild, dose-related anterior
segment inflammatory response was generally reported at ophthalmological examination and was not
associated with any treatment-related finding at ERG, ocular imaging, and microscopic evaluations. Microscopic
examination reported erosion and/or ulceration and squamous metaplasia of the respiratory epithelium in the
nasal turbinates with evidence of ongoing reversibility at the end of recovery period. Whereas squamous
metaplasia was not considered as adverse, a NOAEL could not be determined considering epithelial erosion
and/or ulceration in the nasal turbinates. Those nasal turbinates findings had been identified previously within
studies supporting the currently approved formulation with a NOAEL of 0.5 mg/eye after 8-month treatment
(3.3-fold the predicted exposure in patients treated with the new formulation). At the LOAEL of 4 mg/eye
identified in the current study, systemic exposure was 80-fold (Cmax) and 67-fold (AUC) that predicted in
patients.

Study VGFT-TX-20170 in male cynomolgus, which was designed to evaluate the toxicity and determine the
toxicokinetics of VEGF-Trap formulations containing different amounts of impurities (formulation 1 and 2) to
support specification has highlighted similar results for both dose groups. In both groups, animals were dosed
at 5.6 mg/eye. Both formulations were well tolerated during the whole study and no effect on clinical
observations, body weights, body weight change, qualitative food consumption, IOP, ocular photography, FA,
ERG, VEPs, macroscopic findings, or clear test article-related changes in organ weight parameters were noticed.
Whereas erosion and/or ulceration and squamous metaplasia of the respiratory epithelium in the nasal
turbinates, previously observed in studies supporting the currently approved formulation (8 months IVT study
VGFT-TX-05011) and also in study VGFT-TX-18169, did not affect any animal during the full course of the
study. Absence of systemic findings at the nasal turbinates level was considered to be related to the lower dose
volume of 40 pL used in study VGF-TX-20170 vs. 50 pL used in studies VGFT-TX-18169 and VGFT-TX-05011.
Since volume vitreous ratio between cynomolgus and human is equals to 2, no post-injection reflux is expected
in clinics at a dose of 8 mg with an injection volume of 80 puL. At ophthalmic examination, sporadic instances
of mild (0.5 to 1+) aqueous cell or flare and more frequent instances of mild (0.5 to 1+) vitreous cell were
observed in comparison with but resolved at recovery phase. Based on the results of study VGF-TX-20170, the
NOAEL is 5.6 mg/eye with systemic exposures (141 and 131-fold Cmax; 112 and 105-fold AUC) higher than
those predicted in patients.

To support the current line extension to a novel drug product delivering a higher dose of aflibercept, the MAH
has conducted a review of the available relevant studies to assess any potential risk on fertility and embryo-
fetal development. Exposure ratios were also revised taking into consideration the exposure levels estimated
on treatment weeks 8-12 from a popPK model after one IVT injection of 8 mg aflibercept every 4 weeks in
patients with nAMD or DME (mean Cmax of 0.154 ug/mL, mean AUCo-284 of 48.72 pg.h/mL).

Reversible effects shown on menstrual cycle, female hormone levels and sperm parameters were reported at
all dose levels in the 6-month intravenous monkey study. Due to the increase in systemic exposure with the
new 8 mg formulation compared to the approved 2 mg formulations, the exposure ratio at the LOAEL of 3
mg/kg decreased from 1500-fold to 91-fold. This is still considerable, however this should also be interpreted
in relation to the absence of safety margin. The wording proposed for fertility data in SPC section 5.3 is identical
to that approved for the approved 2 mg formulation with revised exposure ratios; this is acceptable. However,
the deletion of the fertility subsection in SPC 4.6 was not endorsed. A wording similar to that approved for the
2 mg formulation was included but adapted to account for the increase in systemic exposure level and to report
the absence of human data.
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Embryo-fetal development toxicity studies were conducted in rabbits after either intravenous (3-60 mg/kg) or
subcutaneous (0.1-1 mg/kg) administration. In the subcutaneous study, a teratogenic effect was reported at
all doses. Taking into account the exposure levels estimated in patients on treatment weeks 8-12 from a popPK
model, it is concluded that malformations were seen in rabbits from exposure levels below those reached at
the recommended human dose (exposure ratio for free aflibercept were 1.7 and 0.89 based on Cmax and AUC,
respectively, at the LOAEL). In view of the absence of safety margin for embryo-fetal development with this
new formulation, and considering available clinical safety data, the wording for SPC 4.6 pregnancy subsection
was adapted. In relation to this teratogenic liability, the MAH has provided acceptable justification that
contraception of male patients is not required since the estimated exposure of their female partners would be
negligible compared to that of treated patients and not likely to cause VEGF inhibition. In addition, a 4-month
post-treatment contraception period is recommended for female patients based on the time required for free
aflibercept concentration in plasma to reach LLOQ according to the popPK model with an additional buffer of 1
month.

Regarding ERA, the applicant has acknowledged that the new dose strength may potentially increase the
emission of aflibercept into the environment. Nevertheless, aflibercept is a monoclonal antibody and is
unlikely to result in significant risk to the environment.

2.4.5. Conclusion on the non-clinical aspects

The non-clinical part of the submission was adequate.

2.5. Clinical aspects

e Tabular overview of clinical studies

The clinical development program of aflibercept consists of two pivotal studies (PULSAR and PHOTON studies)
and a third study (CANDELA study) considered as supportive depicted in Table 1.
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Table 1: Summary of high dose aflibercept clinical studies included in this application
Study number | Study Study design|Study objectives Treatment, dose, and Data included
Report location |population regimen in this
epo lati Treatment i in thi
Study status duration application
Neovascular age-related macular degeneration
VGFTe (HD)- Men or Phase 2, Primary: Aflibercept IVT: Safety and
AMD-1905 women multicenter, |- To determine the safety of |—2 mg IAI: aflibercept |PK data
(CANDELA) | 20 years of randomized, | HD aflibercept 2 mg administered  |through
age with single- — To determine if HD monthly as 3 initial  |VWeek 44
Study 21086  |active masked, aflibercept provides injections (baseline,
subfoveal  |active- greater intraocular Weeks 4 and 8),
E‘EE]%%E ﬁ 5.TICNV controlled pharmacodynamic effect followed by
CSR secondary to Treatment and/or longer duration of additional doses at
nAMD duration action compared to Weeks 20 and 322
Completed 44 weeks aflibercept 2 mg — HD: aflibercept 8 mg
(completion Secondary: administered
date: 30 Nov There were no secondary m.omth'? fo{rbS '“'It_'al
2021 e i R injections (baseline,
) objectives in this study Weeks 4 and 8),
followed by
additional doses at
Weeks 20 and 32
Study 20968 |Men or Phase 3, Primary: Aflibercept IVT: Safety,
(PULSAR) women multicenter, | To determine if treatment with|— 2q8: aflibercept 2 mg |efficacy, and
Module 5.3.5.1 | =20 years of \randomized  |HD aflibercept at intervals of | administered every ~ |PK data
PULSAR ag? with g- Ib: ) 12 or 16 weeks provides non-| 8 weeks after 3 initial {R{TOUEQB |
W48 CSR, gﬁt;gc?veal moauskggi Wmmmgme\mmm \hparmeds —mgnt1h;lzy g}f%glrggst da?g throu%ﬁs
PULSAR CNV active- |in participants with nAMD 8 mg administerad | Week 60
W60 CSR dary t trolled parich : ired b
secondary 1o (conrolle: Secondary: every 12 weeks after [required by
Last participant|"AMD Treatment | To determine the effect of | 3 .'n't{al monthly :ggtisr:gtlstlcal
last visit for the ; - injections
Wesk 49 dureion , | 50 versus avercept | 5qHS"Giveroopt  (scauence
primary anatomic measures of & mg administered
endpoint: response every 16 weeks after
27 Jul 2022 — To assess the efficacy of 3 initial monthly
DBL: 24 Aug 8 mg compared to injections
2022 aflibercept 2 mg on vision-
related quality of life
Ongoing — To evaluate the safety of
(Week 60 aflibercept
completed) — To evaluate the PK and

immunogenicity of
aflibercept
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Diabetic macular edema

Study 21091 |Men or Phase 2/3,  |Primary: Aflibercept IVT: Safety,
(PHOTON) - . |Wemen multicenter, 1 To determine if treatment  |— 2g8: aflibercept 2 mg |efficacy, and
Module 5.3.5.1 |2 18 years of \randomized |with HD aflibercept at intervals | administered every ~ [PK data
PHOTON age with type |(1:2:1), of 12 or 16 weeks provides | 8 weeks after 5 initial |through

W48 CSR, | ortype 2 |double- non-inferior BC\VA change monthly injections  [WWeek 48 plus
PHOTON diabetes masked, compared to aflibercept —HDQq12: aflibercept  |data through
W60 CSR- mellitus active- 2 mg dosed every 8 weeks 8 mg administered  [WWeek 60
Last participant controlled  |gecondary: every 12 weeks after trﬁoluutrett_ﬂ ?y |
last visit for the Treatment  |— To determine the effect of | S Initial monthly t ets atistica
Week48 = duration HD versus aflibercept injections esing
prmary endpoint 96 weeksp 2 mg on anatomic and —HDq16: aflibercept |S€quUence.
30 May 2022 other visual measures of 8 mg administered

DBL: 19 Aug 2022 response every 16 weeks after

Ongoing — To evaluate the safety, 3 Initial monthly

(Week 60 immunogenicity, and PK of injections

completed) aflibercept

2q8 = aflibercept 2 mg administered every 8 weeks; BCVA = best corrected visual acuity; HDg12 = aflibercept 8 mg
administered every 12 weeks; HDq16 = aflibercept 8 mg administered every 16 weeks; |Al = intravitreal aflibercept injection;
CNV = choroidal neovasculanzation, CSR = clinical study report; DBL = database lock; DME = diabetic macular edema;

HD = high dose; IVT = intravitreal, nAMD = neovascular age-related macular degeneration; PK = pharmacokinetics; SAF =
safety analysis set.

Maodule 5.3.5.1, CANDELA CSR.
b Studies are planned to be extended beyond Week 96 by approximately 1 year (60 weeks).

2.5.1. Clinical pharmacology

2.5.1.1. Pharmacokinetics

Absorption

Based on Population PK analysis, participants in the combined nAMD and DME dense PK substudy population
who received an initial dose of 2 mg or 8 mg aflibercept IVT had a Population PK post-hoc estimated free
aflibercept in plasma median tmax of 2.16 days and 2.89 days, respectively. The attainment of tmax for
adjusted bound aflibercept in plasma was slower when compared to free aflibercept. The simulated median
tmax was 13.7 days and 15.8 days for the 2 mg and 8 mg IVT aflibercept treatments, respectively.

Based on the Population PK analysis, the bioavailability of free aflibercept following intravitreal administration
is estimated to be approximately 72%.

Distribution

Based on the Population PK analysis, the total volume of distribution of free aflibercept after IV administration
is estimated to be approximately 7 L.

Elimination

e Systemic elimination

Like most therapeutic proteins, the large molecular weight of aflibercept (approximately 115 kDa) is expected
to preclude elimination via the kidney, and its metabolism is expected to be limited to proteolytic catabolism
to small peptides and individual amino acids. Following initial monthly IVT dose, the concentration-time profile
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of free aflibercept in plasma is characterized by an initial phase of increasing concentrations as the drug is
absorbed from the ocular space into the systemic circulation, followed by a mono-exponential elimination
phase. The Population PK predicted median time for free aflibercept concentrations in plasma to reach LLOQ
following 2 mg IVT aflibercept is 1.5 weeks compared to 3.5 weeks for HD aflibercept.

e Ocular elimination

Based on the Population PK analysis, HD aflibercept was estimated to have a 34% slower clearance from the
ocular compartment compared to the lower IVT doses of aflibercept (< 4 mg doses).

Dose proportionality and time dependencies

PK of free aflibercept appears to be greater than dose proportional, and adjusted bound aflibercept less than
dose proportional consistent with IV dose PK already known. There appears to be little accumulation of free
aflibercept, and up to 2.2 fold accumulation of bound aflibercept.

Special populations

This new presentation of aflibercept was intended for two different target populations, patients with nAMD and
DME. Although not a statistically significant covariate in the population PK model, the effects of disease
population on systemic exposures to free and adjusted bound aflibercept were evaluated. PK in patients with
nAMD and DME were slightly differing, but disease population was not a statistically significant covariate in the
population PK model.

Amongst the covariates evaluated in the Population PK analysis, body weight was the covariate with the
greatest impact on systemic exposures to free and adjusted bound aflibercept. For participants in the lowest
quintile of body weight (38.1 kg to 64.5 kg), the predicted impact on systemic exposures (Cmax and AUCtau)
was modest, with 27% to 39% higher exposures to free aflibercept and 25% to 27% higher exposures to
adjusted bound aflibercept when compared to the reference body weight range (73.5 to 83.5 kg). The effects
of other covariates (age, albumin, disease population, and race, which included evaluation of Japanese race)
on systemic exposures (Cmax, AUCtau) to free and adjusted bound aflibercept were small (<25% increase in
exposure for covariate subgroups relative to the reference group), with several of these other covariate effects
correlating with a consistent trend in body weight.

No dosage adjustments of HD aflibercept are warranted based on the assessed covariates. Mild to severe renal
impairment also had a small impact on free aflibercept systemic exposures, as the increase in free aflibercept
Cmax and AUCtau in these participants was less than approximately 28% compared to participants with normal
renal function. Adjusted bound aflibercept systemic exposures in participants with mild to severe renal
impairment ranged from 13% to 39% higher compared to participants with normal renal function. Here too,
the perceived impact of renal impairment is best explained by the associated decrease in body weight with
increasing renal impairment. Mild hepatic impairment had no effect on systemic exposures to free and adjusted
bound aflibercept. No dosage adjustments of aflibercept are warranted for these populations.

Assessment report
EMA/538733/2023 Page 22/235



2.5.1.2. Pharmacodynamics

Concentration effect relationship

As the IVT dose increased from 2 mg of aflibercept to 8 mg of HD aflibercept, no further increase in PD effect
(decrease in CRT) was observed 4 weeks after each initial g4w dose through 12 weeks, in either the nAMD or
DME population. Despite 2 mg of aflibercept and 8 mg of HD aflibercept having similar PD effect during the
initial g4w dosing period, the 8 mg HD aflibercept dose provided a longer duration of pharmacological effect in
the maintenance phase compared to 2 mg aflibercept.

In nAMD participants, the small fluctuations in CRT or CST during a maintenance dosing interval attenuated
over time for all dosing regimens, with only minor numerical differences observed between treatment groups.

For DME participants, a greater reduction in CRT was observed from weeks 16 to 20 for 2q8 compared to both
HD aflibercept regimens (HDql12 and HDQg16). This is attributable to a difference in the number of doses
administered during this time period, with the 2g8 regimen receiving 2 additional initial g4w doses at weeks
12 and 16 compared to the HD aflibercept regimens which received their last initial g4w dose at week 8. These
differences in CRT did not translate into any meaningful difference in mean BCVA response. The fluctuations in
CRT response over the course of a maintenance dosing interval attenuated over time for all dosing regimens.

For participants with nAMD or DME, the HDq12 and HDq16 regimens provided rapid and durable response in
CRT and BCVA over 48 weeks of treatment, with the majority of participants maintaining their randomized
HDq12 (79% nAMD; 91% DME) and HDq16 (77% nAMD; 89% DME) treatment regimens, without the need for
DRM.

Ocular clearance of free aflibercept and baseline CRT were identified as significant covariates contributing to
the need for DRM. Higher ocular clearance of free aflibercept and higher baseline CRT (indicative of more severe
disease) were associated with an increased rate of DRM.

The slower ocular clearance for HD aflibercept, attributable to a HD drug product effect, is estimated to result
in a 20.6% lower rate of DRM compared to HD aflibercept if the same ocular clearance was observed as the 2
mg aflibercept.

2.5.2. Discussion on clinical pharmacology

Pharmacokinetics and PD

The presented PopPK and E-R models are developed to provide context on the generated results and are used
primarily for descriptive purposes, not to simulate untested scenario, but also in NC, pregnancy and toxicology
discussions.

Concerning elimination, the longer duration of systemic exposure to free aflibercept for HD aflibercept is
attributed to not only a higher administered dose and nonlinear systemic target mediated elimination but also
to a 34% slower ocular clearance of free aflibercept.

Simulations of the population PK model showed that slower ocular clearance of the HD aflibercept drug product
resulted in maintained ocular concentrations of free aflibercept above a threshold for 6 weeks longer with 8
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mg aflibercept compared to 2 mg aflibercept. In consequence, the HD formulation can be expected to provide
a 6 weeks longer duration of efficacy.

2.5.3. Conclusions on clinical pharmacology

Distribution, elimination from the ocular compartment after IVT, overall elimination, and effect of high dose
were well characterised. No adaptation of dose for special populations for PK reasons or immunogenicity
reasons are foreseen. MSOEG was of advice that the VPCs showed enough discrepancies to ask for an update
of the model, and eventual support of the SmPC section 5.2 by the NCAs results instead of the population PKPD
modelling, this was applied.

2.5.4. Clinical efficacy

2.5.4.1. Main studies

PULSAR Study - 20968

Methods

Study design

This phase 3, multi-center, randomized, double-masked, active-controlled study will investigate the efficacy,
safety, and tolerability of IVT administration of aflibercept 8 mg (HD) versus aflibercept 2 mg in participants
with treatment-naive nAMD.

The study consists of a screening/baseline period, followed by a treatment period with duration of 92 weeks,
and an end of study visit at Week 96. An extension of the study is planned starting Week 96.

Subjects with nAMD were randomized to receive IVT injections in the study eye of aflibercept high-dosed (HD)
or aflibercept 2 mg in 3 parallel treatment groups (1:1:1 ratio):

o 2g8: aflibercept 2 mg administered every 8 weeks, after 3 initial injections at 4-week intervals.

o HDq12: aflibercept 8 mg administered every 12 weeks, after 3 initial injections at 4-week intervals.
Participants in this group can move to g8 dosing regimen at Weeks 16 or 20, or up to q16 dosing regimen at
week 52 according to pre-specified criteria.

o HDq16: aflibercept 8 mg administered every 16 weeks, after 3 initial injections at 4-week intervals.
Participants in this group can move to g8 dosing regimen at Weeks 16 or 20, to q12 dosing regimen at Week 24,
or up to q20 dosing regimen at week 52 according to pre-specified criteria.
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The design of the study is depicted in Figure 1-1 and 1-2.

Figure 1-1  Study Flow Diagram

Multi-center, randomized, double-masked
Participants with treatment-naive naMmp
M=960 Randomized 1:1:1

208 HDqg12 HPq18
Aflibercept 2 mg every B weeks HD every 12 weeks HD every 16 weeks
after 3 initial monthly injections after 3 initial monthly injections after 3 initial monthly injections
at 4-week intervals at 4-week intervals at 4-week intervals
n=320 Ne320 n=320
Primary Endpoint at Week 48; Mean change in BCVA from baseline (4-letter noninferiority margin)
Key Secondary Endpoints

+ Mean change In BCWA at Week 60 from Basaline (for EMAP MDA only)
. Pmpnnlnn of participants with no IRF and no SRF lrl the center subfield at Week 16

muu-,- traatmant With Rrthar sxtenaion of dosing intervals in eligible pu-ncipnnu
through Week 92, End of Masked Study Week 06

Eligible participants re-consent for continued dosing and follow up

2q8 (HD) HDg12, HDa16
Participants switch to 8 mg Participants continue on HD

and extend/shorten treatment and extend/shorten treatment
intervals via E-DRMs intervals via E-DRMs

Open-label study extension with aflibercept 8 mg in all treatment groups through End of Study, Week 156
» Masked transition period [Week 96 to Week 108) followed by open-label part {Weeak 108 to Week 156)
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Figure 1-2 Dosing Schedule
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Wk 95: Mandatory monitoring visits to ensure that data collection occurs at least every 12 wesks
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Mandatory masked transition peried Open-label part

For masking purposes, DRM assessments will be performed in all participants at all visits (through the IXRS) starting from Week 16.

a HDq12 group: If DRM criteria are met, participants will continue on g8 rescue regimen.

b HDq16 group: If DRM criteria are met at Week 16 or 20, participant will continue on g8 rescue regimen. if DRM criteria are met at Week 24, participant will
continue on g12 regimen.

¢ For participants remaining on a dosing interval of q12 or q16 weeks after Week 24, if DRM criteria are met at an active injection visit, the next dosing
interval will be reduced by 4 weeks (to a minimum of q8).

d From Week 52, all participants in HD groups will be eligible for dose interval shortening (to a minimum of g8) or extension (by 4-week increments)
according to pre-specified DRM criteria. If DRM criteria are met at an active injection visit, the next dosing interval will be changed by 4 weeks.

e Decision on treatment interval shortening at Week 104 If E-DRM shortening criteria in Year 3 are met, interval will be shortened to 8 weeks and the
participants will be dosed with 8 mg at the same visit, and thus will not be dosed at Week 108.

f Aflibercept 8 mg will be administered according to individual participant response as determined by the E-DRM in Year 3.

g During the open-label part: aflibercept & mg will be administered according to individual participant response as determined by the E-DRM in Year 3. Visit
windows will be increased to +8 days (for mandatory visits by up to +15 days) to allow merging visits 2 weeks apart. Decision on treatment interval
shortening can be done at any visit: If E-DRM shortening criteria in Year 3 are met, dosing should be done at the same visit. Decision on treatment interval
extension can only be done at treatment visits.

h Mandatory monitoring visits must be performed to ensure that data collection occurs at least every 12 weeks. They will be performed with or without
treatment according to individual participant response as determined by the E-DRM in Year 3.

This figure does not reflect all available dosing optiens, once a participant’s dose regimen is shortened or extended.

X=active injection, o=sham procedure
2q8=aflibercept 2 mg administered every 8 weeks until Week 92, after 3 initial injections at 4-week intervals. Participants who consent to continue in the
extension penod from Week 96 in Year 3 switch to aflibercept 8 mg every 12 weeks starting at Week 96; thereafter, aflibercept 8 mg administered
according to individual participant response as determined by the E-DRM in Year 3. If the E-DRM critena are met at Week 104, these participants will
receive a dose at Week 104 and their subsequent treatment interval will be shortened to every 8 weeks.
HDg12=high dose aflibercept 8 mg administered every 12 weeks until Week 92, after 3 initial injections at 4-week intervals. Participants who consent to
continue in the extension peried from Week 96 in Year 3 receive aflibercept 8 mg according to individual participant response as determined by the E-
DRM in Year 3.
HDg16=high dose aflibercept 8 mg administered every 16 weeks until Week 92, after 3 initial injections at 4-week intervals. Participants who consent to
continue in the extension peniod from Week 96 in Year 3 receive aflibercept 8 mg according to individual participant response as determined by the
E-DRM in Year 3.

®=primary, 2°=secondary, DRM=dose regimen modification, E-DRM=dose regimen modification criteria for extension period, EOMS=end of masked
study, HD=high dose, IXRS=Interactive Response System, qB=every 8 weeks, q12=every 12 weeks, q16=avery 16 weeks, Wk=Week

Initially, approximately 960 patients were planned to be randomised. However, 1395 patients have actually
been enrolled and randomized in a 1:1:1 ratio (337 in 2g8 arm, 336 in HDgl12 and 338 in HDgl16 arm
respectively).
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Study participants

The study population consisted of naive male and female of > 50 years patients with nAMD.

Key inclusion criteria

1. Active subfoveal CNV secondary to nAMD, including juxtafoveal lesions that affect the fovea as assessed in
the study eye.

2. Total area of CNV (including both classic and occult components) must comprise greater than 50% of the
total lesion area in the study eye.

3. BCVA ETDRS letter score of 78 to 24 (corresponding to a Snellen equivalent of approximately 20/32 to
20/320) in the study eye.

4. Decrease in BCVA determined to be primarily the result of nAMD in the study eye.

5. Presence of IRF and/or SRF affecting the central subfield of the study eye on OCT. The central subfield is
defined as a circle with diameter 1 mm, centered on the fovea.

Key exclusion criteria

1. Causes of CNV other than nAMD in the study eye

2. Total lesion size >12 disc areas (30.5 mm2, including blood, scars, and neovascularization) as assessed by
FA in the study eye.

3. Uncontrolled glaucoma (defined as IOP > 25 mmHg despite treatment with anti-glaucoma medication) in
the study eye

N

. Subretinal hemorrhage in the study eye = 50% of the total lesion area, or if the blood under the fovea was
1 disc areas in size

v

5. Prior treatment of the study eye with anti-angiogenic drugs at any time
6. Uncontrolled blood pressure (defined as systolic > 160 mm Hg or diastolic > 95 mm Hg)

7. History or clinical evidence of diabetic retinopathy, diabetic macular edema, or any retinal vascular disease
other than nAMD in either eye.

The comparator choice in naive patients with nAMD was supported by the CHMP scientific advice. The chosen
study population and related exams all along the study mimics the one from the randomised phase III VIEW1
and 2, which were the basis for the approval of aflibercept in nAMD patients and are in line with registrational
studies for Eylea, therefore deemed acceptable.

Treatments

In PULSAR study, patients were randomized in a 1:1:1 ratio to receive monotherapy with either 2 mg aflibercept
(administered every 8 weeks, after 3 initial injections at 4-week intervals) or aflibercept 8 mg administered
every 12 or 16 weeks, after 3 initial injections at 4-week intervals as described in Table 2. Participants in the
HD groups (HDg12 and HDq16) could benefit from a dose regimen modification and receive injections with a
g8 dosing regimen at Weeks 16 or 20, or q12 dosing regimen (only for HDq16 treatment group) at Week 24,
orup to orup to ql6 (HDg12 group), 20 (HDq16 group) dosing regimen at week 52, according to pre-specified
criteria listed in Table 3.
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Each vial was for single eye use only. Medical devices used in this study include both devices that help prepare
and deliver the study treatment (study drug and comparator), as well as devices that are used to gather
additional clinical data. The devices were CE marked (or FDA cleared) according to the regulatory requirements
specific for the country/region where the study site was located.

[Treatment name Aflibercept HD Aflibercept 2 mg Sham
Type Drug Drug MNot applicable
Dose formulation Solution in vial Solution in vial Not applicable
Unit dose strengths 1143 mg/mL 40 mag/mL Not applicable
Dosage levels 8 mg (70 pL) 2 mg (50 pL) MNot applicable
Route of administration VT injection VT injection Not applicable
Use Experimental Active comparator Sham procedure
Packaging Sterile 3 mL glass vials Sterile 2 mL glass vials Empty kit
Labeling Each vial was labeled as required per country/region
requirement

Posology

Initiation All treatment arms:

3 initial injections at 4-week intervals
Maintenance HDqg12: every 12 weeks 2q8: every 8 weeks

HDq18: every 16 weeks

HD = high dose, IVT = intravitreal
See Definition of terms for treatment group description.

Table 2 - Study treatment

PULSAR
Year 1 Shorten +« BCWA loss = 5 letters from Week 12,
(Bassline to  dosing interval AND
Week 48} « =25 um increase in CRT from
Week 12 OR

new foveal hemorrhage OR
new foveal neovascularization

Year 2 Shorten Criteria as for Year 1
(Week 52 to  dosing interval
Week 96)  Extend » BCVA loss <5 letters from Week 12,

dosing interval AND
+ Mo fiuid at the central subfield on OCT,
AND

= Mo new onset foveal hemorrhage or
foveal neovascularization

Table 3 - Dose regimen modification (DRM) criteria in PULSAR study during Year 1 and 2

Compared to the approved formulation of aflibercept 2mg, the dose tested is 4 times higher. It is to note that
it is not clear why the 4 mg dose was not further investigated.

Permitted concomitant treatments:

Participants may not receive any standard or investigational agents for treatment of their nAMD in the study
eye other than IVT aflibercept as specified in this protocol until they have completed the end of study/early
termination visit assessments. This includes medications administered locally (e.g., IVT, by juxtascleral or
periorbital routes), as well as those administered systemically with the intent of treating the fellow eye.
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Any medication considered necessary for the participant’s welfare, and that is not expected to interfere with
the evaluation of the study intervention, may be given at the discretion of the investigator.

Any medication or vaccine (including any sedation, anesthesia, eye drops used for the study procedures, blood-
derived products, prescription or over-the-counter medicines, probiotics, vitamins, and herbal supplements)
that the participant is receiving at the time of enrolment or receives during the study was to be recorded.

If a pre-treatment concomitant medication is administered in the study eye before injection (e.g., antibiotic,
topical anesthetic), it must be administered for sham procedures as well.

Dose delays or modifications: Assessments for dose regimen maodification is to be performed in all participants
at all visits starting from Week 16. Based on these assessments, participants in the HD groups may have their
treatment intervals shortened or extended. The minimum interval between injections will be 8 weeks, which is
considered a rescue regimen for participants randomized to HD groups who are unable to tolerate a dosing
interval greater than every 8 weeks. Participants in the aflibercept 2 mg group will remain on fixed g8 dosing
throughout the study until the end of masked study visit at Week 96 (i.e., will not have modifications of their
treatment intervals regardless of the outcomes of the dose regimen modification assessments).

Treatment was to be discontinued in patients if any of the following reasons applied (but were not limited to):

¢ Relevant laboratory abnormality or SAEs, if the sponsor or investigator sees this as medical reason to warrant
withdrawal.

e AE (ocular or nonocular) that, from the participant’s or the investigator’s view, is potent enough to require
withdrawal from the study. The investigator must notify the sponsor immediately if a participant is withdrawn
because of an AE/SAE.

¢ At the discretion of the treating investigator. The development of conditions, which would have prevented a
participant’s entry into the study according to the selection criteria, is no reason per se for withdrawal. However,
the withdrawal in such cases remains at the discretion of the treating investigator.

e Decision by the investigator or sponsor that termination is in the participant’s best medical interest or
administrative decision for a reason other than an AE/SAE.

¢ A female participant becomes pregnant.
e Lost to follow-up.
¢ Decision by the sponsor to halt the entire study.

e Any treatment for nAMD other than study interventions in the study eye is considered a prohibited treatment,
and participant must be withdrawn from the study.

e Systemic anti-angiogenic agents were taken by the participant during the study.
¢ If, in the investigator's opinion, continuation of the study would be harmful to the participant's well-being.

¢ At the specific request of the sponsor and in liaison with the investigator (e.g., obvious noncompliance or
safety concerns).

At the time of discontinuing from the study, if possible, an early discontinuation visit should be conducted. The
participant will be permanently discontinued both from the study intervention and from the study at that time.

If the participant withdraws consent for disclosure of future information, the sponsor may retain and continue
to use any data collected before such a withdrawal of consent.
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Participants who withdrew from the study were not replaced.

Objectives

Primary objective

To determine if treatment with aflibercept 8 mg (HD) at intervals of 12 or 16 weeks provides non-inferior BCVA
change compared to aflibercept 2 mg every 8 weeks in participants with nAMD

Secondary objectives

- To determine the effect of HD versus 2 mg aflibercept on other visual and anatomic measures of response

: To assess the efficacy of HD compared to 2 mg aflibercept on vision-related quality of life

Outcomes/endpoints

Primary efficacy endpoint

- Change from baseline in best corrected visual acuity (BCVA) (as measured by ETDRS letter score) at Week
48

Key secondary efficacy endpoints

- Change from baseline in BCVA measured by the ETDRS letter score at Week 60 (EP-SAP only)

- Proportion of Participants with no intraretinal fluid (IRF) and no subretinal fluid (SRF) in Central Subfield at
Week 16

Additional secondary endpoints

- Proportion of participants gaining = 15 letters in BCVA from baseline at Week 48

- Proportion of participants with BCVA > 69 letters at Week 48

- Change in CNV Size from Baseline to Week 48

+ Change in Total Lesion Area from Baseline to Week 48

- Proportion of Participants with no IRF and no SRF in the Central Subfield at Week 48
 Change from baseline in CRT at Week 48

- Change from baseline in National Eye Institute Visual Functioning Questionnaire-25 (NEI-VFQ-25) total score
at Week 48

Exploratory endpoints

- Change from baseline in BCVA averaged over the period from Week 36 to Week 48
- Proportions of participants gaining and losing = 5 or = 10 letters at Week 48

+ Proportion of participants losing = 15 letters at Week 48

- Proportion of participants without leakage on FA at Week 48

+ Proportion of participants randomized to HDq16 maintaining q16 dosing interval or longer through Weeks 48
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- Proportion of participants randomized to HDg12 maintaining q12 dosing interval through Weeks 48

The primary objective and endpoint were discussed during the EMA Scientific Advice (SA)
(EMA/CHMP/SAWP/277944/2019) and concerns were raised regarding the choice of an endpoint at 48 week in
view of the increased intervals. Indeed, as stated in the SA there is a need to conclude on the durability of
efficacy when extending the dosing intervals. A need for at least 64 week data, preferably supplemented with
some 2-year data is foreseen to support the Q12 and/or Q16 dosing regimens as well as long-term safety. The
MAH provided clinical results with a data cut-off at 60 weeks.

Sample size

The sample size of 960 subjects (3x320) was adequately estimated and included 10% possible dropout. It was
based on a non-inferiority of two 8 mg dose-regimens aiming to consent a loss of efficacy over the 2 mg control
regimen at 48 weeks not exceeding 4 characters of the EDTRS chart (i.e. one line of the chart), with 0.025 risk
to a false positive non-inferiority and 94% chance to achieve the true positive non-inferiority.

Randomization

The randomization was performed with an interactive system for which it is not clear if it was through a web
or a voice system or both. The 3 active arms were evenly distributed in the trial (1:1:1) and stratified over the
geographical region (Japan vs Rest of the World) and the BCVA baseline (<60 vs =60). The granularity of the
geographical stratification seems a bit wide given the heterogeneity of regions involved in the trial (Asia,
Western Europe, Eastern Europe, North America and South America).

Blinding (masking)

As stated by the MAH, all study site personnel (except for those performing the unmasked roles as described
in Table 7-2), were to remain masked to treatment assignment of participants in order to ensure an unbiased
assessment of visual acuity, safety, and ancillary study measures. Masking continued until the end of the
masked transition period of the study extension.

In compliance with applicable regulations, in the event of a suspected unexpected serious adverse reactions
related to the masked treatment, the participant’s treatment code is usually to be unmasked before reporting
to the health authorities, ethics committees and investigators.

The blinding of dose regimens was adequately guaranteed through sham injections in order to mask the
difference in injection schedules. In addition, the unmasked investigator administering the study drug did not
participate in any efficacy or safety endpoint evaluations apart from the reporting of AEs and device-related
AEs/SAEs/deficiencies relating to filter needle, injection needle, or syringe during injection procedure and post-
injection assessment. Therefore, no impact on study integrity is expected.

An overview of the masked and unmasked site personnel is presented in Table 4.
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Study Procedure Masked Unmasked Certification
Study Staff* | Study Staff® needed

Study intervention:
Study intervention (study drug) accountability | | ¥ |
Injection-related procedures:
IXRS access” X
{Pre-Jinjection procedures

IVT injection {active, sham)

Post-injection asseasment (post-injection indirect
ophthalmoscopy, and post-injection 10P)

AE reporting:

AEs and device-related AEs/SAEs/deficiencies
relating to filker needle, injection needle, or X
syringe during injection procedure and post-
injection assessment

All other AEs,

device-related AEs/SAEs! deficiencies for X
devices used for gathering clinical data
Ophthalmic assessment:

A A o

BCWVA examination X X
BCWYA recording in eCRF (different from BCVA X

examiner)

Full ophthalmic examination (IOP, slit lamp, X

indirect ophthalmoscopy)

FA, FP X X
SD-OCT X X
ICGA, if applicable X X
QCT-A, if applicable X x
MNEI-VFQ-25 questionnaire X x
Other procedures:

Informed consent X xe

Demography, medical and ocular history wa X

Record concomitant medications / treatments / X

interventions ®

Blocd sampling (e_g., serum pregnancy test, X

immunogenicity, PK sampling)

Blood pressure measurement X

Urine pregnancy test X

AE=adverse event, BCVA=best comected visual acuity-, eCRF=electronic case report form, FA=fluorescein
angiography, FP=fundus photography, |ICGA=indocyanine green angiography, |OP=infraocular pressure,
IWT=intravitreal, IXR5=Interactive Response System, MEI-WVFQ-25=National Eye Institute Visual Functioning
CGluestionnaire-25, OCT-A=optical coherence iomography angiography, PK=pharmacokinetic, SAE=serious
adverse event, SD-0CT=speciral domain optical coherence tomography.

a Imcludes masked investigator, masked study nurse/study coordinator, and study personnel for ccular
assessments.

b Imcludes, unmasked investigator administering active/sham study intervention and assessing post-injection
ocular assessments, and drug handlerpharmacist dispensing active/sham study intervention.

¢ For the purpose of treatment assignments/kit numbers, only the unmasked staff should have access to IXRS.
Masked staff will have limited access to IXR5.

d  Masked or unmasked perscnnel are allowed to do screening/baseline procedures such as initial informed
consent. Reconsent must be undertaken by masked personnel.

e  Except concomitant medications due to AE occurring during the injection or in the immediate post-injection
period, which must be reported by unmasked investigator.

Table 4: Masked and Unmasked Site Personnel

Masked study intervention kits coded with a medication numbering system will be used. In order to maintain
the mask, lists linking these codes with product lot numbers will not be accessible to individuals involved in
study conduct.

Additionally, no emergency unblinding was required during the study.
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Statistical methods

e Populations for statistical analyses

The full analysis set (FAS) included all randomized patients who received at least 1 dose of study medication;
it was based on the treatment assigned to the patient at baseline (as randomized). FAS was the primary
analysis set for efficacy endpoints.

The per-protocol set (PPS) was to include all patients in the FAS who had a baseline and at least 1 post-baseline
assessment of BCVA, had any IRF or SRF affecting the central subfield at baseline and did not have any relevant
important protocol violations that affect the primary efficacy variable. The final determination on the exclusion
of patients from the PPS was to be made on the masked data prior to the first database lock and described in
a separate document. Analysis of the PPS was to be performed according to the treatment the participant
actually received (as treated). The PPS was used for supplementary analysis of change from baseline in BCVA
(non-inferiority only) at week 48 (primary endpoint) and week 60 (key secondary endpoint).

Treatment assignment was based on the treatment received (as treated). In general, the randomized treatment
group was to be considered as the actual treatment group, unless the patient has not been treated at all after
randomization. Isolated incorrect treatments did not constitute a change in the “as treated” assignment but
was considered as intercurrent events (refer to Section 5.6.1).

The safety analysis set (SAF) included all randomized patients who received any study treatment; it was based
on the treatment received (as treated). Treatment compliance/administration and all clinical safety variables
were analyzed using the SAF. The safety analysis was performed on the observed safety data.

The efficacy populations of analysis were acceptable, except for PPS which was planned to be analysed “as
treated” while an error of treatment allocation should be considered as a major deviation to the protocol.
Moreover, if the wrong treatment allocation occurred only at some specific time-points of the 48/60 weeks of
exposure (this case is defined as an ICE), the rational for deciding which arm to assign to patient in the “as
treated” strategy was initially unclear. As requested, clarifications have been brought by the Applicant regarding
the “as treated” terminology used in the trial. Only 6 patients were concerned with the qualification of "as

treated", whom only one subject underwent an error of treatment allocation. The other subjects were affected
by deviations in the amount of volume injected or in the modalities of administration.

Overall, the issue could be considered as solved though the PP set do not reflect per-se the definition of such
a population where patients presenting deviations in planned regimens potentially affecting the primary efficacy
endpoint should be excluded.

Results

Participant flow

The disposition of participants in the overall study through Week 48 and Week 60 is presented in Table 8-1.
The MAH indicate that the number of participants who did not complete study shown in this table could differ
from the number who did not complete study treatment in Figure 8-1, because participants who did not
complete study treatment through Week 48 or Week 60 could have remained in the study (for other reasons
of differences).
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Figure 8-1:

Disposition: Flow of participants through Week 60 (all enrolled participants)

s T T T T T T T T T T T T T T T T T T T T T 1
Enrclled ! Did not complete screening: N = 383 !
N=1335 | Primary reason: !
v * Sgreen failure: 320 1
| * Physician decision: 3 !
| 1-{' * ost to follow-up: 2 !
______ | * Logistical problems: 1 |
1 *Withdrawal by subject: 42 1
| * Other: 11 !
Randomized | * COVID-19 pandemic: 4 :
N=1011 i Erroneous randomization: 1 (a) i
: } }
Randomized Randomized Randomized
2q8 HDq12 HDg16
N =337 =336 N=338
|- s 1 | ittt 1 i 1
L | Study treatment never | | _ h: Study treatment never | | _ b‘l Study treatment never |
! administered: 1 ! | administered: 1 : | administered: 0 !
M 1 L 4 i o o o o ———— — ————— a4
k. r
Treated Treated Treated
298 F-—-—-- " HDg12  f-———-- i HDgle  fp—-—---- 1
N =336 1 =335 1 N=2338 i
e . A R \ Ay —
| Unknown if completed | ! Unknown if completed d | Unknown if completed !
| study treatment until ! | study treatment until ! | study treatment until !
! Week 48 {b): 2 ! | Week 48 (b): 2 ! | Week 48 (b): 2 !
= oL r'::::::::::::::::::::::_‘_1 r'_'_'_'_'_'_'_'_'_'_'_'_'_'_'_'_ ''''''''''''' i
| : Did not complete study i : Did not complete study
| treatment until Week 48: N =25 ! | treatment until Week 48: N =17 | | treatment until Week 48: N =24
| Primary reason: ! ! Primary reason: ! I Primary reason:
1 ¥ Adverse event: 5 I 1 * Adverse event: 2 : I * Adverse event: 4
| * Physician decision: 1 ! ! * Physician decision: 2 1 | * Physician decision: 2
- #| * Lost to follow-up: 1 ! - #! * Lost to follow-up: 1 H - # * Protocol deviation: 1
! * Lack of efficacy: 2 H : * Withdrawal by subject: 5 : : * Withdrawal by subject: 13
1 * Withdrawal by subject: & ! | * Death: 3 ! 1 * Death: 1
! % Death: 5 i | * Other: 2 | | * Other: 1
: * Other: 3 ! : * COVID-13 pandemic: 2 : : * COVID-19 pandemic: 2
| * COVID-13 pandemic: 2 ! ! ! !
—————— e b . e
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Completed study
treatment until Week 48
2q8
N =309

Completed study
treatment until Week 48
HDOg12
N=316

r
| Unknown if completed

|- #| study treatment until

L Week 60 (c): 1

:
| Did not complete study

| Primary reason:

: * Adverse event: 5

! * Physician decision: 1
 #! * Lost to follow-up: 1

: * Lack of efficacy: 2

| ¥ Withdrawal by subject: 8
! * Death: &

| * Other: &

! * COVID-13 pandemic: 2

! treatment until Week 60: N = 30

Unknown if completed E
study treat™ * ment until '
Week 60 [c): 2 |

Did not complete study
treatment until Week 60: N =22
Primary reason:

* Adverse event: 4

* Physician decision: 3

* Lost to follow-up: 1

* Withdrawal by subject: T

* Death: 3

* Other: 2

* COVID-13 pandemic: 2

Completed study
treatment until Week 48
HODgi16
N =312

Unknown if completed :
study treatment until |
Week 60 (c): 1 !

Did mot complete study
treatment until Week 60: N =28
Primary reason:

* Adverse event 5

* Physician decision: 1

* Protecol deviation: 1

* Lost to follow-up: 1

* Withdrawal by subject: 15
* Death: 2

* Other: 1

* COVID-19 pandemic: 2

Completed study
treatment until Week 60
2q8
N=305

Completed study Completed study
treatment until Week &0 treatment until Week 60
HDg12 HDg16
N =311 N =309

COVID-19 = Coronavirus Disease 2019
(a) One participant was randomized in error after hefshe had already discontinued from the study and was not considered as
randomized in the datasets and study data analyses (see W48 Database emrata in Section 16.4.2).

(b) 6 parficipants who had missing Week 48 information (i.e. they neither discontinued during Week 48 time frame, nor had
Week 48 visit performed or marked as not done) were summarized as Unknown if completed study treatment unfil Week 48

(see W48 Database ermrata in Section 16.4.2).

(c) 4 pariicipants who had missing Week 60 information (i.e. they neither discontinued during Week 60 time frame, nor had
Week 60 visit performed or marked as not done) were summarized as Unknown if completed study treatment until Week 60

(see W60 Database errata in Section 16.4.2).
For some paricipants, the reason for premature discontinuation of treatment was inconsistently or not reported or the reason for
end of screening was entered incomrectly (see W48 and W&0 Database errata in Seclion 16.4.2).

Definition of Completed study treatment until Week 48/60 = did not discontinue study treatment prior to Week 48/60 visit.
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Table 8-1:  Disposition in overall study: Week 48 and Week 60 (all enrolled participants)

Number of subjects 248 HDq12 HDq18 All HD Total
Week 48

Enrolled, n 1395
Randomized, n (%) 337 (100%) 336 (100%) 338 (100%) 674 (100%) 1011 (100%)
Treated, n (%) 336 (99.7%) 335 (99.7%) 338 (100%) 673 (99.9%) 1009 (99.8%)
Completed study until Week 48, n (%) 309 (91.7%) 316 (94.0%) 312 (92.3%) 628 (93.2%) 937 (92.7%)
Unknown if completed study until Week 483, 3 (0.9%)  2(0.6%)  1(0.3%)  3(04%) 6 (0.6%)
n (%)

Did not complete study until Week 48, n (%) 25 (7.4%) 18 (5.4%) 25 (7.4%) 43 (6.4%) 68 (6.7%)
Primary reason®

Adverse event 5(1.5%) 1(0.3%) 5(1.5%) 6 (0.9%) 11 (1.1%)
Physician decision 1(0.3%) 3(0.9%) 2 (0.6%) 5(0.7%) 6 (0.6%)
MNon-compliance with study treatment 0 0 0 0 0
Pregnancy 0 0 0 0 0
Protocol deviation 0 1(0.3%) 1(0.3%) 2(0.3%) 2(0.2%)
Lost to follow-up 1(0.3%) 1(0.3%) 0 1(0.1%) 2 (0.2%)
Study terminated by sponsor 0 0 0 0 0
Lack of efficacy 2 (06%) 0 0 0 2(0.2%)
Technical problems 0 0 0 0
Logistical problems 0 0 0 0 0
Withdrawal by subject 5(1.5%) 5(1.5%) 12 (3.6%) 17 (25%) 22 (2.2%)
Wish for pregnancy 0 0 0 0 0
Death 5(1.5%) 3(0.9%) 1(0.3%) 4 (0.6%) 9 (0.9%)
Other 4 (1.2%) 2 (0.6%) 2 (0.6%) 4 (0.6%) 8 (0.8%)
COVID-19 pandemic 2(0.6%) 2 (0.6%) 2 (0.6%) 4 (0.6%) 6 (0.6%)
Subject decision: COVID-19 2 (0.6%) 2 (0.6%) 2 (0.6%) 4 (0.6%) 6 (0.6%)
pandemic related
Physician decision: COVID-19 0 0 0 0 0
pandemic related
Logistical reason: COVID-19 0 0 0 0 0
pandemic related
Other: COVID-19 pandemic related 0 0 0 0 0
Week 60
Enrolled, n 1355
Randomized, n (%) 337 (100%) 336 (100%) 338 (100%) 674 (100%) 1011 (100%)
Treated, n (%) 336 (99.7%) 335 (99.7%) 338 (100%) 673 (99.9%) 1009 (99.8%)
Completed study until Week 60, n (%) 305 (90.5%) 310 (92.3%) 308 (91.1%) 618 (91.7%) 923 (91.3%)
Unknown if completed study until Week 60=, 3 (0.9%) 3 (0.9%) 1(0.3%) 4 (0.6%) 7 (0.7%)
n (%)

Did not complete study until Week 60, n (%) 29 (8.6%) 23 (6.8%) 29 (8.6%) 52 (7.7%) 81 (8.0%)
Primary reason 9

Adverse event 6 (1.8%) 2 (0.6%) 5(1.9%) 7 (1.0%) 13 (1.3%)
Physician decision 1(0.3%) 4(1.2%) 1(0.3%) 5(0.7%) 6 (0.6%)
Non-compliance with study treatment 0 0 0 0 0
Pregnancy 0 0 0 0 0
Protocol deviation 0 1(0.3%) 1(0.3%) 2(0.3%) 2 (0.2%)
Lost to follow-up 1(0.3%) 1(0.3%) 2 (0.6%) 3 (0.4%) 4 (0.4%)
Study terminated by sponsor 0 0 0 0 0
Lack of efficacy 2 (0.6%) 0 0 0 2 (0.2%)
Technical problems 0 0 0 0 0
Logistical problems 0 0 0 0 0
Withdrawal by subject 6 (1.8%) 8(2.4%) 14 (4.1%) 22 (3.3%) 28(2.8%)
Wish for pregnancy 0 0 0 0 0
Death 5(1.5%) 3 (0.9%) 2 (0.6%) 5(0.7%) 10 (1.0%)
Other 6 (1.8%) 2 (0.6%) 2 (0.6%) 4 (0.6%) 10 (1.0%)
COVID-19 pandemic 2 (0.6%) 2 (0.6%) 2 (0.6%) 4 (0.6%) 6 (0.6%)

Subject decision: COVID-19 2 (0.6%) 2 (0.6%) 2 (0.6%) 4(0.6%) 6 (0.6%)

pandemic related

Physician decision: COVID-19 0 0 0 0 0

pandemic related

Assessment report
EMA/538733/2023 Page 36/235



Logistical reason: COVID-19 0 0 0 0 0
pandemic related
Dther: COVID-19 Eandemic related 0 0 0 0 0
COVID-19 = Coronavirus Disease 2019.
a 6 participants who had missing Week 48 information (i.e. they neither discontinued during Week 48 time frame, nor had
Week 48 visit performed or marked as not done) were summarized as Unknown if completed study until Week 48 (see
W48 Database errata in Section 16.4.2).
For some participants the reason for premature discontinuation of study was inconsistently reported (see W48 Database
errata in Section 16.4.2).
7 participants who had missing Week 60 information (i.e. they neither discontinued during Week 60 time frame, nor had
Week 60 visit performed or marked as not done) were summarized as Unknown if completed study until Week 60 (see
Wia0 Database errata in Section 16.4.2).
d For some participants the reason for premature discontinuation of study was inconsistently reported (see W60 Database
emrata in Section 16.4.2).
Definition of completed study until Week 60 = did not answer NO to the question “Did the subject complete the study?” on the
“End of study” form prior to Week 60 visit.
Number of subjects enrolled is the number of subjects who signed informed consent.
See Definition of terms for treatment group description.

o

o

Recruitment

Date first subject randomized: 20 Aug 2020
Date last subject completed Week 60 / End of Study Visit: 04 Nov 2022

The study was conducted at a total of in 19 EU countries, as well as in 6 APAC countries and 3 countries in
American continent (Table 8-5).
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Table 8-5:

Mumber of participants by country’region (all randomized participants)

Total
Pooled region C&’:&gﬁi 2q8 HDq12 HDq16 All HD N = 1011
N = 337 (100%)N = 336 (100%) N = 338 (100%)N = 674 (100%)  (100%)
Al Total 337 (100%) 336 (100%) 338 (100%) 674 (100%) 1011 (100%)
APAC Total 90 (26.7%)  B1(24.1%) B4 (24.9%) 165 (245%) 255 (25.2%)
Australia 9 (2.7%) 7 (2.1%) 8 (2.4%) 15(22%) 24 (24%)
China 0 (116%)  31(92%)  31(92%)  62(92%) 101 (10.0%)
Japan 33(0.8%)  32(95%)  33(9.8%)  65(96%) 98 (9.7%)
Korea 9 (2.7%) 11(33%) 11(33%)  22(33%)  31(3.1%)
Singapore 0 0 1(0.3%) 1(0.1%) 1(0.1%)
Taiwan 0 0 0 0 0
Europe Total 137 (407%) 162 (48.2%) 152 (45.0%) 314 (46.6%) 451 (44.6%)
Austria 4 (1.2%) 2 (0.6%) 5 (1.5%) 7 (1.0%) 11 (1.1%)
Bulgaria 10(30%) 18 (54%) 7(21%)  25(37%)  35(35%)
CzechRepublic 33(9.8%)  31(9.2%)  33(9.8%)  64(95%) 97 (96%)
Estonia 2 (0.6%) 0 2 (0.6%) 2 (0.3%) 4 (0.4%)
France 1(0.3%) 6 (1.8%) 2 (0.6%) 8 (1.2%) 9 (0.9%)
Georgia 1(0.3%) 2 (0.6%) 6 (1.8%) 8 (1.2%) 9 (0.9%)
Hungary 18(5.3%)  34(10.1%)  32(95%) 66 (9.68%)  £4 (5.3%)
Isragl 3 (0.9%) 5 (1.5%) 3 (0.9%) 8 (1.2%) 11 (1.1%)
Italy 9 (2.7%) 9 (2.7%) 5 (1.5%) 14(21%)  23(23%)
Latvia 7 (2.1%) 14 (4.2%) 3 (0.9%) 17(25%) 24 (24%)
Lithuania 0 (2.7%) 5 (1.5%) 12(36%)  17(25%) 26 (26%)
Portugal 5 (1.5%) 7 (2.1%) 6 (1.8%) 13(19%) 18 (18%)
Russian 4 (1.2%) 2 (0.6%) 3 (0.9%) 5 (0.7%) 9 (0.9%)
Federation
Serbia 0 1(0.3%) 0 1(0.1%) 1(0.1%)
Slovakia 5 (1.5%) 14(42%)  10(30%)  24(36%)  29(2.9%)
Spain 14(42%)  T(21%) 10(3.0%)  17(25%)  31(3.1%)
Switzerland 7 (2.1%) 2 (0.6%) 5 (1.5%) 7 (1.0%) 14 (1.4%)
Ukraine 5 (1.5%) 3 (0.9%) 8 (2.4%) 11(16%) 16 (16%)
Latin America_Total 2 (0.6%) 1(0.3%) 4(12%) 5 (0.7%) 7 (0.7%)
Argentina 2 (0.6%) 1(0.3%) 4 (12%) 5 (0.7%) 7 (0.7%)
North Amenica Total 08 (320%) 92 (274%) 08 (200%) 700 (282%) 208 (295%)
Canada 0 2 (0.6%) 1(0.3%) 3 (0.4%) 3(0.3%)
United States 108 (32.0%) 90 (26.8%) 97 (28.7%) 187 (27.7%) 295 (29.2%)

APAC = Asia Pacific
See Definition of terms for treatment group description.

Recruitment of subjects by country was overall balanced between treatment arms, except for Canada, Estonia,
Serbia and Singapore where not all arms included patients due to the very low enrolment rate.

Conduct of the study

Protocol deviations

The frequency of participants with important protocol deviations through Week 60 was similar across the
treatment groups (Table 8-2).

Overall, 355 (35.1%) participants reported important protocol deviations. The most frequent (= 5%) important
protocol deviations were related to the categories: Procedure deviations, Treatment deviations, Time schedule
deviations, and Informed consent.

Other protocol deviations were related to the COVID-19 pandemic (in 75 patients among them 1 not included
in the Week 60 database) and Ukraine/Russian crisis (in 10 patients).
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Considering that 35.1% of patients across the groups in PULSAR study reported important protocol
deviations, the MAH was asked to discuss the impact of each of them on the efficacy analysis.

As requested, the Applicant has clarified what was meant by "important" protocol deviations in PULSAR study
and described extensively the corresponding deviations as well as the decision rules that led to rule out from
the primary analysis or the PPS analysis, all or part of data of patients presenting these deviations, depending
on the way the might affect efficacy outcome and when they occurred. “Important” deviations to protocol were
segmented in 3 categories: 1/ the ones not impacting the efficacy endpoints led to no exclusion from main
efficacy analyses; 2/ deviations that might affect the efficacy endpoints and identified at screening led to
excluding affected patients from the per-protocol set; 3/ deviations that might impact the efficacy and occurring
after baselines measurements led to excluding from the main efficacy analyses partial data of affected patients.
These last deviations were considered as intercurrent events and handled according to estimand strategies
(mainly, hypothetical and treatment policy strategies, depending on the strength of the impact on efficacy
data). Tables illustrating and justifying the updated definition and all concerned cases were provided and even
though other approaches could have been considered, the proposed approach is reasonable.

However, in non-inferiority trials, it is well known that heterogeneity of data is a factor artificially favoring the
non-inferiority, therefore, it would have been relevant to perform a per-protocol analysis excluding all patients
presenting with "important" deviations impacting the primary endpoint within the 48 weeks treatment window,
whatever the reason and the time of occurrence<iThis analysis, repeated on EU population would have been
interesting too.
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Table 8-2:  Number of participants with important protocol deviations through Week 60 (all
randomized participants)

2q8 HDq12 HDq16 All HD Total
Protocol deviation category N =337 M= 336 N =338 N=674 N=1011
(100%]) (100%) (100%) (100%) {100%)

Subjects with any important deviation, n (%) 122 (36.2%) 113 (33.6%) 120 (35.5%) 233 (34.6%) 355 (35.1%)
Excluded concomitant medication treatment 1(0.3%) 1(0.3%) 1{0.3%) 2 (0.3%) 3 (0.3%)
Subject received any standard or 1(0.3%) 1{0.3%) 1{0.3%) 2 (0.3%) 3 (0.3%)
investigational agents for treatment of their
nAMD in the study eye other than IVT
aflibercept as specified in this protocol

Inclusion/exclusion criteria not met but 8 (2.4%) 9(27%) 11({33%) 20(3.0%) 28(2.8%)
subject entered treatment 3
Exclusion Critena: Subject has subretinal 0 1(0.3%) 0 11(0.1%) 1(0.1%)

hemorrhage that is at least 50% of the total

lesion area. or if the hlood under the fovea

is 1 or more disc areas in size in the study

eye "

Exclusion Criteria; Subject has a history or 1 (0.3%) 1{0.3%) 0 1(0.1%) 21(0.2%)
clinical evidence of diabetic retinopathy.

diabetic macular edema. or any retinal

vascular disease other than nAMD in either

aye.

Exclusion Criteria: Subject has known 1(0.3%) 1{0.3%) 1] 1(0.1%) 2 (0.2%)
cardiac arrhythmia. based on medical

history and/or outcome of ECG at

screening. (Dense PE Substudy)

Exclusion Criteria: Subject has uncontrolled 5 (1.5%) 6 (1.8%) 9{27%) 15(2.2%) 20(2.0%)
blood pressure (defined as systalic =160

mmHg or diastolic =95 mmHq).

Inclusion Criteria; Subject does not have 1(0.3%) ] 0 0 1(0.1%)
BCWA ETDRS letter score of 78 to 24 at

Baseline (comesponding to a Snellen

equivalent of approximately 20032 to

20/320) in the study eye (Left Eye).

Inclusion Crteria: Subject does not have 0 0 1(0.3%) 11(0.1%) 1(0.1%)
BCWVA ETDRS letter score of 78 to 24 at

Baseline (comesponding to a Snellen

equivalent of approximately 20032 to

2003207 in the study eye (Right Eye).

Inclusion Criteria: The patient does not ] 0 1{0.3%) 1(0.1%) 1{0.1%)
have evidence of IRF andfor SRF affecting

the central subfield of the shidy eve an

OcT

Informed consent 22(65%) 20(6.0%) 17(50%) 37(55%) 59(5.8%)
Informed consent process not followed 0 0 1(0.3%) 1(0.1%) 1(0.1%)
properly

The Informed Consent is incomplete. The 21 (6.2%) 20(6.0%) 16{47%) 36(5.3%) 57 (5.6%)
subject’s signaturefsign date are missing or
partially signed or incorrect etc.

The subject signed the ICF after starting 1(0.3%) 0 0 0 1(0.1%)
his/her participation on the study (The ICF
date is after the assessment date).
Other protocol deviations © 13(358%) 14{42%) 11(33%) 25(3.7%) 38 (3.8%)
Procedure deviations © 38 (11.3%) 55(16.4%) 48 (14.2%) 103 (15.3%) 141 (13.9%)
Time schedule deviations &9 23(68%) 20(60%) 29(B6%) 49(7.3%) 72(7.1%)
Treatment deviations 44 (131%) 20(6.0%) 25(74%) 45(6.7%) B89(8.20%)
Expired study drug administered to patient 8 (2.4%) ] 0 0 8 (0.8%)
Incomrect study drug kit administerad to 0 1{0.3%) 4{1.2%) 5{0.7%) 5(0.5%)
patient
Patient was randomized to the wrong 1(0.3%) 11(0.3%) 0 1(0.1%) 2 (0.2%)
stratum
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Study drug not administrated for reason 16 (4.7%) 6 (1.8%) 3(0.9%) 9(1.3%) 25(2.5%)
other than documented medical issue.

Received wrong dose treatment (high dose 19 (5.6%) 12(3.6%) 13(3.8%) 25(3.7%) 44 (4.4%)
instead of low dose or vice versa; sham

injection instead of active injection or vice

Versa)

Regional Crisis Study drug not 2 (0.6%) 0 6(1.8%) 6 (0.9%) 8 (0.8%)

administered

Suhject was given incorrect study treatment 0 1{0.3%) 2 {0.6%) 3(0.4%) 3(0.3%)
BCWVA = best cormected visual acuity, ECG = electrocardiogram, ETDRS = Early Treatment Diabetic Retimopathy Study, ICF =
informed consent form, IRF = intraretinal fluid, nAMD = neovascular (wet) age-related macular degeneration, IVT = intravitreal,

OCT = optical coherence tomography, PK = pharmacokinetics, PPS = per protocol set, SRF = subretinal fluid

Subjects could have more than one protocol deviation but are only counted once within each deviation category.

a A protocol deviation for 1 participant who was randomized and completed Day 1 assessments but did not receive study drug
and was later found to meet Exclusion criterion 13 was not included in the Week 80 database (see W00 Database errata in
Section 18.4.2).

b This protocol deviation, which was not included in the Week 48 analysis but was included in the Week 80 analysis. resulted in
exclusion of the participant from the PPS (see W48 Database emata in Section 18.4.2 and Section 8.3).

¢ Subcategories are provided in source table.

d There was 1 protocol deviation related to "time schedule deviations” for missing Visit 15 related to the COVID-18 pandemic,
which was mot included in the analyses for Week 80 (see Section 8.2.1.1 and W&l Database emrata in Section 18.4.2).

See Definition of terms for treatment group description.

Baseline data

Proportion of male and female were well balanced between the 3 arms, even if slightly more female patients
were included in total (54,5%). Data were mostly well balanced across the treatment groups for the
demographics and disease characteristics at baseline, except for discrepancies observed between groups for
certain categories of age (<65, = 65 to < 75 and = 75 to < 80 years) and in patients with history of ischaemic
heart disease and hepatic impairment (mild, severe, moderate).

Baseline disease characteristics of the study eye

The mean BCVA using ETDRS letter score averaged over all treatment groups at baseline was 59.6 letters;
86.2% of participants had an ETDRS letter score < 73 and 41.7% of < 60 letters. Individual values ranged
from 24 and 78 letters overall and in each of the treatment groups at baseline, with mean values of 58.9, 59.9,
and 60.0 in the 2g8, HDg12, and HDq16 groups, respectively.

The mean IOP in the study eye averaged over all treatment groups at baseline was 14.9 mmHg. Individual IOP
values ranged from 6 to 25 mmHg overall and in the 2g8 group (from 7 to 25 mmHg in the HDq12 and HDq16
groups), with mean values of 14.8, 14.9, and 14.9 mmHg in the 28, HDg12, and HDqg16 treatment groups,
respectively.

The mean (SD) values of CST at baseline were 367.1 (133.6) um in the 2g8 group, 370.3 (123.7) uym in the
HDq12 group, and 370.7 (132.7) ym in the HDgq16 group.

Medical and surgical history

The ocular medical and surgical history in the study eye mostly reported (> 10%) were AMD, Cataract and
Cataract operation. Overall, baseline data for patient’s medical and surgical history were comparable across
the 3 groups, except for the cataract history were 101 (53.9) in the 2g8 group, 169 (50.4) in the HDq12 group,
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and 206 (60.9) patients in the HDg16 group were observed, as well for patients with history of eyelid ptosis,
retinal tear, vitreous disorder and asthenopia, in which no patient were included in all groups.

Table 8-8:  Ocular medical history findings in the study eye cccurring in = 1% of the
participants in any treatment group (safety analysis set)

Primary system organ class 2g8 HDg12 HDg16 All HD Taotal
Preferred term N = 338 M = 335 M = 338 N =673 N = 1009
MedDRA version 25.0 {100%) {100%) {100%) {100%) (100%)

MNumber (%) of subjects with at least 335 (80.7%) 334 (80.7%) 337 (99.7%) 671 (99.7%) 1006 (D9.7%)
one medical history finding. n (%)

Eye disorders 333 (90.1%) 334 (90.7%) 335(99.1%) 660 (99.4%) 1002(09.3%)
Meovascular age-related macular 249 (74.1%) 241 (71.8%) 251 (74.3%) 482 (73.1%) 741 (734%)
degeneration
Cataract 121 (53.0%) 1689 (50.4%) 206 (60.9%) 375 (55.7%) 556 (55.1%)
Age-related macular degeneration 89 (20.5%) TF3(21.8%) T1(21.0%) 144 (21.4%) 213(21.1%)
Dry age-related macular 46 (13.7%) 38 (11.3%) 41{(121%) TO(11.7%) 125 (124%)
degensration
Vitreous detachment 30 (B.9%) 25 (7.5%) 32 (9.5%) &7 (8.5%) a7 (B.6%)
Dry eye 20 (B.6%) 20 (6.0%) 24 (T.1%) 44 (6.5%) 73 (7.2%)
Cataract nuclear 16 (4.8%) 23 (6.9%) 17 (5.0%) 40 (5.9%) 56 (5.6%)
Glaucoma 14 (4.2%) 10 (3.0%) 11 (3.3%) 21 (3.1%) 35 (3.5%)
Astigmatism 3 (0.9%) 4 (1.2%) 15 (4.4%) 19 (2.8%) 232 (2.2%)
Presbyopia G (1.8%) 9 (2.7%) 10 (3.0%) 19 (2.8%) 25 (2.5%)
Choroidal neovascularisation 12 (3.6%) 10 (3.0%) Bi(2.4%) 18 (2.7%) 30 (3.0%)
Open angle glaucoma 10 (3.0%) 8 (2.4%) 10 (S.D%}l 18 (2.7%) 28 (2.8%)
Hypermetropia G (1.8%) 5(1.5%) 11(3.3%) 16 (2.4%) 22 (2.2%)
Macular degeneration 7(2.1%) 0 (2.7%) Ti2.1%) 16 (2.4%) 23 (2.3%)
Myopia 3 (0.5%) 6 (1.8%) 10 (3.0%) 16 (2.4%) 18 (1.9%)
Posterior capsule opacification T(2.1%) T(2.1%) B(2.4%) 15 (2.2%) 22 (2.2%)
Epiretinal membrane 4 (1.2%) T(2.1%) 5(1.5%) 12 (1.8%) 16 (1.6%)
Retinal degeneration 4 (1.2%) 9 (2.7%) 3(0.9%) 12 (1.8%) 16 (1.6%)
Dermatochalasis 3 (0.9%) 2 (0.8%) B(2.4%) 10 (1.5%) 13 (1.3%)
Retinopathy hypertensive 4 (1.2%) 5 (1.5%) 4(1.2%) B (1.3%) 13 (1.3%)
Retinal drusen 1(0.3%) 1(0.3%) Ti2.1%) B(1.2%) O (0.9%)
Exfoliation syndrome 3 (0.9%) 1(0.3%) 6 (1.8%) T (1.0%) 10 (1.0%)
Vitreous floaters 2 (0.6%) G (1.8%) 1(0.3%) T (1.0%) 8 (D.9%)
Cataract cortical 5(1.5%) 4 (1.2%) 2 (0.6%) 6 (0.9%) 11 (1.1%)
Eyelid ptosis o 2 (0.8%) 4(1.2%) 6 (0.9%) B {0.6%)
Retinal tear o 5(1.5%) 1(0.3%) 6 (0.9%) B (0.9%)
Vitreous disorder 1(0.3%) G (1.8%) 1] 6 (0.9%) T (0.7%)
Pterygium 2 (0.6%) 4 (1.2%) 1(0.3%) 5 (0.7%) T (0.7%)
\itreous degeneration 4 (1.2%) 3 (0.9%) 2 (D.6%) 5 (0.7%) 9 (0.9%)
Asthenopia 4 (1.2%) 1(0.3%) 1] 1(0.1%) 5 (D.5%)

Surgical and medical procedures 114 (33.8%) 114 (34.0%) 1068 (31.4%) 220 (32.7%) 334 (33.1%)
Cataract operation B3 (24.7%) BG (25.7%) T5(22.2%) 161 (23.0%) 244 (242%)
Infraccular lens implant 32 (9.5%) 31 (9.3%) 26 (7T.7%) A7 (8.5%) 80 (B.8%)
Lens capsulotomy 6 (1.8%) 14 (4.2%) 5(1.5%) 19 (2.8%) 25 (2.5%)
Blepharoplasty 1(0.3%) 1(0.3%) 10 (3.0%) 11 (1.8%) 12 (1.2%)
Keratomileusis 5(1.5%) 4 (1.2%) 1(0.3%) 5 (0.7%) 10 (1.0%)
Laser therapy 5(1.5%) 4 (1.2%) 1(0.3%) 5 (0.7%) 10 (1.0%)

Meoplasms benign, malignant and 4 (1.2%) & (1.8%) T (2.1%) 13 (1.8%) 17 (1.7%)

unspecified (incl cysts and polyps)

Eye naevus 3 (0.9%) 4 (1.2%) 2 (0.6%) 6 (0.9%) B (D.9%)

MedDRA = Medical Dictionary for Regulatory Activities

A participant was counted only once within each primary system organ classipreferred term.

The threshold of > 1% was applied to any system organ class and any prefemed term in any treatment group. System organ
classes and prefemed terms that met the threshold are sored by decreasing onder of frequency in the pooled HD groups.
System organ dasses that met the threshold but none of the underying preferred terms. are not displayed. The number (%) of
participants with at least one medical history finding owerall and in each system organ class are without consideration for the
threshold.

Regarding the non-ocular medical and surgical history in the study eye, the most commonly reported SOC (>
30%) were Vascular disorders, Metabolism and nutrition disorders, Surgical and medical procedures, and
Musculoskeletal and connective tissue disorders.
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Table 8-9: MNon-ocular medical histery findings occurring in = 3% of the participants in any
treatment group (safety analysis set)

Primary system organ class 2q8 HDg12 HDqg1& All HD Total
Preferrad term M =338 M =335 W =338 HN=G73 H=1008
MedDRA version 25.0 (100%) (100%:) (100%) (1009%:) (100%)

Number (%) of subjects with at least 303 (BD.2%) 316 (84.3%) 310 (81.7%) 620 (53.0%) 828 (92.1%)
ocne medical history finding, n (%)

Vascular disorders 212 (83.1%) 226 (67.5%) 224 (66.3%) 450(05.9%) 662 (595.6%)
Hypertension 185 (58.0%) 218 (65.1%) 207 (61.2%) 425 (63.2%) 620 (61.4%)
Metabolism and nutriticn disorders 181 (47.8%) 178 (53.1%) 168 (49.7%) 346 (514%) 507 (50.2%)
Hypercholesterolaemia 40 (14.8%) T3 (21.8%) 56(16.8%) 129(18.2%) 178 (17.6%)
Hyperlipidasmia 56 (16.7%) 59(17.6%) 49 (14.5%) 108 (159.0%) 164 (15.3%)
Type 2 diabetes mellitus 30(8.2%) 39(11.8%) 36(10.7%) 7T5(11.1%) 105 (10.4%)
Diabetes mellitus 11 {3.3%) 18 (5.4%) 19 (5.6%) 37 (5.5%) 48 (4.8%)
Dyslipidasmia 22 (6.5%) 11 (3.3%) 26 (7.7%) 37 (5.5%) 58 (5.8%)
Hyperuricaesmia 12 (3.8%) 18 (5.4%) 18 (5.3%) 38 (5.3%) 48 (4.8%)
Gout T(2.1%) 10 (3.0%) 7(2.1%) 17 (2.5%) 24 (2.4%)
Obesity 11 {3.3%) 2 (0.6%) 2 (0.6%) 4 (0.5%) 15 (1.5%)
Surgical and medical procedures 117 (34.8%) 134 (40.0%) 124 (36.7%) 258 (38.3%) 375(37.2%)
Hysterectomy 23 (6.8%) 20 (6.0%) 24 (T.1%) 44 (8.5%) B7 (6.5%)
Appendicectomy 10 {3.0%) 21 (6.3%) 16 (4.7%) 37 (5.5%) 47 (4.7%)
Cholecystectomy 5(1.5%) 12 (3.6%) 11 (3.3%) 23 (3.4%) 28 (2.8%)
Tonsillectomy 15 {4.5%) B (2.4%) 14 (4.1%) 22(3.3%) 3T (3.7%)
Coronary arterial stent insertion 7 (2.1%) 11 (3.3%) 8 (2.4%) 18 (2.8%) 26 (2.6%)
Musculoskeletal and comnective tissue 125 (37.2%) 123 (36.7%) 100 (29.8%) 223 (33.1%) 348 (34.5%)
disorders
Orsteoarthritis IT(11.0%) 27 (B.1%) 31 (8.2%) 58 (3.5%) 85 (9.4%)
Osteoporosis 38 (11.8%) 33 (9.9%) 24 (T.1%) 57 (8.5%) 86 (9.5%)
Arthritis 17 (5.1%) 17 (5.1%) 16 (4.7%) 33 (4.80%) 50 (5.0%)
Back pain 17 (5.1%) 11 (3.3%) 12 (3.6%) 23 (3.4%) 40 (4.0%)
Arthralgia 10 {3.0%) B2.7%) 5 (1.5%) 14 (2.1%) 24 (2.4%)
Cardiac disorders 90 (25.8%) 100 (29.9%) B7(25.7%) 1587 (27.8%) 277 (27.5%)
Myocardial ischasmia 11 {3.3%) 26 (7.8%) 15 (4.4%) 41 (6.1%) 52 (5.2%)
Atrial fibrillation 28 (B.3%) 21 (6.3%) 18 (5.3%) 38 (5.8%) 87 (5.6%)
Coronary artery disease 15 (4.5%) B(2.7%) 15 (4.4%) 24 (3.8%) 30 (3.9%)
Angina pectoris 10 {3.0%) 11 (3.3%) 2(2.7%) 20 (3.0%) 30 (3.0%)
Myocardial infarction B (2.4%) 12 (3.6%) G (1.8%) 18 (2.7%) 26 (2.6%)
Arrhythmia 10 {3.0%) 6(1.8%) 8 (2.4%) 14 (2.1%) 24 (2.4%)
Gastrointestinal disorders 88 (26.2%) B8 (26.3%) 92(27.2%) 1580(25.7%) 268 (29.6%)
Gastrooesophageal reflux diseasa 44 (13.1%) 42(12.5%) 42(124%) B24(12.5%) 128(12.7%)
Mervous system disorders T1(21.1%) 66 (19.7%) 74(21.9%) 140(20.8%) 211 (20.8%)
Cerebrovascular accident 11 (3.3%) B2.4%) G (1.8%) 14 (2.1%) 25 (2.5%)
Transient ischaemic attack 10 (3.0%) 3 (0.9%) 100.3%) 4 (0.6%) 14 (1.4%)
Endocrine disorders 54 (16.1%) G2 (15.5%) 67 (19.8%) 129 (18.2%) 183 (18.1%)
Hypothyroidism 37 (11.0%) 45(13.4%) 45(13.3%) 90 (13.4%) 127 (12.6%)
Meoplasms benign, malignant and 58 (17.3%) 86 (19.7%) 62 (18.3%) 123 (10.0%) 185 (18.4%)
unspecified (incl cysts and polyps)
Breast cancer 14 (4.2%) 12 (3.6%) 10 (3.0%) 22(3.3%) 36 (3.8%)
Prostate cancer B{2.7T%) 10 (3.0%) 8 (24%) 18 (2.7%) 27 (2.7%)
Basal cell carcinoma 6 (1.8%) 4(1.2%) 1103.3%) 15 (2.2%) 21 (2.1%)
Psychiatric discrders B84 (18.0%) 54 (16.1%) T72(21.3%) 1268 (18.7%) 180(18.8%)
Depression 38 {11.8%) 20 (6.0%) 32 (9.5%) 52(7.7%) o1 (8.0%)
Insomnia 14 (4.2%) 17 (5.1%) 24 (7.1%) 41 (6.1%) 55 (5.5%)
Anziety 20 (6.0%) 18 (5.4%) 14 i4.1%) 32 (4.8%) 52 (5.2%)
Respiratory, thoracic and mediastinal 57 (17.0%) 58 (17.3%) 51 (15.1%) 109 (15.2%) 165 (16.5%)
disorders
Asthma 14 (4.2%) 21 (6.3%) 17 (5.0%) 38 (5.5%) 52 (5.2%)
Chronic obstructive pulmonary 18 (5.4%) 16 (4.8%) 20 (5.9%) 38 (5.3%) 54 (5.4%)
disease
Reproductive system and breast 38(11.3%) 46(13.7%) 55(16.3%) 101 (15.0%) 138 (13.8%)
disorders
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Benign prostatic hyperplasia 23 (6.8%) 34 (10.1%) 35 (10.4%) &9 (10.3%) 82 (8.1%)
Immune system disorders 3B (11.8%) 38(11.3%) 42(124%) B80(11.8%) 118 (11.8%)
Seasonal allergy 20 (6.0%) 23 (6.8%) 24 (T.1%) 47 (7.0%) 67 (6.6%)
Dirug hypersensitivity 16 (4.8%) 18 (5.4%) 20 (5.5%) 38 (5.6%) 54 (5.4%)
Social circumstances 33 (0.8%) 31(9.3%) 36(10.7%) 67 (10.0%) 100 (9.8%)
Menocpause 24 (T 1%) 20 (6.0%) 25 (7.4%) 45 (6.7%) 68 (6.8%)
Postmenopause 8 (2.7%) 13 (3.9%) 1103.3%) 24 (3.5%) 33 (3.3%)
Investigations 23 (6.8%) 26 (7.8%) 26 (7.7%) 52 (7.7%) 75 (T.4%)
Blood cholestercl increased O (2.7%) B (2.4%) 11 (3.3%) 19 (2.8%) 28 (2.8%)

MedDRA = Medical Dictionary for Regulatory Activities

A participant was counted cnly once within each primary system organ class prefemed term
The threshodd of > 1% was appled to any system organ class and any prefemed term in any treatment group. System organ
classes and prefemed terms that met the threshold are sored by decreasing order of frequency in the pooled HD groups.

System organ dasses that met the threshold but none of the underlying preferred terms, are not displayed. The number (3%) of

participants with at least one medical history finding overall and in each system organ class are without consideration for the

threshold.

Numbers analysed

Analysis sets of FAS and SAF were identical. The group size of the PPS was = 95% of all randomized participants
in all treatment groups at Week 48 and Week 60 (Table 8-3 and Table 8-4, respectively).
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Table 8-3:  Analysis sets and validity findings at Week 48 (all randomized participants)

2q8 HDg12 HDg16 All HD Total
N =337 N =338 M =338 N =874 N=1011
(100%) (100%) (100%:) (100%: ) (100%)
Subjects walid for FAS, n (%) 336 (99.7%) 335 (P9.73%) 338 (100%) 673 (99.9%) 1009 (99.6%)
Excluded from FAS, n (%) 1(0.3%) 1(0.3%) o 1(0.1%) 2 (0.2%)
Mever took study intervention 1(0.3%) 1(0.3%) o 1(0.1%) 2 (0.2%)
Subjects walid for ZAF, n (%) 336 (99.7%) 335(09.7%) 338 (100%) 673 (29.0%) 1009 (99.8%)
Excluded from SAF, n (%) 1 (0.3%) 1 (0.3%) o 1(0.1%) 2 (0.2%)
Never took study intervention 1 (0.3%) 1(D.3%) o 1(0.1%) 2 (0.2%)
Subjects walid for PPS, n (%) 320 (95.0%) 325 (B6. 7)) 325(90.2%) 050 (96.4%) B7T0 (95.9%)
Excluded from PP3, n (%) 17 (5.0%) 11 (3.3%) 13 (3.8%) 24 (3.8%) 41 (4.1%)
Mever took study intervention 1(0.3%) 1(D.3%) o 1(0.1%) 2 (0.2%)
Mo baseline BCVA value available 1(D.3%) 1(D.3%) o 1(0.1%) 2 (0.2%)
Mo post-baseline BCVA value available 2 (D.6%) 2 (D.6%) 1(0.3%) 3(04%) 5 (0.5%)
Mo IRF or 3RF in central subfield at 14 (4.2%) B (2.4%) 11 (3.3%) 19 (2.8%) 33 (3.3%)
baseline
Violation of relevant inclusion / exclusion 2 (0.6%) 1(D.3%) 3 (0.9%) 4 (D.6%) & (0.8%)
criteria ®©
Subjects walid for PES, n (%) 308 (91.4%) 313 (B3.2%) 313 (92.89%) 026 (D2.0%) B34 (22.4%)
Excluded from PKS, n (%) 28 (8.6%) 23 (6.8%) 25 (7.4%) 48 (7.19%) TT (7.6%)
Never took study intervention 1(D.3%) 1(D.3%) o 1(0.1%) 2 (0.2%)
Mo drug concentration measurement 28 (5.3%) 22 (6.5%) 25 (7 .4%) 47 (7.0%) TS5 (7.4%)
following the first dose of study
intervention available
Subjects walid for DPES. n (%) T(2.1%) 10 (3.0%) G(1.8%) 16 (2.4%) 23 (2.3%)
Excluded from DPKS, n (%) 330 (87.9%) 320 (07.0%) 332 (98.2%) 008 (97.0%) DEBE (B7.7%)
Never took study intervention 1(0.3%) 1(D.3%) o 1(0.1%) 2 (0.2%)
Mo drug concentration measurement 328 (97.3%) 324 (DG.4%) 332 (98.2%) 056G (97.3%) DB4 (97.3%)
(dense PK result) following the first dose
of study intervention available
Subjects walid for AAS, n (%) 280 (77.2%) 269 (BO.1%) 264 (78.1%) 533 (TE.1%) 783 (78.4%)
Excluded from AAS, n (%) TT(22.8%) 67 (19.9%) 7T4(21.8%) 141 (20.8%) 218 (21.6%)
Mever took study intervention 1(0.3%) 1(D.3%) o 1(0.1%) 2 (0.2%)
Mo result in the ADA assay following the 76 (22.8%) 66 (19.8%) 74 (21.8%) 140 (20.8%) 216 (21.4%)
first dose of study inftervention available
Subjects walid for MABAS, n (%) 256 (7T6.0%) 267 (79.5%) 263 (77.8%) 530 (78.6%) TBE (77.7%)
Excluded from NABAS, n (%) ¢ B1(24.0%) 60 (20.5%) TFT5H{22.2%) 144 (21.4%) 225 (22.3%)
Mever took study intervention 1(0.3%) 1(D.3%) o 1(0.1%) 2 (0.2%)
Mo result in the MAb assay following the B0 (23.73%) 68 (20.2%) 75 (22.2%) 143 (21.2%) 223 (22.1%)

first dose of study intervention available

AAS = ADA analysis set, ADA = anti-drug antibody, BCVA = best comected visual acuity, DPES = dense phamacokinetic
analysis set, FAS = full analysis set, IRF = intraretinal fluid, NAb = neutralizing antibody, NARAS = NAb analysis set, PK =
phamacokinetics. PK.S = pharmacokinetic analysis set, PPS = per protocol set, SAF = safiety analysis set. 5RF = subretinal

fluid

Number of subjects enrolled is the number of subjects who signed nformed consent.
If a subject had more than one validity finding that excluded him'her from an analysis set, all of the findings are displayed.
a Redevant incusion [ exclusion criteria affected are provided in source table.
b One participant met Exchusion criterion #02a (data were updated after the Week 43 database release]; this protocol
dewiation was considered mportant, and the participant should have been excluded from the PPS (see W48 Database

emata in Section 16.4_2).

¢ G participants who were excluded should have been included in the MABAS as they had pre-existing ADA response, were
tested negative in ADA at post-dose and had their comesponding MAb results imputed as negative (see W48 Database

errata in Section 18.4.2).
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Table 8-4:  Analysis sets and validity findings at Week 60 (all randomized participants)

2q8 HDg12 HDg16 All HD Total
N =337 N =338 M =338 M =874 N=1011
(100%) (100%) (100%) (100%:) (100%: )
Subjects valid for FAS, n (%) 336 (99.7%) 335 (P8.7W) 338 (100%) 673 (99.9%) 1002 (29.8%)
Excluded from FAS, m (%) 1 (0.3%) 1(0.3%) o 1(0.1%) 2(0.2%)
Mever took study intervention 1(0.3%) 1(0.3%) o 1(0.1%) 2 (0.2%)
Subjects valid for SAF. n (%) 336 (99.7%) 335 (09.7%) 338 (100%)y 673 (99.9%) 1009 (299.8%)
Excluded from SAF, n (%) 1(0.3%) 1 (0.2%) o 1(0.1%) 2(0.2%)
Mever took study intervention 1(0.3%) 1(0.3%) o 1(0.1%) 2 (0-2%)
Subjects valid for PPS, n (%) 320 (05.0%) 224 (06.4%)° 325 (06.2%) 640 (06.2%)° 060 (D5.9%)
Excluded from PPS. n (%) 17 (5.0%) 12 (3.8%)° 13(3.8%) 25 (3.7%)° 42 4.2%)F
Mever took study intervention 1(0.3%) 1(D.3%) o 1(0.1%) 2 (0.2%)
Mo baseline BCVA value available 1(0.3%) 1(D.3%) o 1(0.1%) 2 (0.2%)
Mo post-baseline BCVA value available 2 (D.6%) 2 (D.6%) 1(0.3%) 3 (0.4%) 5(0.5%)
Mo IRF or 3RF in central subfield at 14 (4.2%) B (2.4%) 11 (3.3%) 19 (2.8%) 33 (3.3%)
baseline
Vialation of relevant inclusion / exclusion 2 (0.6%) 2 (0.8%)° 3 (D.8%) 5 (0.7%)° T (0.7%)"
criteria ®
Subjects valid for PES, n (%) 305 (91.4%) 313 (B3.2%) 313 (82.8%) 026 (92.0%) B34 (92.4%)
Excluded from PKS, n (%) 20 (8.8%) 23 (6.8%) 25 (7.4%) 48 (7.1%) TT (7.6%)
Never took study intervention 1(0.3%) 1(D.3%) o 1(0.1%) 2 (0.2%)

Mo drug concentration measurement 28 (8.3%) 22 (6.5%) 25 (7.4%) 47 (7.0%) TS5 (7T.4%)
following the first dose of study
intervention available

Subjects valid for DPKS, n (%) T(2.1%) 10 (3.0%) G (1.8%) 16 (2.4%) 23 (2.3%)
Excluded from DPKS, n (%) 330 (97.0%) 326 (07.0%) 332 (98.2%) O5B (97.0%) DBS (B7.7%)
Never took study intervention 1(0.3%) 1(D.3%) o 1(0.1%) 2 (0.2%)

Mo drug concentration measurement 328 (97.3%) 324 (DG.4%) 332 (98.2%) 056 (97.3%) DB4 (97.3%)
(dense PK result) following the first dose
of study intervention available

Exclude from Dense PK Substudy 1(0.3%) 1(0.3%) o 1(0.1%) 2(0.2%)
Subjects valid for AAS, n (%) 273 (281.0%) 283 (B4.2%) 277 (22.0%) 560 (83.1%) B33 (B2.4%)
Excluded from AAS, n (%) G4 (19.0%) 53 (15.8%) 61 (18.0%) 114 (16.9%) 178 (17.6%)

Mever took study intervention 1(0.3%) 1(D.3%) o 1(0.1%) 2(0.2%)

Mo result in the ADA assay following the 63 (12.7%) 52 (15.5%) 61 (18.0%) 113 (16.8%) 175 (17.4%)
first dose of study infervention available

Subjects valid for MABAS, n (%) 273 (81.0%) 2B2(B3.9%) 277 (32.0%) 559 (B2.0%) B32(82.3%)
Excluded from NABAS, n (%) 64 (129.0%) 54 (16.1%) 91 (18.0%) 115 (17.1%) 179 (17.7%)
Mever took study intervention 1(0.3%) 1(D.3%) o 1(0.1%) 2 (0.2%)

Mo resultin the MAb assay following the 63 (18.7%) 53 (15.8%) 61 (12.0%) 114 (16.9%) 177 (17.5%)

first dose of study intervention available

AAS = ADA analysis set, ADA = anti-drug antibody, BCWA = best corrected visual acuity, DPKS = dense phammacokinetic

analysis set, FAS = full analysis set. IRF = infraretinal fluid, NAb = neutralizing antibody, MABAS = NAD analysis set, PK =

phamacokinetics, PKS = pharmacokinetic analysis set, PPS = per protocol set, SAF = safety analysis set, SRF = subretinal
fluid

Number of subjects enrolied is the number of subjects who signed informed consent.

If a subject had more than one validity finding that excluded himher from an analysis set, all of the findings are displayed.

a Relevant mdusion / exclusion criteria affected are provided in source table.

b One participant who met Exclusion criterion #02a was not excluded from the PPS for the Week 48 analysis but was
excluded from the PPS for the Week 60 analysis (because data were only updated after the Week 48 database releass; see
W48 Database ematain Section 16.4.2). Therefore, the PPS in the Week 48 database inchuded a total of 870 (B5.9%)
participants, whereas the PFS in the Week 60 database included a total of 850 (25.8%) participants.

Outcomes and estimation

Overview of hierarchical testing procedure, corresponding test decisions and statistical conclusions

Table 9-6 provides a summary of the results compiled by the MAH for the primary and key secondary endpoints
included in the hierarchical testing procedure, as per the EP-SAP. The first 5 confirmatory tests in the hierarchy
(H10, H20, H30, H40, H50) were statistically significant at the alpha level of 0.025 (one-sided tests). Therefore,
the following is concluded:
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- Treatment of participants with nAMD with HDq12 is non-inferior to treatment with 2q8 with regard to the
primary endpoint “change from baseline in BCVA at Week 48” and with regard to the key secondary endpoint
“change from baseline in BCVA at Week 60” (p=0.0009 and p=0.0002, respectively)

- Treatment of participants with nAMD with HDq16 is non-inferior to treatment with 2q8 with regard to the
primary endpoint “change from baseline in BCVA at Week 48" and with regard to the key secondary endpoint
“change from baseline in BCVA at Week 60” (p=0.0011 and p < 0.0001, respectively)

- Treatment of participants with nAMD with HD is superior to treatment with 2g8 with regard to the key
secondary endpoint “proportion of participants with no IRF and no SRF in central subfield at Week 16" (p =
0.0002)

The confirmatory test for superiority of HDq12 vs. 2g8 (H60) in the primary endpoint “change from baseline in
BCVA at Week 48” was not statistically significant (p = 0.8437) and hence the hierarchical testing procedure
was stopped at the H60 test (i.e. the confirmatory test for superiority of Week 60 HDg12 vs. 2g8, H70, must
not be performed).

Table 9-6: Test decisions and statistical conclusions as per the EP-SAP (full analysis set)

Mull hypothesis p-value (one- Estimate for contrast or Test decision:
sided test) Difference (two-sided 35% Hxg rejected
cI)

Primary endpoint “Change from baseline in BCVA at Week 48" and
key secondary endpoint “Change from baseline in BCVA at Week 607:
Mon-infericrity (at a margin of 4 letters)

Hao: non-inferiority of HDg12 vs. Week 48 0.ooo2 -0.87 (-2.87,0.82) letters ® fes
2q8 in primary endpoint

Hzo: non-inferiority of HDg12 vs. Week G0 0.oDoz2 -0.86 (-2.57,0.84) letters ® fes
298 in key secondary endpoint

Hag: non-inferiority of HDg16 vs. Week 48 00011 -1.14 (-2.97.0.80) letters fes
2q8 in primary endpoint

Hag: non-inferiority of HDg16 vs. Week G0 =0.0001 -0.92 (-2.51.0.84) letters * fes

298 in key secondary endpoint

Key secondary endpoint “Proportion of participants with no IRF and ne SRF in central subfield at
Week 167: Superiority

Hsa: superiority of pooled high Week 18 p = 0.0002 11.733% (5.263%. 18.204%) © fes
dose vs. 298 in key secondary

endpoint

Primary endpoint “Change from baseline in BCVA at Week 48" and

key secondary endpoint “Change from baseline in BCVA at Week 607:

Superiority

Hea: superiority of HDg12 vs. 28 Week 48 p = 0.8437 -0.87 (-2.87,0.82) letters ® Mo, and

in primary endpoint hierarchical testing
procedure stopped

Hro: superiority of HDg12 vs. 2q8 Week 60 p = 0.8383 -0.88 (-2.57.0.84) letters * MA (test must not

in key secondary endpoint at be performed)

Heg: superiority of HDg16 vs. 28 Week 48 p = 0.8824 -1.14 (-2.97.0.69) letters 2 MA (test must not

in primary endpoint be performed)

Hsa: superiority of HDg16 vs. 2q8 Week G0 p=0.8731 -0.82 (-2.51.0.88) letters * MA (test must not

in key secondary endpoint at be performed)

BCVA = best comected visual acuity, Cl = Confidence limits, EMA = European Medicines Agency. EP-SAP = EMA/PMDA

statistical analysis plan, IRF = infraretinal fluid, MMRM = mixed model for repeated measurements, NA = not applicable

PMDA = Pharmaceuticals and Medical Devices Agency, SRF = Subretnal fluid

a Estimate for contrast based on the MMRM model, computed for the differences of HDig12 minus 28 and HDq16 minus 2g8,
respectively, with two-sided 05% Cls.

b Diffierence is HD groups minus 2q8 and Cl was calculated using Mantel-Haenszel weighting scheme adpusted by
geagraphical region and baseline BCWA (= 60 vs. 2 60) and is displayed with two-sided 95% Cls as described in SAP
Section§2.3.12.

For the sake of completeness, when applying the hierarchical testing procedure defined in the G-SAP, the first
3 confirmatory tests in the hierarchy (H10, H30, H50) were statistically significant at the alpha level of 0.025

(one-sided tests) (W48 Table 14.2.1/1 and W48 Table 14.2.2/1 of the PH-42588 report section). Therefore,
the following is concluded:
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- Treatment of participants with nAMD with HDq12 is non-inferior to treatment with 2q8 with regard to the
primary endpoint “change from baseline in BCVA at Week 48"

- Treatment of participants with nAMD with HDq16 is non-inferior to treatment with 2g8 with regard to the
primary endpoint “change from baseline in BCVA at Week 48"

- Treatment of participants with nAMD with HD is superior to treatment with 2g8 with regard to the key
secondary endpoint “proportion of participants with no IRF and no SRF in central subfield at Week 16”.

The non-inferiority of each high dose over the control dose is formally demonstrated at 48 and 60 weeks of
treatment in the ITT population, as well as the superiority of the pooled high doses at 16 weeks of treatment
in the subgroup of patients without IRF and SRF in subfield central. No superiority can be claimed over the
control dose for individual high doses.

Primary endpoint analysis

For the primary analysis of the primary efficacy endpoint, the MAH used a mixed model for repeated
measurements (MMRM) with baseline BCVA measurement as a covariate and treatment group, visit, the
stratification variables (geographic region [Japan vs. Rest of World], and baseline BCVA [< 60 vs. = 60]) as
fixed factors as well as terms for the interaction between baseline BCVA and visit and for the interaction
between treatment and visit. The results of this analysis are presented in Table 9-2.

Change from baseline in BCVA measured by the ETDRS letter score at Week 48

The primary analysis of the change from baseline in BCVA resulted in LS mean changes from baseline to Week
48 (i.e. estimated, adjusted mean changes) of 7.03, 6.06 and 5.89 letters for the 2gq8, HDq12 and HDql6
groups, respectively (Table 9-2).

The estimated difference in LS means changes from baseline to Week 48 in BCVA (with corresponding 95% CI)
of HDq12 vs. 2g8 was -0.97 (-2.87, 0.92) letters and of HDq16 vs. 2g8 was -1.14 (-2.97, 0.69) letters (Table
9-2). The p-values for the non-inferiority test at a margin of 4 letters were 0.0009 (related to H10) for HDq12
vs. 208, and 0.0011 (related to H30) for HDq16 vs. 2g8; p-values for a superiority test were 0.8437 (related
to H60) for HDQ12 vs. 2g8 and of 0.8884 (related to H80) for HDq16 vs. 28 (W48 Table 14.2.1/1).

The arithmetic mean (SD) changes from baseline in BCVA to Week 48 (i.e. observed, unadjusted mean
changes) were 7.6 (12.2), 6.7 (12.6), and 6.2 (11.7) letters for the 285, 299, and 289 participants with Week
48 data, i.e. excluding data after an ICE as handled by the hypothetical strategy, in the 2g8, HDq12, and
HDq16 groups, respectively (Table 9-2).

The arithmetic mean changes from baseline in BCVA measured by the ETDRS letter score by visit, based on
OC prior to ICE in the FAS, are graphically displayed in Figure 9-1; the corresponding LS mean changes (95%
Cls) from baseline in BCVA by visit, based on MMRM in the FAS, are displayed in post-hoc Figure 9-2.

The analysis of the primary endpoint was repeated on the PPS from the Week 48 analysis as supplementary
analysis and the results were consistent with those in the FAS W48 (Table 14.2.1/2).
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Table 3-2:
and Week 60 in the study eye, MMRM (full analysis set)

Change from baseline in BCVA measured by the ETDRS letter score at Week 48

2q8 HDOg12 HOg1&

M = 336 M = 335 W =338
Week 48 (primary endpoint)
Baseline mean (a) 5RO 50.8 G0.0
Number of subjects with Week 48 data 285 209 288
Arithmetic mean (S0} change from baseline (a) T.6{12.2) 8.7 (12.8) 8.2 (11.7)
LS mean (SE) change from baseline 7.03 (0.74) G.06 (0.77) 588 (0.72)
DF ! 6221 G47.7
Caontrast {b) ! HDq12 - 2q8 HDg15 - 28
t-value ! 314 3.07
p-value of one-sided test for non-infericrity at a ! 0.000%2 0.0011
margin of 4 letters
Estimate for Contrast and two-sided 95% CI (c) { -0.87 (-2.87,0.92)  -1.14 (-2.87,0.69)
Week 60 (key secondary endpoint, according to EP-5AF)
Baseline mean (a) EBG 50.8 G0.0
MNumber of subjects with Week 60 data 268 283 282
Arithmetic mean (SD) change from baseline (a) T.B{12.8) 8.6 (13.6) 6.8 (11.7)
LS mean (SE) change from baseline 7.23 (D.68) 6.37 (0.74) G.31 (0.8&)
DF ! 856.3 928.7
Contrast (b) ! HDqg12 - 2g8 HDg1§ - 2g8
t-value ! 3.81 3.8
p-value of one-sided test for non-infericrity at a ! 0.ooo2 <0.0001

margin of 4 letters
Estimate for Contrast and two-sided 85% CI () ! -0.86 (-2.57.,0.84) -0.82 (-2.51.0.88)

BCWA = best corrected visual acuity, Cl = confidence intenval, OF = degrees of freedom. ETDRS = Early Treatment Diabetic
Retinopathy Study, LS = least squares, SAP = statistical analysis plan, 50 = standard deviation, SE = standard ermor

A miwed model for repeated measurements (MMREM ) was used with baseline BCWVA measurement as a covanate, treatrment
group, visit and the stratfication varables (geographic region [Japan vs. Rest of World]; baseline BCVA [< 60 vs. = 80]) as fixed
factors, and terms for the interaction between baseline BCVA and wisit and the interaction betwesen treatment and visit.

A Kenward-Roger approximation was used for the denominator degrees of freedom. In order to model the within-subject emor
the following covanance structure was used: unstructwed (for Week 48) and Toeplitz with heterogeneity (for Week S0).
Intercurrent events (ICE) were handled acconding to primary estimand strategy for continuous endpoints as described in
Tabde 8-12 in Section 8.5 of the SAP.

{a): Based on obsemved assessments.

{b): The contrast also includes the interaction term for treatment x visit (at Week 48 or Week 60, for details on the population-
level summary see SAP Section 6.2 2.1).

{c) Estimate based on the MMRM model, was computed for the differences of HDg12 minus 298 and HDq 18 manes. 298,
respectively, with two-sided 85% Cls.

Tahle 14.2.1 / 2 Chanze from bazeline in BCVA measured by the ETDERS latter score at Weeak 42, MMEM {par protocol sat)

Mumher p-vahe of
Arith af one-sided
mean suhjects test far pvakhe af
L% mean (S0 che. with non-infertority ome-sided  Estimate for Contrast
(5E) che. from BL Bazzsline wask 43 ata margm of  test for and two-sided 85%
Treament from BL {a) meana) data DF Conmmst{h] t-valne 4 leters aupenionty  Clic)
HDql2 M=325)  4.08 (0.78) 670127 08 290 6016 HDqll-2g8 294 00014 0E558 -1.06 (-3.00,0.80)
HDglf N =31%) 591 (0.75) 520119 e 178 6209 HDql6-2g8 287 0.0:021 08975 -1.23 (-3.13,067)
208 (N=3200 113 [0.77 17024 588 iR

BL Baselina. CT Confidence interval. DF Diegrees of freedom L5 Least Square. 5D Standard deviation. SE Standard emor.

A mized medal for repeated measurements (WMMPM) was used with baseline BOWVA measurement as a covariate, treatment group, visit and the sratification varables (pzosmphic
rezion [Tapan vs. Best of World]: bazeline BOWA [<60 ws. =507) as fxed factors, and terms for the interaction between baseline BCVA and visit and the interaction betwesn
treatment and visit. A Eenward-Foger approximation was used for the denominator degress of freedom. In order to modsl the within-subject ermor the following covariance
structure was usad- wmstrctared.

Imterrumrent events (ICE) will be handled accordins to primary estimand strategy for continneus endpoints as described in table -12 in section 8 5 of the SAP.

() basad on obsarved assessments.

(1) The contrast also includes the interaction term for weatment x visit (at week 48, for details oo the population-level summary see SAP section 6.12.1).

() Estimate based on the MMEM modsl will be computed for the diffsrences of HD 12 mims 208 and HDgl6 minus 298, respectively with two-sided 25% Cls.

Change from baseline in BCVA measured by the ETDRS letter score at Week 60 (key secondary
efficacy endpoint)
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The analysis of this key secondary efficacy variable at Week 60 resulted in LS mean changes from baseline to
Week 60 (i.e. estimated, adjusted mean changes) of 7.23, 6.37 and 6.31 letters for the 2g8, HDq12 and HDq16
groups, respectively (Table 9-2).

The estimated difference in LS means changes from baseline to Week 60 in BCVA (with corresponding 95% CI)
of HDq12 vs. 2g8 was -0.86 (-2.57, 0.84) letters and of HDq16 vs. 2g8 was -0.92 (-2.51, 0.66) letters (Table
9-2). The p-values for the non-inferiority test at a margin of 4 letters were 0.0002 (related to H20) for HDq12
vs. 208, and < 0.0001 (related to H40) for HDg16 vs. 2g8; p-values for a superiority test were 0.8393 (related
to H70) for HDg12 vs. 2g8 and of 0.8731 (related to H90) for HDq16 vs. 2g8 (W60 Table 14.2.2/31).

The arithmetic mean (SD) changes from baseline in BCVA to Week 60 (i.e. observed, unadjusted mean
changes) were 7.8 (12.6), 6.6 (13.6), and 6.6 (11.7) letters for the 268, 283, and 282 participants with Week
60 data, i.e. excluding data after an ICE as handled by the hypothetical strategy, in the 2gq8, HDg12, and
HDQq16 groups, respectively (Table 9-2).

The arithmetic mean changes from baseline in BCVA measured by the ETDRS letter score by visit through Week
60, based on OC prior to ICE in the FAS, are graphically displayed in Figure 9-1; the corresponding LS mean
changes (95% Cls) from baseline in BCVA by visit, based on MMRM in the FAS, are displayed in Figure 9-2.
The mean as well as the LS mean increases in BCVA over time were similar across all groups through Week 60
with minor numerical differences not being considered of clinical relevance.

igure 9-1: Mean change from baseling in measured by the etter score in study
eye by visit through Week 60, OC prior to ICE (full analysis set)
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BCWVA = best comrected visual acuity, ETDRS = Early Treatment Of Diabetic Retinopathy Study, SEM = standard error mean
OC (observed cases) prior to ICE: obsenvations after an intercurrent event (ICE) defined for the primary estimand excluded as
described in the SAP.

Of note, in this by-visit analysis based on the Week 60 analysis, the number of participants in the 2g8 group is higher by

1 participant from Week 28 to Week 48 and in the HDg16 group is higher by 1 participant at Week 48 as compared to the
‘Week 48 analysis (W48 Figure 14.2.11). The reason is that in the Week 48 analysis, a concomitant medication for these 2
participants was recorded as prohibited study eye treatment and thus as an ICE, which was actually fellow-eye treatment that
was not prohibited and thus did nof constitute an ICE. These errors were comected in the Week 60 database and the data of
these participants included in the Week 60 analysis (see W48 and W60 Database errata in Section 16.4.2, Section 8.7 and
Secfion 9.2 1)
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Figure 5-2: LS5mean change from baseline in BCVA measured by the ETDRS letter score in
study eye by visit through Week 60, MMRM (full analysis set)
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BCVA = best corrected visual acuity, ETDRS = Eardy Treatment OF Diabetc Retinopathy Study, LS = least squares, SAP =
statistical analysis plan, SEM= standard emor of the LS mean

A mixed model for repeated measurements (MMREM) was used with baseline BCWA measurement as a covariate, treatment
group, visit and the stratfication vanables (geographic region [Japan ws. Rest of Word]; basaline BCVA [« 80 ws. = 80]) as fixed
factors, and terms for the interaction between baseline BCWVA and visit and the interaction between treatment and visit. A
Kenward-Roger approximation was used for the denominator degrees of freedom. In order to model the within-subject emor the
following covariance structure was used: Toeplitz with heterogeneity.

Intercurment events (ICE) were handled according to sensitivity estimand strategy for continuows endpoints as described in

Table 3-12 in Section 8.5 of the SAP.
The analysis of the key secondary endpoint was repeated on the PPS as supplementary analysis and the results
were consistent with those in the FAS.

Overall, the primary and key secondary endpoint criteria, to know, the change from baseline in BCVA measured
by the ETDRS letter score at Week 48 and 60 (non-inferiority of IVT aflibercept therapy HDql12 and HDq16
dosing regimen to the current authorized IVT aflibercept therapy 2gq8 dosing regimen) is considered to be
statistically met (95% credible interval for treatment difference with a non-inferiority margin of 4 letters with
LS mean change from baseline in BCVA to Week 48), at Week 48 and 60.

However, even if the non-inferiority appear to be statistically met, given the longer intervals in the new
proposed dosing regimen (HDgl12 and HDqg16), more long-term efficacy and safety results are awaited.
Therefore, and as discussed in the previous scientific advice dated from 2019, in order to straighten the efficacy
and safety results, the Applicant was requested to provide the 2 years data.

In response, the Applicant provides additional new long-term data from PULSAR study where around 80% of
patients completed Week 96 and PHOTON study where 100% completed Week 96. Indeed, to respond to
request for some 2-year data, a snapshot of PULSAR data up to Week 96 was performed in May 2023. This
dataset comprises all patients (100%) enrolled in PULSAR. Of ongoing patients, approximately 80% (689 out
of 875) had already completed the Week 96 visit and almost all had completed visits up to Week 88. More
precisely, of the 1009 randomized patients included in the FAS and the SAF, 689 patients had completed the
study through Week 96. 137 patients had discontinued prematurely. For 186 patients (18.4%), according to
the Applicant, these patients constitute the ongoing patients at the time of the data snapshot.
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The mean number of active injections in the Week 96 completers of the PULSAR SAF population was 12.8, 9.8
and 8.2 in the 2g8, HDq12 and HDq16 treatment groups, respectively, over the first 96 weeks of the study.

Of note, the proportions of Week 96 completers in the European subgroups were even higher than in the non-
European subgroups given that the recruitment in Europe was completed earlier than in other regions.

For the PHOTON study, this later reached Week 96 LPLV in May 2023. Therefore, complete Week 96 key results
for the DME indication are available in full for all study participants. Of the 660 randomized patients included
in the FAS and the SAF, 534 patients completed the study through Week 96. However, 126 patients did not
complete the study, with a higher proportion of patients in the HDq12 group (22.2% vs. 15.2% and 16.8%),
mainly attributable to withdrawal of consent by subject, lost to follow-up and death. Of note, 31 (4.7%) patients
were reported as lost to follow-up through Week 96. As for the PULSAR study, the mean number of active
injections in the PHOTON SAF population of Week-96 completers was proportional to allocated interval dosing
with a number of injections of 13.8, 9.5 and 7.8 in the 298, HDq12 and HDQq16 treatment groups, respectively
over the first 96 weeks of the study.

Overall and based on the provided long-term data, it appears that the product dosed every 12 weeks (HDq12)
or every 16 weeks (HDg16) showed maintained non-inferior efficacy through Week 96 compared to 2 mg
aflibercept, consistent with the results demonstrated at Week 48 and Week 60 with respect to improvement in
BCVA and CST in patients with nAMD or DME. It is important to note that these W96 analysis are exploratory
and should be interpreted with caution.

Additionally, the MAH was asked to further discuss clinical relevance of the chosen 4 letters margin rather than
a smaller one as advised in the previous scientific advice.

The justification of the non-inferiority margin provided by the Applicant is consistent and clinically relevant.
This margin ensures that any difference in visual acuity within one line of the ETDRS chart is not clinically
meaningful. This 4-letters margin has been used in many non-inferiority trials investigating visual acuity.

Moreover, the MAH should further discuss and justify the initiation dosing regimen that appears to be 4 times
higher exposure than the current regimen authorized and provide efficacy and safety results regarding that
period for both PULSAR and PHOTON studies.

During the loading phase (up to Week 12), in PULSAR (3 monthly injections in all study arms) and PHOTON
studies (5 monthly injections for 2g8 and 3 monthly injections for all HD) all treatment arms received active
monthly injection with either 2 mg or 8 mg aflibercept at day 1, week 4 and week 8.

In PULSAR, comparable proportions of ocular TEAE were reported (17,3% for 2g8 vs 18,1% for all HD) and
proportions of TEAE reported in more than 2 patients and with a difference > 0.5% to the 2 mg arm (retinal
haemorrhage, conjunctivitis, IOP increase and vitreous floaters) were low and comparable. Additionally,
comparable proportions were reported for ocular safety topics (cataract, retinal detachment/tear, RPE tear,
and intraocular inflammation) other than IOP increase for which event were all non-serious and without
sustained IOP elevations. Non-ocular TEAE were reported in higher proportions for HD group (22.1% vs 16.7%
in 2g8 arm). For SOC in which a difference of > 1% was observed and higher incidence in the HD arms
(Infections and infestations and Vascular disorders), PT reported in more than 1 patient were Pulpitis dental,
Upper respiratory and Urinary tract infection and Hypertension. Incidence for non-ocular safety topics were low
and comparable between treatment arms.

In PHOTON, incidences of ocular TEAEs were higher in the HD group (2g8: 9.6%, all HD: 17.1%) however
when compared to PULSAR studies a lower proportion of ocular TEAE was reported in 2g8 arm (PULSAR - 2g8:
17.3%, PHOTON - 2g8: 9.6%) and incidences for ocular TEAE in the HD group were nevertheless similar to
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PULSAR. Events reported in more than 2 patients and with a difference > 0.5% to the 2 mg arm consisted of
cataract/cataract cortical, conjunctival hemorrhage, photopsia, punctate keratitis, and vitreous detachment for
which no consistent trend were observed across studies. Proportions of ocular safety topics were low and
comparable between treatment arms. Non-ocular event were reported in comparable proportions between
treatment arms. For the SOC with a difference of > 1% and higher incidence in the HD arms (Gastrointestinal
disorders, Infections and infestations, Nervous system disorders, Psychiatric disorders, Renal and urinary
disorders and Respiratory, thoracic and mediastinal disorders), majority of PTs were reported in single patient
with no consistent trend were observed across studies. Incidences for non-ocular safety topics were low and
comparable.

Overall, although exposures to aflibercept in the HD treatment arms in both PULSAR and PHOTON studies were
higher during the loading phase and that the incidence of ocular TEAE in the 298 arms in both groups were
disparate, safety data are still reassuring and in favour of a comparable safety profile with ocular and non-
ocular TEAE being reported in similar range between both studies. No consistent trend could be observed in
both studies.

Subgroup analysis of change from baseline in BCVA measured by the ETDRS letter score at Week
48 and Week 60

Week 48

Subgroup analyses for changes from baseline in BCVA at Week 48 by age, sex, geographic region, ethnicity,
race, baseline BCVA letters, and baseline PCV were performed by the MAH using MMRM in the FAS.

A tendency to higher mean increases in the HD groups compared to the 2g8 group may be considered for the
Asian subgroup (N = 234), which showed estimated differences in LSmeans (95% CIs) of 2.30 (-1.82, 6.41)
letters for HDq12 vs. 2g8 and of 1.57 (-1.96, 5.10) letters for HDq16 vs. 2q8 (W48 Table 14.2.1/10).

Table 14.2.1/ 10 Change from baseline in BCVA measured by the ETDRS letter score at Week 48 by race, MMEBM (full analysis set)

p-value of
one-
Number sided test
Arith. of fornon-  p-value of
mean subjects inferiority  one- Estimate for
LS mean (SD) chg. Baseline with atamargin sided test  Contrast
(SE) chg. from BL mean week 48 of 4 for and two-sided
Subgroup Treatment from BL (a) (a) data DF Contrast(b) t-value letters superiority  95% Cl(c)
White HDql2 (N=256) 5.11(0.79) 35(12.7) 60.3 232 4887 HDql2-2q8 1.79 0.0367 0.9687 -2.04
(N =7653) (-4.19.0.11)
HDql6 (N=260) 5.19(0.78) 55(123) 60.7 228 4920 HDgl6-2q8 1.87 00312 0.9640 -1.96
(-4.11.0.18)
2q8 (N=249) 7.15(0.77) 73(11.9 59.0 216
Asian HDql2 (N=T74) 9.77(1.48) 109 (11.7) 57.7 62 1201 HDql2-2q8 303 0.0013 0.1359 230
IN=234) (-1.82.6.41)
HDql6 (N=77) 0.04(1.04) 9.0(8.5) 58.1 60 1325 HDql6-2q8 312 0.0011 0.1904 1.57
(-1.96.5.10)
2q8 (N=83) 747(146) 82(13.2) 592 67

BL Baseline. CI Confidence interval. DF Degrees of freedom. LS Least Square. SD Standard deviation. SE Standard error.

A mixed model for repeated measurements (MMEM) was used with baseline BCVA measurement as a covariate, treatment group, visit and the stratification variables (geographic
region [Japan vs. Rest of World]: baseline BCVA [<60 vs. =60]) as fixed factors. and terms for the interaction between baseline BCVA and visit and the interaction between
treatment and visit. A Kenward-Foger approximation was used for the denominator degrees of freedom. In order to model the within-subject error the following covariance
structure was used: unstructured.

Intercurrent events (ICE) will be handled according to primary estimand strategy for continmous endpoints as described in table 9-12 in section 9.5 of the SAP.

(a) based on observed assessments.

(b) The confrast also includes the interaction term for treatment x visit (at week 48. for details on the population-level summary see SAP section 6.2.2.1).

(c) Estimate based on the MMEM model, will be computed for the differences of HDql2 minus 2q8 and HDql16 minus 28, respectively with two-sided 95% Cls.

A similar tendency was observed for the Japanese subgroup (N = 97), with differences of 1.83 (-5.62, 9.29)
letters for HDQ12 vs. 2g8 and 3.19 (-2.63, 9.00) letters for HDq16 vs. 2g8 (Table 14.2.1/8).
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Table 14.2.1 / 8 Change from baseline in BCVA measured by the ETDRS lefter score at Week 48 by geographic region. MMEM (full analysis set)

p-vale of
one-
Number sided test
Arith of for non- p-value of
mean subjects inferiority  one- Estimate for
LS mean (SD) chg. Baseline with atamargin sided test  Contrast
(SE) chg. from BL mean week 48 of 4 for and two-sided
Subgroup Treatment from BL (a) (a) data DF Contrast(b) t-value letters superionity  95% Cl(c)
Japan HDql12 (N=31) 6.14(2.63) 8.7(12.2) 61.5 28 317 HDq12 - 28 1.59 0.0604 0.3000 183
IN=97) (-5.62.9.29)
HDql6 (N=33) 749 (1.40) 83074 505 32 46.5 HDq16 - 298 249 0.0082 0.1377 319
(-2.63.9.00)
2q8 (N=133) 4.30 (2.58) 5.1(14.9) 60.6 31
Rest of the HDql2 N=304) 6.20(0.73) 6.5 (12.6) 507 m 5805 HDql2-2q8 2.69 0.0037 0.9088 -133
World (-3.28,0.63)
N=912)
HDql6 (N=305) 5.86(0.71) 6.0 (12.1) 60.1 257 5845 HDql6-2q8 237 0.0090 0.9549 -1.67
(-3.60,0.26)
2q8 (N=303) 7.53 (0.69) 7.9(11.8) 588 254

BL Baseline. CI Confidence interval. DF Degrees of freedom. LS Least Square. SD Standard deviation. SE Standard error.

A mixed model for repeated measurements (MMEM) was used with baseline BCVA measurement as a covariate, treatment group, visit and the stratification variable
(baseline BCVA [<60 vs. =607) as fixed factors, and terms for the interaction between baseline BCVA and visit and the interaction between

treatment and visit. A Kenward-Roger approximation was used for the denominator degrees of freedom. In order to model the within-subject error the following covariance
structure was used: unstructured.

Intercusrent events (ICE) will be handled according to primary estimand strategy for continnous endpoints as described in table 9-12 in section 9.5 of the SAP.

(a) based on observed assessments.

(b) The contrast also includes the interaction term for treatment x visit (at week 48, for details on the population-level summary see SAP section 6.2.2.1).

(c) Estimate based on the MMEM model. will be computed for the differences of HDqg12 mimis 2q8 and HDq16 minus 2g8, respectively with two-sided 95% Cls.

Week 60

The tendency to higher mean increases in the HD groups compared to the 2g8 group noted for the Asian (N =
234) and the Japanese (N = 97) subgroups at Week 48 (see above) was less pronounced at Week 60: in the
Asian subgroup, the estimated differences in LS means (95% CIs) were 1.64 (-1.83, 5.11) letters for HDq12
vs. 2g8 and 0.54 (-2.32, 3.40) letters for HDq16 vs. 2g8 (W60 Table 14.2.2/40);

Table 14.2.2 / 40 Change from baseline m BCVA measured by the ETDRS letter score at Week 60 by race, MMEM (full analysis set)

p-vahe of
one-
Number sided test
Anth. of for non- p-value of
mean subjects inferionity  one- Estimate for
LS mean (SD) chg. Baseline with atamargin sidedtest Confrast
(SE) chg. from BL mean week 60 of 4 for and two-sided
Subgroup Treatment from BL (a) (a) data DF Contrast(b) t-value letters superiority  95% Cl(c)
White HDqgl2 (N=256) 5.15(0.79) 53(138) 603 221 680.1 HDql2-2g8 230 0.0109 09513 -1.68
(N =763) (-3.66.0.31)
HDqgl6 (N=260)  5.49(0.68) 58(124) 60.7 222 671.9 HDql6-2q8 275 0.0030 0.9168 -1.34
(-3.24.0.56)
2q8 (N=249) 6.83 (0.70) 73(125) 500 206
Asian HDql2 (N=74) 10,05 (1.31) 11.3 (12.1) 57.7 57 191.0 HDql2-2¢8 32 0.0008 0.1763 1.64
IN=234) (-1.83.5.11)
HDql6 (N =T77) 8.05 (0.86) 00(84) 581 59 2134 HDgl6-2q8 313 0.0010 03548 054
(-2.32,3.40)
2q8 (N=83) 841(1.17) 0.0(12.8) 502 60

BL Baseline. CI Confidence interval. DF Degrees of freedom. LS Least Square. SD Standard deviation. SE Standard error.

A mixed model for repeated measurements (MMEM) was used with baseline BCVA measurement as a covariate, treatment group, visit and the stratification variables (zeographic
region [Japan vs. Rest of World]; baseline BCVA [<60 vs. =60]) as fixed factors, and terms for the interaction between baseline BCVA and visit and the interaction between
treatment and visit. A Kenward-Roger approximation was used for the denominator degrees of freedom. In order to model the within-subject error the following covariance
structure was used: Toeplitz with heterogeneity.

Intercurrent events (ICE) will be handled according to primary estimand strategy for continuous endpoints as described in table 9-12 in section 9.5 of the SAP.

(a) based on observed assessments.

(b) The contrast also includes the interaction term for treatment x visit (at week 60. for details on the population-level summary see SAP section 6.2.2.1).

(c) Estimate based on the MMRM model. will be computed for the differences of HDqg12 minus 2q8 and HDql16 minus 2g8. respectively with two-sided 95% Cls.

In the Japanese subgroup, the corresponding differences were 0.28 (-6.20, 6.76) letters for HDq12 vs. 2g8
and 1.59 (-3.09, 6.27) letters for HDq16 vs. 2q8 (W60 Table 14.2.2/38).
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Table 14.2.2 / 38 Change from baseline in BCVA measured by the ETDRS letter score at Week 60 by geographic region, MMEM (full analysis set)

p-value of
one-
Number sided test
Arith. of fornon-  p-value of
mean subjects inferiority  one- Estimate for
LS mean (SD) chg. Baseline with atamargin sidedtest Contrast
(SE) chg. from BL mean week 60 of 4 for and two-sided
Subgroup Treatment from BL (a) (a) data DF Confrast(b) t-value letters superiority  95% Cl(c)
Japan HDql2 (N=31) 5.86 (249) 85(13.3) 61.5 27 407 HDg12 - 28 133 0.0954 0.4660 028
dN=07) (-6.20.6.76)
HDql6 (N=33) 7.17(1.18) 8.0(7.8) 50.5 31 76.4 HDql6 - 28 238 0.0009 0.2501 159
(-3.09.6.27)
2g8 (N=33) 5.58 (2.09) 6.5 (14.5) 60.6 31
Rest of the HDql2 (N=304) 6.33(0.68) 6.4(13.6) 507 256 8272 HDgl2-2g8 321 0.0007 0.8803 -1.07
World (-2.86.0.72)
™ =012)
HDql6 (N=305) 6.17(0.61) 6.5(12.1) 60.1 251 8145 HDgl6-2g8 319 0.0007 0.9222 -1.23
(-2.94.047)
2g8 (N=303) 7.41(0.62) 80124 588 237

BL Baseline. CI Confidence inferval. DF Degrees of fieedom. LS Least Square. SD Standard deviation. SE Standard error.

A mixed model for repeated measurements (MMRM) was used with baseline BCVA measurement as a covariate, treatment group, visit and the stratification variable
(baseline BCVA [<60 vs. =607) as fixed factors. and terms for the interaction between baseline BCVA and visit and the interaction between

treatment and visit. A Kenward-Roger approximation was used for the denominator degrees of freedom. In order to model the within-subject error the following covariance
structure was used: Toeplitz with heterogeneitv.

Intercurrent events (ICE) will be handled according to primary estimand strategy for contimious endpoints as described in table 9-12 in section 9.5 of the SAP.
(a) based on observed assessments

(b) The contrast also includes the interaction term for treatment x visit (at week 60. for details on the population-level summary see SAP section 6.2.2.1).

(c) Estimate based on the MMRM model, will be computed for the differences of HDg12 minus 2q8 and HDq16 minus 2g8, respectively with two-sided 95% Cls.

The results presented for the changes from baseline in BCVA at Week 48 and 60 were similar with the overall
population. Tendency for higher mean increases in the HD groups compared to the 28 group were noted for
the Asian and Japanese subgroups at Week 48 and 60 in PULSAR study. However, given the smaller size of
these subgroups, the validity of these comparisons is limited.

Sensitivity analysis for change from baseline in BCVA score at Week 48 and Week 60

Week 48

Different sensitivity analyses were performed by the MAH for the primary endpoint, change from baseline in
BCVA measured by the ETDRS letter score at Week 48, one using an ANCOVA with LOCF (Table 14.2.1/3) and
one using an ANCOVA after applying MI in the FAS (Table 14.2.1/4).
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Table 142 1 /3 Change from baseline m BCVA measured by the ETDES letter score at Week 48, ANCOVA, LOCF (full analysis set)

Number p-value of
Arth of one-sided
mean subjects test for p-value of
LS mean (8D} chg. Baseline with non-inferiority  one-sided Estimate for Contrast
(SE) che. from BL mean week 48 at a margin of test for and two-sided 95%
Treatment from BL (a) (b) data DF Contrast(c) t-value 4 letters superiority CI{d)
HDql2 (N=335) 5.95 (085 6.1(13.2) 599 334 1000.0 HDgl2 - 2g8 312 0.0009 0.8758 -1.08 (-2.92.0.76)
HDgl6 W =338) 581 (084 50(118) 60.0 337 1000.0 HDglé - 2q8 296 0.0016 0.9057 -1.23(-3.07.0.61)
2q8 (N =336) 7.04 (0.85) 7.3(12.0) 589 333

BL Baseline. CI Confidence mterval. DF Degrees of freedom. LS Least Square. SD Standard deviation. SE Standard ermor.

An analysis of covariance (ANCOVA) was used with baseline BCVA measurement as a covariate, treatment group and the stratification variables (geographic region [Japan vs.
Rest of World]; baseline BCVA [=60 vs. =60]) as fixed factors.

LOCF (last observation carried forward): last available observed value prior to ICE will be used to impute missing data.

Intercurrent events (ICE) will be handled according to sensitivity estimand strategy for confinnous endpoints as described in table 9-12 in section 9.5 of the SAP.

(a) based on a mux of observed and imputed assessments.

(b) bazed on observed assessments.

(c) For details on the population-level summary see SAP section 62.2.2.1.

(d) Estimate based on the ANCOVA model, will be computed for the differences of HDig12 mimus 2q8 and HDg16 munus 2q8, respectively with two-sided 93% Cls.

Table 14.2.1/ 4 Change from baseline in BCVA measured by the ETDES letter score at Week 48, ANCOVA, MI(full analysis set)

p-value of one-
sided test for

LS mean non-inferiority p-value of one-

(SE) che. at a margin of 4 sided test for Estimate for Contrast
Treatment from BL DF Contrast(a) t-value letters supeniority and two-sided 93% CID)
HDq12 (N = 335) 6.27 (0.86) 52354 HDql2 - 2q8 323 0.0006 0.8343 -0.93 (-2.79.0.94)
HDq16 (¥ = 338) 6.07 (0.86) 20173 HDgl6 - 28 208 0.0013 0.8782 S1L13 (-3.02.07T)
2q8 (N=1336) 720 (0.87)

BL Baseline. CT Confidence interval DF Degrees of freedom. LS Least Square. SE Standard error.

An analysis of covanance (ANCOWVA) was used with baseline BCVA measurement as a covariate, treatment group and the stratification variables (zeographic region [Japan vs. Rest of
World]; baseline BCVA [=60 vs. =607) as fixed factors.

MI (multiple mputation) method 15 to generate multiple copies of the onginal dataset by replacing mussing values using appropriate stochastic model (10 times and seeds 123435)

using SAS procedure "PROC MI".

Intercurrent events (ICE) will be handled according to sensitivity estimand strategy for continuous endpoints as described in table 9-12 in section 9.5 of the SAP.

(a) For details on the population-level summary see SAP section 6.2.2.2.1.

(b) Estimate based on the ANCOVA model, will be computed for the differences of HDgl2 munus 298 and HDql6 munus 2q8, respectively with two-sided 95% Cls.

The results of these sensitivity analyses were consistent with those of the primary analysis using MMRM in the
FAS:

The estimated differences (95% CIs) in LS means were -1.08 (-2.92, 0.76) for the comparison HDg12 vs. 28
and were -1.23 (-3.07, 0.61) letters for the comparison HDq16 vs. 2g8 when using ANCOVA with LOCF (Table
14.2.1/3).

The estimated differences (95% CIs) in LS means were -0.93 (-2.79, 0.94) for the comparison HDq12 vs. 2g8
and were -1.13 (-3.02, 0.77) letters for the comparison HDq16 vs. 2q8 when using ANCOVA after applying MI
(Table 14.2.1/4).

In order to check robustness of the results if the missing data are not MAR, also a tipping point analysis was
conducted by the MAH based on the MI analysis and the results are provided in Table 14.2.1/5. The results of
this analysis show that the smallest shift parameter (delta) used as penalty for participants with missing data
in the HD groups, for which non-inferiority could not be shown anymore (with a 1-sided t-test at a significance
level of 0.025), i.e. the “tipping point” that significantly reversed the analysis result, was delta = -11 letters
for HD@12 vs. 2g8 and delta = -7 letters for HDq16 vs. 2g8 (Table 14.2.1/5).
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Table 1421/ 5 Change from baseline in BCVA measured by the ETDES letter score at Week 48, ANCOVA, MI with tipping point analysis (full analysis set)

p-value of one-

sided test for
LS mean non-infenjonity  p-value of one-  Estimate for Contrast

Delta (SE) chg. at amargin of 4 sided test for and two-sided 93%

(letters) Treatment from BL DF Contrast(a) t-value letters superionty CI(b)

1 HDql12 (N =335) 6.19 (0.86) 3267.0 HDq12 - 2q8 i 0.0009 0.8606 -1.03 (-2.90,0.84)
HDgl6 (N =338) 5.95 (0.86) 20278 HDgl6 - 28 283 0.0024 0.9059 -1.27(-3.17.062)
2q8 (N=1336) 7.22(0.87)

2 HDql12 N =335) 6.10 (0.86) 53331 HDgl2 - 248 299 0.0014 0.8837 -114(-3.01.073)
HDql6 (N =338) 5.82(0.86) 20420 HDq16 - 298 267 0.0038 0.9285 -1.42(-3.31,048)
28 (N=1336) 7.24(0.87)

3 HDql12 (N =335) 6.01 (0.86) 54133 HDq12 - 2q8 287 0.0020 0.9038 -1.25(-3.13,063)
HDql6 N =338) 5.70 (0.86) 2060.1 HDgl6 - 248 251 0.0060 09445 -136(-3.46.034)
2q8 (N=1336) 7.26 (0.87)

4 HDql12 N =335) 5.93 (0.36) 350235 HDgl2 - 248 275 0.0030 0.9210 -1.36(-3.24.053)
HDgl6 (N =338) 3.57 (0.86) 20821 HDql6 - 2q8 236 0.0093 0.9606 -1.71(-3.62,0.20)
28 (N=1336) 7.28 (0.87)

5 HDql12 (N =335) 3.84(0.87) 56322 HDq12 - 2q8 263 0.0042 0.9356 -1.46(-3.35042)
HDgql6 (N =338) 5.45(0.87) 21065 HDgl6 - 248 220 0.0140 09714 -1.86 (-3.77.0.06)
28 (N =1336) 7.30(0.88)

4 HDq12 (N = 3353) 3.76 (0.87) 37736 HDq12 - 2q8 251 0.0060 09479 -157(-3.460.32)
HDglt (N =338) 5320087 21423 HDq16 - 298 204 0.0206 09796 -2.00(-3.92,-0.08)
2q8 (N=1336) 7.33(0.88)

7 HDql2 (N = 335) 3.67(0.87) 39310 HDq12 - 2q8 239 0.0083 09581 -168(-3.580.22)
HDgls N =338) 3.20(0.8T) 21813 HDq16 - 298 189 0.0297 0.9856 -215(-4.07,-0.22)
2q8 (N =1336) 7.35(0.88)

g HDql2 (N = 335) 5.59 (0.88) 60855 HDq12 - 2q8 227 0.0115 0.9665 -1.78(-3.69,0.13)
HDq16 (N = 338) 5.08 (0.88) 22252 HDq16 - 2q8 173 0.0419 09829 -2.29(4.23.0.36)
2q8 (N=1336) 7.37(0.89)

9 HDgl2 N =333) 5.50(0.28) 6253.1 HDql2 - 28 215 0.0136 09733 -1.89(-3.81.0.03)
HDql6 (N = 338) 4.95(0.88) 22736 HDq16 - 2q8 158 0.0577 09931 -2.44(4.38,-0.50)
28 (N=1336) 7.39 (0.39)

10 HDgl2 N =333) 3.42(0.88) 64345 HDq12 - 298 204 0.0209 09788 -2.00(-3.93,-0.07)
HDql6 (N = 338) 4.83 (0.88) 23266 HDq16 - 2q8 142 0.0778 09953 -2.59(-4.54,-0.63)
298 (N=1336) 7.42 (0.90)

11 HDql2 (N = 335) 3.33(0.89) 6630.1 HDq12 - 28 192 0.0277 09833 -2.10(-4.04,-0.17)
HDql6 (N = 338) 471 (0.8%) 23845 HDq16 - 28 127 0.1026 0.9968 273 (-4.69.-0.7T)
2g8 (N =1336) 744 (0.90)

BL Baseline. CI Confidence interval DF Degrees of freedom LS Least Square. SE Standard error.

An analysis of covanance (ANCOVA) was usad with baseline BCVA measurement as a covaniate, freatment group and the stratification variables (geographic region [Japan vs. Rest of
World]; baseline BCVA [<60 vs. =60]) as fixed factors.

MI {multiple imputation) method 1s to generate multiple copies of the onginal dataset by replacing nussing values using appropriate stochastic model (10 times and seeds 12345)
using SAS procedure "PROC MI”.

Intercurrent events (ICE) will be handled according to sensitivity estimand strategy for continuous endpoints as described m table 9-12 in section 9.5 of the SAP.

(a) For details on the population-level summary see SAP section §.2.2.2.1.

(b) Estimate based on the ANCOVA model, will be computed for the differences of HDql2 munus 2q8 and HDql6 munus 2q8, respectively with two-sided 95% Cls.

The BCVA values in the high dose amms, which have been mmputed with the multiple imputation procedure will be reduced by a delta of 1. 2, 3,.. letters until non-infenonty cannot
be shown anymore.

The smallest delta, for which non-inferionity (in terms of unadjusted p-value = 0.023) cannot be shown anvmeore, will be the "tipping pomt".

The “tipping point” values of -11 letters and -7 letters requiring such a large difference in BCVA at Week 48
between HDq16 and HDq12 vs. 28, respectively, do not seem plausible.

Therefore, the primary analysis of non-inferiority conclusion based on MMRM method is robust to the departure
of the MAR assumption according to the MAH.

Week 60

Different sensitivity analyses were performed for the key secondary endpoint, change from baseline in BCVA
measured by the ETDRS letter score at Week 60, one using an ANCOVA with LOCF (Table 14.2.2/33) and one
using an ANCOVA after applying MI in the FAS (Table 14.2.2/34).
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Table 14.2.2 / 33 Change from baseline in BCVA measured by the ETDES letter score at Week 60, ANCOVA, LOCF (full analysis set}

Number p-value of
Arnth. of one-sided
mean subjects test for p-value of
LS mean (SD) chg. Baseline with non-inferiority  one-sided Estimate for Contrast
(SE) che. from BL mean week 60 at a margin of test for and two-sided 95%
Treatment from BL. {a) (b) data DF Contrast{c) t-value 4 letters supenionty CI(d)
HDql2 (N=333) 6.04 (0.87) 6.2(13.9) 509 334 1000.0 HDqll -2q8 305 0.0012 0.8668 -1.07 (-2.96,0.82)
HDql6 (N=338) 35.97(0.87) 6.1(11.8) 60.0 337 1000.0 HDgqlé -2q8 297 0.0015 0.8828 114303074
2q8 (N =1336) 7.11 (0.88) 76(12.3) 589 335

BL Baseline. CI Confidence mterval. DF Degrees of freedom. LS Least Square. SD Standard deviation. SE Standard emor.

An analysis of covanance (ANCOWVA) was used with baseline BCVA measurement as a covanate, treatment group and the stratification vaniables (geographic region [Japan vs.
Fest of World]; baseline BCVA [=60 vs. =60]) as fixed factors.

LOCF (last observation carried forward): last available observed value prior to ICE will be used to impute missing data.

Intercurrent events (ICE) will be handled according to sensitivity estimand strategy for confinmous endpomts as described in table 9-12 in section 9.5 of the SAP.

(a) based on & mix of observed and imputed assessments.

(b) based on observed assessments.

(c) For details on the population-level summary see SAP section 6.2.2.2.1.

(d) Estimate based on the ANCOVA model, will be computed for the differences of HDg12 minus 28 and HDq16 mumus 2q8, respectively with two-sided 93% Cls.

Table 14.2 2 / 34 Change from baseline in BCVA measured by the ETDES letter score at Week 60, ANCOVA, MI (full analysis set)

p-value of one-

sided test for
LS mean non-infenonty p-value of one-
(SE) chg. at a margin of 4 sided test for Estimate for Contrast
Treatment from BL DF Contrast(a) t-value letters superionty and two-sided 3% CIh)
HDq12 (N =335) 624 (0.90) 24654 HDgl2 - 2q8 291 0.0018 0.8679 -1.11 (-3.06,0.84)
HDgle (N =338) 6.18 (0.88) 22384 HDql4 - 2q8 2.85 0.0022 0.8785 -1L16 (-3.11.0.79)

298 (N=336) 7.35 (0.92)

EL Baseline. CI Confidence interval DF Degrees of freedom LS Least Square. SE Standard ermor.

An analysiz of covanance (ANCOVA) was uzed with baseline BCVA measurement as a covariate, freatment group and the stratification variables (zeographic region [Japan vs. Fest of
World]; baseline BCVA [=60 vs. =60]) as fixed factors.

MI (mmltiple imputation) method is to generate multiple copies of the original dataset by replacing missing values using appropriate stochastic model (10 times and seeds 12345)

using SAS procedure "PROC MI".

Intercurrent events (ICE) will be handled according to sensifivity estimand strategy for continuous endpoints as described m table 3-12 in section 9.5 of the SAP.

(a) For details on the population-level summary see SAP section 62221,

(b) Estimate based on the ANCOVA model, will be computed for the differences of HDqgl2 nunus 2q2 and HDq16 nunus 2q8, respectively with two-sided 95% Cls.

The results of these sensitivity analyses were consistent with those of the primary analysis using MMRM in the

FAS and similar to the corresponding analyses for Week 48 (see above):

The estimated differences (95% CIs) in LS means were -1.07 (-2.96, 0.82) for the comparison HDg12 vs. 2gq8
and were -1.14 (-3.03, 0.74) letters for the comparison HDq16 vs. 2g8 when using ANCOVA with LOCF (Table

14.2.2/33).

The estimated differences (95% CIs) in LS means were -1.11 (-3.06, 0.84) for the comparison HDq12 vs. 2g8
and were -1.16 (-3.11, 0.79) letters for the comparison HDq16 vs. 2q8 when using ANCOVA after applying MI

(Table 14.2.1/34).

In order to check robustness of the results if the missing data are not MAR, a tipping point analysis was also
conducted based on the MI analysis for Week 60 and the results were similar to those at Week 48 (Table

14.2.2/35).
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Table 14.2.2/ 35 Change from baseline in BCVA measured by the ETDRS letter score at Week 60, ANCOVA, MI with tipping point analysis (full analysis set)

p-value of one-

sided test for
LS mean non-inferiority  p-value of one-  Estimate for Contrast

Delta (SE) chg. atamargin of 4 sided test for and two-sided 93%

(letters) Treatment from BL Contrast(a) t-value letters superiority CI(b)

1 HDql12 (N =333) 6.10 (0.90) HDq12 - 298 274 0.0031 0.8983 -1.27(-3.22,069)
HDql6 (N =338) 6.04 (0.88) HDg16 - 28 268 0.0037 0.9091 -1.33(-3.28.062)
2q8 (N =336) 7.37 (0.9

2 HDql12 (N =333) 5.97 (0.90) HDq12 - 298 258 0.0050 09231 -1.42(-3.38,053)
HDql6 (N =338) 3.90 (0.89) HDql6 - 28 250 0.0062 09333 -1.50(-3.46,0.46)
28 (N =326) 7.40 (0.92)

3 HDql2 (N =333) 3.84 (0.90) HDq12 - 2q8 42 0.0079 09428 -1.58(-3.54038)
HDql6 (N = 338) 3.76 (0.89) HDql6 - 2q8 233 0.0100 09521 -1.67(-3.63.029)
2q8 (N =336) 7.43 (0.92)

4 HDq12 (N =333) 3.72 (0.90) HDq12 - 2q8 225 0.0122 09581 -1.74(-3.71,0.23)
HDqgl6 (N =338) 3.61 (0.89) HDg16 - 248 215 0.0157 0.9663 -1.84(-3.810.13)
2g8 (N =336) 7.45(0.92)

5 HDql2 (N =333) 3.59 (0.91) HDq12 - 2q8 209 0.0184 0.9698 -1.89(-3.87.0.08)
HDql6 (N =338) 3.47 (0.89) HDq16 - 2q8 192 0.0241 09767 -2.01(-3.98.-0.03)
2g8 (N =1336) 7.48 (0.9%)

6 HDql12 (N =335) 5.46 (0.91) HDq12 - 28 193 0.0271 0.9785 -2.05 (-4.04,-0.07)
HDgql6 (N =338) 533 (0.90) HDgl6 - 28 1.80 00338 0.9341 -2 18 (416,019
2g8 (N =1336) 7.51(0.93)

7 HDql12 N =335) 5.33(091) HDgl12 - 248 176 0.0390 0.9349 =221 (-4.20,-0.21)
HDql6 (N = 338) 3.19 (0.90) HDgql6 - 28 1.63 00519 0.9894 -2.34 (434,035
2q8 (N=1336) 7.53(0.93)

8 HDql12 N =333) 3.20 (0.92) HDgl12 - 2q8 1.60 00347 0.9826 -2.36 (-4.37.-0.36)
HDql6 (N =338) 5.05 (0.91) HDq16 - 298 145 0.0730 0.9930 -2.51(-4.52,0.51)
2g8 (N=1336) 7.56 (0.94)

9 HDql12 (N =335) 3.07 (0.92) HDq12 - 2q8 144 0.0750 0.9928 -2.52(-4.54,0.50)
HDgql6 (N =338) 491 (0.91) HDgl6 - 248 128 0.0999 0.9954 -2.68 (-4.70.-0.67)
28 (N =1336) 7.59 (0.94)

10 HDql12 (N =335) 494 (0.9%) HDgl12 - 248 128 0.1003 0.9951 -2.68 (-4.70.-0.65)
HDql6 N =338) 4.77(0.92) HDgl6 - 28 111 0.1331 0.9970 -2.85(-4.88.-0.82)
Vol AT - TTEN TR NN

11 HDql2 (N =335) 481 (0D.93) HDq12 - 2q8 112 01310 0.9967 -283(487-0.79)
HDgl6 (N =338) 4.63(0.92) HDg16 - 298 094 01728 09981 -3.02(-5.06,-0.98)
28 (N =336) 7.64 (0.95)

BL Baseline. CI Confidence mterval DF Degrees of freedom LS Least Square. SE Standard error.
An analysis of covanance (ANCOVA) was usad with baseline BCVA measurement as a covanate, freatment group and the stratification variables (geographic region [Japan vs. Rest of

World]; baseline BCVA [=60 vs. =60]) as fixed factors.
MI (multiple imputation) method is to generate multiple copies of the original dataset by replacing missing values using appropriate stochastic model (10 times and seeds 123435)

using SAS procedure "FROC MI".
Intercurrent events (ICE) will be handled according to sensitivity estimand strategy for continuous endpoints as dezcribed in table 9-12 in section 9.5 of the SAP.
(a) For details on the population-level summary see SAP section 62221,

(b} Estimate based on the ANCOVA model, will be computed for the differences of HDgl2 nunus 2q8 and HDql6 munus 2q8, respectively with two-sided 95% Cls.
The BCVA values in the high dose arms, which have been maputed with the nmaltiple imputation procedure will be reduced by a delta of 1. 2, 3... letters until non-infenonty cannot
be shown anymore.

The smallest delta, for which non-inferionity (in terms of unadjusted p-value = 0.023) cannot be shown anvmore, will be the "tipping point".

Change from baseline in BCVA measured by ETDRS letter score at Week 96

PULSAR study

Assessment report

EMA/538733/2023

Page 59/235



Table 5 PULSAR: Change from baseline in BCVA measured by the ETDRS letter score at Week 48,
Week 60 and Week 96, MMRM (FAS)

1q8 HDgl2 HDqlé
N =334 N=1333 M=1333
Baseline mean (2) 589 399 600
Week 48 Number of subjects with Waak 48 data 2185 2594 289
Primary Arithmetic mean (8D) change from baselins ° T.6(12.2) 6.7(12.8) 820117
efficacy endpoint 1§ mean (SE) chanze from baseline 7.03 (0.74) 6.06 (0.77) 5.89(0.72)
Contrast b HDgl2 - 2q8 HDgl6 - 2q8
Estimate for Contrast and two-sided 95% Cl e -0.87 (-2.87,0.82) -1.14 (-2.87,0.69)
p-value of one-zidad test for non-inferionty at 0.0009 0.0011
a margm of 4 letters
Week 60 MNumber of subjects with Waak 60 data 2168 283 282
Eev secondary Anthmetic mean (8D) change from baselins ° 7.8(12.8) 6.6 (13.8) 6.6 (11.7)
efficacy endpomt LS mean (3E) change from baszeline 7.25 (0.68) 6.37(0.74) 6.31 (0.66)
DF 396.3 GIET
Contrast " HDql2 - 2q8 HDglé - 2q38
Estimate for Contrast and two-sided 95% Cl e -0.86 (-2.57,0.84) -0.92 (-2.51,0.66)
p-value of one-sided test for non-inferiority ata 0.0002 < 0.0001
margin of 4 letters
Week 96 MNumber of subjectz with Weak %6 data 204 113 128
Exploratory Arithmatic mean (8D) change from baselina o 7.5(13.3) 4.7(14.4) 8.0(13.5)
efficacy endpoint 1§ mean (SE) change from baseline 5.45 (0.74) 5.46(0.7%) 5.60(0.76)
DF 953.3 32B.2
Contrast P HDql2 - 2q8 HDqlé6 - 2q8
Estimate for Contrast and two-sided 95% CI = -1.02 (-2.88,0.83) -0.89 (-2.72,0.94)
p-valuz of ona-gidad test for non-inferiority ata 0.0008 0.0004

margin of 4 letters

BICWA = best comrected visnzl acuity, CI = Confidence interval, DF = Diagrees of freedom, ETDE.S = Early Treatment Disbetic Fatinopatin:
Bmudy, FAS = Full anatysis set, LS = Least Bquare, 5D = Standard deviation, 5E = Standard error

A mixed model for repeated measurements (WILIEW) was wsed with baseline BCV A measursment a3 & covarizts, treatment group, visit and
the satification variable: (zeo ic region [Japan vs. Fest of World]; baselime BCVA [< 60 ws. = 60]) a2 fixed factors, and terms for the
interaction betwesn baseline BCVA and visit the mteraction betwresn treatment and visit

A Kenypeard-Foger approximation was used for the denominator degrees of feedom. In arder to madel the within-sabject arvor the followmg
COVETIANCE shuchare was used: unstmctored.

Intercomen; events g_%EJ were handled according to primary estimand stwategy for contimious endpoints a3 described in Tabla 8-12in
Section 9.5 of the BAP.
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Figure 1 PULSAR: L5-mean change from baseline in BCVA measured by the ETDRS letter score by
vigit through Week 96, MMRM [FAS)
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BCVA = best corrected visuzl acuity, ETDES = Early Treatment Qf Diabetic Retinopathy Study, FAS = Foll anzlysis set, LE = least squares,
SAP = statistical anzlysis plan

A mixed model for repeated measurements (MAER) was used with bazseline BCVA measurament as 8 covariate, treatment group, visit and
the stratification variables region [Tapan va. Fest of World]; baseline BCVA [<60 va. =60]) as fixed factors, and terms for the interaction
betwean baseline BCVA and visit and the interaction betwaen treatment and vizsit A Eenward-Foger approximation was nsed for the
denominator degress of freedom. In order to model the within-subject errar the following covarisnce strocture was nsad: Tosplity with
heterogensity.

OC (obzarved cazes) prior to ICE: observations after an jinteyourent event (ICE) defined for the primary gstimand exchuded a3 described in
the SAP.

2g8: Aflibercept 1 mg administered every 8 weels, after 3 initiz]l injactions at 4-week mtervals.

HDg12: High dose aflibercept 8 me administered every 12 weeks, after 3 initial injections at 4-weak intervals.

HDg14: High dosza aflibercept 8 mg administered every 14 weaks, after 3 initial injections at 4-weak intervals.

Source: Module 3.3.3.1, FULSAR TLF EMA CHMP Day-120 Question 20, 43, 61, Figure 2.1.1

As indicted in the table and figure above, The LS mean of BCVA gains appears to be stable over time and similar
across all groups, with minor numerical differences not being considered as clinically relevant.

Secondary key endpoint analysis

Proportion of participants with no IRF and no SRF in central subfield at Week 16

This key secondary efficacy endpoint describes the proportion of all participants with no IRF and no SRF in
central subfield at Week 16 as assessed by the reading center. The results of the analysis for this endpoint
based on data using LOCF are presented by the MAH in Table 9-3.

As both HD groups and the 2 mg group were all treated identically with 3 initial monthly doses prior to Week
16, the pooled HDg12 and HDg16 were compared to the 2g8 group for this endpoint. At Week 16, 63.3% of
participants in the pooled HD groups had no retinal fluid (no IRF and no SRF) compared to 51.6% in the 28
treatment group. The difference (95% CI) between pooled HD groups vs. 2g8 treatment was 11.733% points
(5.263%, 18.204%) superiority. The p-value of the 1-sided Cochran-Mantel-Haenszel (CMH) test for superiority
was 0.0002 (Table 9-3).
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Table 3-3:  Propoertion of participants with no IRF and ne SRF in central subfield at Week 16,
LOCF (full analysis set)

2q8 HDg12 HDg1& All HD
M =338 M =335 N =338 M =&73
Subjects who had no IRF and  173/335 (51.86%)  205/333 (61.6%) 217/334 (65.0%) 4221987 (53.3%)
no SRF, Num/Den (%)

Contrast ! ! f ANlHD - 298
Difference (@) % (two- ! ! I 11.733 (5.263, 18.204)
sided 85% CI)

CMH test (b) p-value ! ! i 0.0:002

BCVA = best comected visual acuity, Cl = confidence interval, CMH = Cochran-Mantel-Haenszel, ICE = intercument events, IRF

= infraretinal fluid, LOCF = Last ocbservation camied forward, Num/Den = numerator'denominator, SAP = statistical analysis plan
SRF = subretinal flusd

LOCF method for the [ast available observed value prior to ICE was carried forward to impute missing data

ICE were handled according to primary estimand strategy for binary endpoints as described in Table 9-13 in Section 8.5 of the
SAP

(a): Diffierence is HD growps minues 2q8 and Cl was calculated using Mantel-Hasnsze| weighting scheme adjusted by

geographical region and baseline BCVA (< 60 vs. 2 80) and is displayed with two-sided B5% Cls as described in SAP Section
62312

[b): p-value for the cne-sided Cochran-Mantel-Haenszel (CMH) test for superiority.

Of note, the observation that 3.6% of the participants in the 2q8 and the pooled HD groups, respectively, in
the FAS had no IRF and no SRF in central subfield at screening with similar proportions at baseline (see W48
Table 14.2.2/15), although Inclusion criterion 6 required the presence of IRF and/or SRF, can be explained by
the fact that the eligibility criteria were assessed by the investigators at screening based on preliminary data,
whereas the above observations of no retinal fluid (no IRF and no SRF) in some participants were based on
updated reading center data. The reading center provided eligibility assessment for all participants based on
imaging exams performed at screening, while the investigator confirmed eligibility based on imaging exams
performed at randomization. The imaging exams performed at screening, baseline and every other visit
subsequently underwent detailed grading by the reading center, independently from the eligibility check. Based
on this detailed grading, a very small number of discrepancies were noted in the assessment of fluid in screening
OCTs.
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Table 14.2.2 / 15 Summary statistics for proportion of subjects with no IRF and no SEF in central subfield by visit, LOCF (full analysis set)

AILHD
2g8 HDq12 HDgql6 N=673
Wisit Flhud status N =336 Num/Den(*) N =335 NumDen(%:) N =338 Num/Den(%:) Num/Den(%a}
Screening Dry 12/336 ( 3.6%) 15/333 ( 4.5%) 9337 ( 2.7%) 240672 (0 3.6%)
Not Dry 324/336 ( 96.4%) 320/335( 95.5%) 328/337(97.3%) 648/672 (96.4%)
IRF only 43/336 (12.8%) 35/333 (10.4%) 28337( 8.3%) 63/672 ( 9.4%)
SEF only 169/336 ( 50.3%) 171/335 (51.0%) 175/337(51.9%) 346/672 (31.5%)
IRF and SRF 112/336 (33.3%) 114/335 (34.0%) 1257337 (37.1%) 239/672 (35.6%)
Missing or undetermined 0 0 1 1
IRF missing or undetermined (and SEF=Na) 0 LI} 0 0
SEF missing or undetermined (and IRF=No) 0 0 0 0
Both missing or undetermined 0 0 1 1
Baseline Doy 13/336 ( 3.9%) 8335 24%) 9336 ( 2.7%, 17671 ( 2.5%)
Not Dry 323/336 (96.1%) 327/335(97.6%) 3277336 (97.3%) 654/671 (97.5%)
IRF only 42/336 (14.3%) 38335 (11.3%) 28336 8.3%) 66/671 ( 9.8%)
SEF only 170/336 ( 50.6%) 168/335 ( 50.1%) 1727336 (51.2%) 340/671 (30.7%)
IRF and SRF 105/336 (31.3%) 121/335 (36.1%) 127/336 (37.8%) 248/671 (37.0%)
Missing or undetermined 0 0 2 2
IRF missing or undetermined (and SEF=Na) 0 0 0 0
SEF mussing or undetermined (and IRF=No) 0 Li} i} 0
Both missing or undetermined 0 0 2 2
Week 12 Dry 235/334 (70.4%) 258/333 (77.5%) 263/335 (78.5%) 321/668 (78.0%)
Not Dry 00/334 (29.6%) 751333 (22.5%) 721335 (21.5%) 147/668 (22.0%)
IRF only 40/334 (12.0%) 411333 (12.3%) 36/335 (10.7%) 77668 (11.5%)
SEF only 54/334 (16.2%) 201333 ( 8.7%) 26/335( 7.8%) 33/668 ( 8.2%)
IRF and SRF 3334 ( 1.5%) 5/333( 1.3%) 10/335( 3.0%) 130668 ( 2.2%)
Missing or undetermined 2 2 3 5
IRF missing or undetermined (and SEF=Na) 0 0 0 0
SPEF mussing or undetermined (and IRF=No) 0 0 0 0
Both missing or undetermined 2 2 3 5
Week 16 Dry 173/333 (51.6%) 205/333 ( 61.6%) 217/334 (65.0%) 422/667 (63.3%)
Not Dry 162/335 (48.4%) 128/333 (384%) 1177334 (35.0%) 245667 (36.7%)
IRF only 43/335 (13.4%) 46/333 (13.8%) 41/334 (12.3%) 871667 (13.0%)
SEF only 08/335(29.3%) 681333 (204%) 61/334 (18.3%) 129/667 (19.3%)
IRF and SRF 19/335( 3.7%) 14/333 ( 4.2%) 15/334( 4.5%) 20/667 ( 4.3%)
Missing or undetermined 1 2 4 6
IRF miszing or undetermined (and SEF=No) 0 0 0 0
SPF mussing or undetermined (and [RF=No) 0 0 0 0
Both missing or undetermined 1 2 4 6
Week 20 Dry 228/334 (68.3%) 165/333 (49.5%) 162/335 (48.4%) 327/66% (49.0%)
Not Dy 106/334 (31.7%) 168/333 ( 50.5%) 173/335 (51.6%) 3417668 (31.0%)
IEF only 45/334 (13.5%) 51/333 (15.3%) 53/335 (15.8%) 104/668 (15.6%)
SEF only 33/334(15.9%) 86/333 (25.8%) 95/335 (28.4%) 181/668 (27.1%)
IRF and SRF 2/334( 24%) 31/333( 9.3%) 25/335( 7.5%) 36/668 ( 8.4%)
Missing or undeternuned 2 2 3 5
IRF missing or undetermined (and SEF=Na) 1 0 0 0
SEF missing or undetermined (and IRF=No) 0 0 0 0
Both missing or undetermined 1 2 3 5
Week 24 Doy 1777335 (52.8%) 230/332 (72.0%) 136/334 (40.7%) 3751666 (36.3%)
Not Dry 158/335 (47.2%) 93/332 (28.0%) 198/334 (39.3%) 291/666 (43.7%)
IEF only 53/335(15.8%) 441332 (13.3%) 39334 (17.7%) 103/666 (15.5%)
SEF only 26/335 (25.7%) 401332 (12.0%%) 109/234 (32.6%) 149/666 (22.4%)
IRF and SRF 19/335( 3.7%) 9/332( 2.7%) 301334 9.0%) 39/666 ( 5.9%)
Missing or undetermined 1 3 4 7
IEF missing or undetermined (and SEF=No) 0 1] 0 V]
SPEF mussing or undetermined (and IRF=No) 0 0 0 0
Both missing or undetermined 1 3 4 7
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Week 28 Dry 226/335 (67.5%) 196/332 (59.0%) 236335 (T0.4%) 432/667 ( 64.8%)
Not Dry 109/335 (32.5%) 136/332 (41.0%) 090/335 (29.6%) 235/667 (35.2%)
IRF only 46/335 (13.7%) 607332 (18.1%) 511335 (15.2%) 1114667 (16.6%)
SEF only 58/335 (17.3%) 64/332(19.3%) 427335 (12.53%) 106/667 (15.9%)
IRF and SRF 3335 ( 1.53%) 12/332( 3.6%) 6335 ( 1.8%) 18/667 ( 2.7%)
Missing or undetermined 1 3 3 6
IRF mussing or undetermined (and SEF=No) 0 ] 0 0
SEF missing or undetermined (and IRF=No) 0 0 1] 0
Both missing or undetermined 1 3 3 6
Week 32 Dry 185/335 (55.2%) 1717332 (51.5%) 220/334 (63.9%) 301/666 ( 38.7%)
Not Dry 150/335 (44.8%) 161/332 (48.5%) 114/334 (34.1%) 275/666 (41.3%)
IRF only 51/335 (15.2%) 59/332(17.8%) 477334 (14.1%) 106/666 (15.9%)
SEF only 24/335 (25.1%) 83/332(25.0%%) 36/334 (16.8%) 139/666 ( 20.9%)
IRF and SRF 15/335 ( 4.3%) 19/332( 5.7%) 11334 ( 3.3%) 30/666 ( 4.3%)
Missing or undetermined 1 3 4 7
IEF mussing or undetermined (and SEF=No) 0 0 1 1
SEF missing or undetermined (and IRF=No) 0 0 0 V]
Both missing or undetermined 1 3 3 6
Week 36 Dry 236/335 (70.4%) 236/331 (71.3%) 177/335 (52.8%) 413/666 ( 62.0%)
Mot Dry 99/335 (29.6%) 95/331 (28.7%) 158/335 (47.2%) 253/666 (38.0%)
IRF only 42/335 (12.5%) 45/331(13.6%) 60/335 ( 17.9%) 105/666 (15.8%)
SEF only 34/335 (16.1%) 407331 (12.1%) 760335 ( 22.7%) 116/666 (17.4%)
IRF and SRF 3/335( 09%) 10/331( 3.0%) 221335 ( 6.6%) 32/666 ( 4.8%)
Missing or undetermined 1 4 3 7
IRF missing or undetermined (and SEF=No) 0 0 0 0
SEF missing or undetermined (and IRF=No) 0 ] i} 0
Both missing or undeternuned 1 4 3 7
Week 40 Dry 190/334 (56.9%) 2047331 (61.6%) 170/234 (50.9%) 3741665 (36.2%)
Mot Dy 144/334 (43.1%) 1277331 (38.4%) 164/334 (49.1%) 201/665 (43.8%)
IRF only 48/334 (14.4%) 500331 (15.1%) 38334 (174%) 108/663 (16.2%)
SEF only 20/334 (24.0%) 66/331 (19.9%) 80/334 ( 24.0%) 146/663 (22.0%)
IRF and SEF 16/334 ( 4.8%) 11/331( 3.3%) 261334 ( 7.8%) 371665 ( 5.6%)
Missing or undetermined 2 4 4 2
IEF missing or undetermined (and SEF=No) 0 0 1 1
SEF missing or undetermined (and IRF=No) 1 0 0 0
Both missing or undetermined 1 4 3 7
Week 44 Dry 2327335 (69.3%) 172/332 ( 51.8%) 227/335 (67.8%) 399/667 (39.8%)
Not Dry 103/335 (30.7%) 160/332 (48.2%) 108/335(32.2%) 268/667 (40.2%)
IRF only 49/335 (14.6%) 66/332 (19.9%) 440335 (13.1%) 110/667 (16.5%)
SEF only 31/333 (13.2%) T7/332 (23.2%) 50/335 (14.9%) 127/667 (19.0%)
IRF and SRF 3/335( 0.9%) 17332 ( 5.1%) 14335 ( 4.2%) 31667 ( 4.6%)
Missing or undetermined 1 3 3 ]
IRF missing or undetermined (and SEF=No) 0 ] 0 0
SEF missing or undetermined (and IRF=No) V] 0 0 0
Both missing or undetermuned 1 3 3 ]
Week 48 Dry 199/335 ( 59.4%) 236/332 ( 71.1%) 223/334 ( 66.8%) 459/666 ( 68.9%)
Not Dry 136/335 (40.6%) 96/332 (28.9%) 111/334(33.2%) 207/666 (31.1%)
IRF only 52/335 (13.5%) 47332 (14.2%) 53334 (15.9%) 100/666 (15.0%)
SEF only T3/333 (21.8%) 42332 (12.7%) 48334 (14.4%) 20/666 (13.5%)
IRF and SRF 117335 ( 3.3%) T1332( 2.1%) 105334 ( 3.0%) 17/666 ( 2.6%)
Missing or undetermined 1 7

IEF missing or undetermined (and SEF=Na)
SEF missing or undetermined (and IRF=No)
Both nussing or undetermuned

==

3

[PE=

4

1
0
3

oo o -

LOCF method for the last available observed value prior to ICE will be camied forward to impute missing data.

Intercurrent events (ICE) will be handled according to primary estimand strategy for binary endpoints as descnibed in table 9-13 in section 9.5 of the SAP.
IRF Infraretinal fluid. SRF Subretinal fluid.

Dry = defined as no IRF nor SRF detected; Not dry = defined as [RF and/or SEF detected.

This observation did not appear to have a major impact on the results: The analysis of this key secondary
endpoint was repeated on the PPS as supplementary analysis by the MAH, in which participants with no IRF

and no SRF in central subfield at baseline were excluded, and the results were consistent with those obtained
in the FAS (W48 Table 14.2.2/2).
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Table 14.2.2 / 2 Proportion of subjects with no IRF and no SEF in central subfield at Week 16, LOCF (per protocol set)

Subjects who had no IRF and ne SRF IDnfference(a) CMH test(b)
Treatment Num/Den (Fa) Contrast % (two-sided 93% CT) p-value
HDqg12 (N =323) 197/324 ( 60.8%)
HDql6 (N =323) 208/324 ( 64.2%)
Al HD (N =650} 4035/648 ( 62.5%) Al HD - 2q8 12,327 (5.726,18.929) 0.0001
298 N =320) 161/320 ( 50.3%)

CI Confidence interval. CMH Cochran-Mantel-Haenszel. [RF Intraretinal fluid. LOCF Last observation carried forward. SEF Subretinal fluid.

LOCF method for the last available observed value prior to ICE will be camied forward to impute missing data.

Intercurrent events (ICE) will be handled according to primary estimand strategy for binary endpomts as described in table 9-13 in section 9.5 of the SAP.

(a) Difference is HD groups minus 2q8 and CI was calculated using Mantel-Haenszel weighting scheme adjusted by geographical region and baselme BCVA (=60 vs. =60) and is

displayed with two-sided 5% Cls as described in SAP section 6.2.3.1.2.

(b) p-value for the one-sided Cochran-Mantel-Haenszel (CMH) test for superiority.

At Week 16, 62.5% of participants in the pooled HD groups had no retinal fluid (no IRF and no SRF) compared
to 50.3% in the 2g8 treatment group. The difference (95% CI) between the pooled HD groups and the 2qg8
group, using Mantel-Haenszel weighting scheme adjusted by geographical region and baseline BCVA (< 60 vs.

> 60), was 12.327% points (5.726%, 18.929%).

Subgroup analysis for proportion of participants with no IRF and no SRF in central subfield at Week
16

The proportions of participants with no IRF and no SRF in central subfield at Week 16 by subgroups age, sex,
geographic region, ethnicity, race, baseline BCVA, and baseline polypoidal choroidal vascularization (PCV) are
presented by the MAH in the following Table:

Subjects who had no IRF or SEF Difference(a) CMH test(b)
Subgroup Treatment Num/Den (%) Contrast % (two-sided 95% CT) p-value
=63 years N =114) HDq12 (N =26) 11/26 (42.3%)
HDql6 (N =43) 23/42 (54.9%)
ALLHD (N=69) 34/ 68 (50.0%) AIHD - 2q8 -1.610 (-20.578, 17.358) 0.5638
g8 (N=45) 24745 (533%)
==§3 to = 73 years (N = 387) HDql2 (N=137) 87/137 (63.5%)
HDq16 (N =124) 75/122 (61.5%)
AILHED (N=261) 162/259 ( 62.3%) AlLHD - 2q8 15.695 (5.084, 26.305) 0.0019
2q8 (N=126) 59/125 (47.2%)
== T3 to = 80 years (N = 212) HDq12 N =77) 44777 (57.1%)
HDq16 (N = 66) 40/ 66 ( 60.6%)
AILED (N=143) 84/143 (58.7%) AILHD - 2q8 10171 (-4.161, 24.503) 0.0832
208 (N=69) 34769 (49.3%)
== 80 to = 83 vears (N = 184) HDgql2 (N =139) 38/38 (65.5%)
HDq16 (N = 66) 49/ 63 (75.4%)
AILHD (N=125) 87/123 (70.7%) AIHD - 2q8 19.089 (4.200, 33.979) 0.0033
298 (N=59) 31/59 (52.5%)
== 85 years (N=112) HDq12 (N =36) 25/35 (71.4%)
HDq16 (N =39) 30/ 39 (76.9%%)
AILHED (N=75) 55/ 74 (74.3%) AIlHD - 2q8 2,529 (-15.897, 20.956) 03912
2q8 (N=3T) 25/37 (67.6%)
Male (N =459) HDq12 (N =133) 89/151 (58.9%)
HDql6 (N =138) 104/136 ( 66.7%
ANHD N=311) 193/307 ( 62.9%) AlLHD -2q2 8.749 (-0.986, 18.485) 0.0374
298 (N =148) 80/147 (54.4%)
Female (N = 550) HDq12 (N =182) 116/182 ( 63.7%)
HDql6 (N = 180) 113/178 ( 63.3%)
ANHD (N =362) 229/360 ( 63.6%) ANHD - 2q8 14473 (5.775,23.171) 0.0003
298 (N=188) 93/188 (49.5%)
Japan (=297 HDgl2 (N =31) 19/30 (63.3%)
HDql6 (N =33) 29/33 (87.9%)
AlLHD (N=64) 48/ 63 (76.2%) AILHD - 2q8 9.469 (-10.147, 29.084) 0.1631
198 (N=133) 23733 (66.7%)
Rest of the world (N = 9212) HDq12 (N =304) 186/303 ( 61.4%)
HDq16 (N =305) 188/301 ( 62.5%)
AllLHD (N =609) 374/604 ( 61.9%) AlLHD - 2q8 11977 (5.128, 18.226) 0.0003
2q8 (N =303) 151/302 ( 50.0%)
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Not Hispanic or Latino (N = 9870) HDql12 (N =322) 1994320 ( 62.2%)

HDql16 (N =316) 208/322 (64.6%)
All HD (N = 648) 407/642 (63 4%) AILHD - 28 11.836 (5.251, 18461) 0.0002
28 (N=322) 166/321 ( 51.7%)
Hispanic or Latine (N =28) HDql2 (N=T) 3 T(42.9%)
HDql16 (N =9) 7 9(77.8%)
AlLHD (N=16) 10716 ( 62.5%) AILHD - 28 11.803 (-27.597, 51.203) 02710
7/ 12 a0
White (N = 765) 156'.-215'5f(5{581'.1"!33)
155/236 ( 60.5%)
311/511 ( 60.9%) AILHD - 28 14,932 (7.402, 22 461) =.0001
114/248 ( 46.0%)
Asian (N =234) 46/ 73 ( 63.0%)
61/ 77 (79.2%)
107/130  71.3%) AILHD - 28 5323 (-7.123,17.769) 02012
298 (N=183) 55/83 ( 66.3%)
==173 letters (N = 870) HDq12 (N =293) 181/291 { 62 2%)
HDq16 (N =290) 189/287 { 63 9%)
Al HD (N = 583) 370/578 ( 64.0%) AILHD - 2g8 13308 (6.307, 20.308) =.0001
2q8 (N =287) 145/286 ( 50.7%)
=73 letters (N = 139) HDq12 (N =42) 24/42 (57.1%)
HDql6 (N =48) 28/47 ( 59.6%)
Al HD (N =90) 52/80 ( 58.4%) AILHD - 2g8 3.433 (-13.976, 20.243) 0.3480
2q8 (N =49) 28/49 (57.1%)
Yes (N =141) HDq12 (N =45) 26/45 (57.8%)
HDq16 (N =42) 33/42 (78.6%)
AlLHD (N=87) 50/87 (67.8%) AILHD - 2q8 4538 (-11 465, 20.542) 0.2014
2q8 (N =54) 34/54 (63.0%)
No (N =133) HDq12 (N = 34) 30/ 54 ( 55.6%)
HDq16 (N = 46) 37/ 46 ( 80.4%)
AllHD (N = 100) 67/100 ( 67.0%) AILHD - 2q8 19329 (2.294. 36.763) 0.0105
2q8 (N =153) 24/33 (453%)

CI Confidence interval. CMH Cochran-Mantel-Haenszel. [RF Intraretinal fluid. LOCF Last observation carried forward. SRF Subretinal fuid

LOCF method for the last available observed value prior to ICE will be camied forward to impute missing data.

Intercurrent events (ICE) will be handled according to primary estimand strategy for binary endpoints as described in table 9-13 in section 9.5 of the SAP.

(a) Difference is HD groups minus 2q8 and CI was calculated using Mantel-Haenszel weighting scheme adjusted by geographical region and baseline BCVA (=60 vs =60 and is

displayed with two-sided 95% Cls as descnibed m SAP section 62.3.1.2.

(b) p-value for the one-sided Cochran-Mantel-Haenszel (CMH) test for superiority.
Discrepancies in results of absence of IRF/SRF in central subfield at Week 16 in the HD groups compared to
the 2g8 group appeared in the following subgroups of patients: < 65 years, = 65 to < 75 years, = 80 to < 85
years, females, from Rest of the world, not Hispanic or Latino, White, with a baseline BCVA < 73 letters, and
no PCV at baseline. However, given the smaller size of these subgroups, the validity of these comparisons

appears limited.

Sensitivity analysis for proportion of participants with no IRF and no SRF in central subfield at Week
16

For a sensitivity analysis of the key secondary efficacy variable, proportion of participants with no IRF and no
SRF in central subfield at Week 16 in the FAS, a Cochran-Mantel-Haenszel test was calculated by the MAH
based on OC only (W48 Table 14.2.2/3).

Table 142 2 / 3 Proportion of subjects with no IRF and no SRF in central subfield at Week 16, OC (full analysis set)

Subjects who had no IRF and no SRF Difference(a) CMH testih)
Treatment Num/Den (%) Contrast % (two-sided 95% CT) p-value
HDq12 (N = 335) 107/325 ( 60.6%)
HDql6 (N =338) 211/323 (64.9%)
ALHD (N=6T3) 408/650 ( 62.8%) Al HD - 2q8 11985 (5.423, 18.547) 0.0002
298 (W =1336) 166/326 ( 50.9%)

CI Confidence interval. CMH Cochran-Mantel-Haenszel. IRF Intraretinal fluid. OC Observed cases. SEF Subretinal fluid.

OC: only subjects with available data prior to ICE included. No imputation of missing values after occurrence of ICEs was done.

Interciurent events (ICE) will be handled according to primary estimand strategy for binary endpoints as described in table 9-13 in zection 9.5 of the SAP.

(a) Difference is HD groups minus 2q# and CI was calculated using Mantel-Haenszel weighting scheme adjusted by geographical region and baselme BCVA (=60 vs. =60) and iz
displayed with two-sided 95% CIs as descnibed m SAP section §.2.3.1.2.

(1) p-value for the one-sided Cochran-Mantel-Haenszel (CMH) test for superionity.
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The results of this sensitivity analysis were similar to the results using LOCF in the FAS:

At Week 16, 62.8% of participants in the pooled HD groups had no retinal fluid (no IRF and no SRF) compared
to 50.9% in the 2g8 treatment group. The difference (95% CI) between the pooled HD groups and the 28
group, using Mantel-Haenszel weighting scheme adjusted by geographical region and baseline BCVA (< 60 vs.
> 60), was 11.985% points (5.423%, 18.547%).

Proportion of participants with no IRF and no SRF in the center subfield at Week 48 (additional
secondary efficacy variable) and through Week 60

The proportion of participants with no retinal fluid (no IRF and no SRF) in the center subfield at Week 48 was
numerically higher in the HDg12 and HDqg16 groups (71.1% and 66.8%, respectively) compared to the 2g8
treatment group 59.4%, based on LOCF in the FAS. The pairwise differences (95% CI) for the 2-sided tests,
using Mantel-Haenszel weighting scheme adjusted by geographical region and baseline BCVA (< 60 vs. = 60),
of 11.725% points (4.527%, 18.923%) for HDq12 vs. 28 and 7.451% points (0.142%, 14.760%) for HDg16
vs. 2g8 were both in favor of HD treatment (Table 9-4).

2q8 HDg12 HDg16
N = 336 N = 335 N =338
Subjects wheo had no IRF and no SRF, 190/335 (50.4%) ZAGI3Z (T1.1%) 2237334 (66.8%)
Num/Den (%)
Confrast ! HDqgi12 - 2g8 HDg1G - 2g8
Difference (a) % (two-sided 85% CI) ! 11.725 (4.527, 18.823) F'AE‘ (0.142, 14.780)
CMH test (b) p-value ! 0.0015 0.0458

BCVA = best comected visual acuity, Cl = Confidence interval, CMH = Cochran-Mantel-Haenszel, IRF = Intraretinal fiusd, LOCF
= Last observation carried forward, NumiDen = numerator'denominator, SAP = statistical analysis plan, SRF = Subretinal Suid
LOCF method for the [ast available observed value prior to ICE were camed forward to impute missing data

Intercarrent exents (ICE) were handled according to prmary estimand strategy for binary endpoints as described in Table 8-13
n Secton 8.5 of the SAP.

(a) Difference is HD groups minus 2q8 and Cl was calculated using Mantel-Haenszel weighting scheme adjusted by
geographical region and baseline BCVA (< 60 vs. = 80) and is displayed with two-sided B5% Cls as described in SAP Section
62312

{b) Mominal p-value for the two-sided Cochran-Mantel-Haenszel {CMH) test.

Even larger differences in favor of HD treatment were obtained using OC prior to ICE for the pairwise
comparisons in the FAS, providing differences of 15.417% points (7.664%, 23.170%) for HDg12 vs. 2g8 and
11.397% points (3.452%, 19.343%) for HDq12 vs. 2gq8 (W48 Table 14.2.3/18 of the PH-42588 report section).

Summary statistics for the proportion of participants with no IRF and no SRF in central subfield at baseline,
Week 16, Week 48, and Week 60, using LOCF for the FAS, are presented in Table 9-5. As can be seen from
this table, the proportions of participants with no retinal fluid were > 50% at both Week 16 and Week 48 and
numerically higher at Week 48 than at Week 16 in all 3 treatment groups and the pooled HD groups. At Week
60, the proportions of participants with no retinal fluid were > 70% and similar in all 3 treatment groups and
the pooled HD groups.

Table 3-4: Proportion of participants with no IRF and no SRF in the central subfield at
Week 48, LOCF (full analysis set)
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Table 3-5:

central subfield by visit through Week 60, LOCF (full analysis set)

Summary statistics for proportion of participants with no IRF and no SRF in

2q8 HDg12 HDgi& All HD
N =338 M =335 M =338 M =873
isit Fluid status Num/Ten(%) Num/Den(%) Num/Den{%) MumJ/Den( %)
Baseline Dry ® 137336 (3.9%) B/335 (2.4%) Q336 (2.7%) 170871 (2.5%)
Mot dry ® 3237336 (00.1%) 327/335 (07.6%) 227/336 (07 23%) 654871 (07.5%)
Missing or undetermined o o 2 2
Week 16 Dy ? 1735335 (51.6%) 2057333 (61.6%) 2177334 (65.0%) 422/667 (63.3%)
Mot dry ® 1625335 (48.4%) 1287333 (38.4%) 117/334 (35.0%) 245/667 (30.7%)
Missing or undetermined 1 2 e 8
Week 42 Dry® 1987335 (50.4%) 236/332 (71.1%) 223/334 (G0.8%) 450/660 (58.9%)
Mot dry © 1367335 (40.6%) O96/332 (28.9%) 111/334 (33.2%) 207/660 (31.1%)
Missing or undetermmimed 1 3 4 T
Week 50 Dry® 2401334 (74.6%) 247/331 (74.6%) 2420335 (7T22%) 4800666 (73.4%)
Mot dry B 85/334 (25.4%) 847331 (254%) DI/I35 (27.8%) 177/668 (20.6%)
Missing or undetermined 2 = 3 T
ICE = intercurmrent exvents, IRF = intraretinal fluid, LOCF = last cbservation camied forward. MumiDen = numeratordenominator,

SAP = statistical analysis plan, SRF = subretinal fluid

LOCF method for the [ast available observed value prior to ICE was camied forward to impute missing data.

Intercarrent events (|CE) were handled according to primary estimand strategy for binary endpoints as described in Table 3-13
n Section 8.5 of the SAP.

a Dry= defined as no IRF nor SRF detected

b Motdry = defined as IRF andlor SRF detected

The second key secondary endpoint concerned the proportion of participants with no intraretinal fluid (IRF) and
no subretinal fluid (SRF) in Central Subfield at Week 16. All arms received the 3 initial monthly doses prior to
week 16. At week 16, 51.6% in the 2g8 treatment group compared to 63.3% of participants in the pooled HD
groups (61.6% in HDg12 and 65% in HDq16) had no retinal fluid (no IRF and no SRF) with a difference (95%
CI) between pooled HD groups vs. 2g8 treatment of 11.733% points (5.263%, 18.204%) superiority and a p-
value of the 1-sided CMH test for superiority of 0.0002. The key secondary endpoint appears to be statistically
met for both HD groups at week 16 and data at 48 and 60 weeks to numerically confirm results in favour of
the HD groups.

Other secondary endpoints

Proportion of participants gaining at least 15 letters in BCVA

From baseline to Week 48

The proportions of participants gaining at least 15 letters in BCVA from baseline at Week 48, using LOCF in the
FAS, are described in Table 9-7: 20.7% and 21.7% of patients in HDgl12 and HDql16 arms respectively,
compared 22.1% in the 2g8 treatment group with differences (95% CI) for the 2-sided tests of -1,748 letters
(-7.784, 4.287, p-value= 0.5704) for HDq12 vs. 2g8 and -0.939 letters (-6.997, 5.119, P-value= 0.7611) for
HDQq16 vs. 2g8 at week 48 were observed.
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Table 3-7:  Propoertion of participants who gained at least 15 letters in BCVA from baseline at
Week 48, LOCF (full analysis set)

2g8 HDg12 HDg16

N =336 M =335 N =338
Week 48 (additional secondary efficacy variable)
Subjects who gained 2 15 letters, T4335 (22.1%) G334 (20.7%) T3/337 (21.7%)
MNum/Den (%)
Confrast ! HDg12 - 298 HDqgi8 - 298
Difference (a) % (two-sided 95% CI} ! -1.748 (-7.784, 4.2687)  -0.939 (-8.987, 5.118)
CMH test (b)) p-value ! 0.5704 07611

BCWVA = best comected visual acuity, Cl = Confidence interval, LOCF = Last obsenvation carried forward, Mum/Den =
numerator/dencminator, SAP = statistical analysis plan

LOCF method for the last available observed value prior to ICE was camied forward to impute missing data.

Intercarrent events {ICE) were handled according to sensitivity estimand strategy for contnuous endpoints as described in
Tabde 9-12 in Section 8.5 of the SAP (applied on BCWVA).

{a) Difference i HD groups minus 298 and Cl was calculated using Mantel-Haenszel weighting scheme adjusted by
geographical region and baseline BCVA (< 60 vs. = 60) and is displayed with two-sided B5% Cls as described in SAP Section
62312

() Mominal p-value for the two-sided Cochran-Mantel-Haenszel {CMH) test.

From baseline to Week 60

The proportions of participants who gained at least 15 letters in BCVA from baseline reached values > 20% at
Week 20 (2g8), Week 28 (HDq12), or Week 32 (HDg16) and remained at that level with similar values in all 3
treatment groups at Week 48 (20.7% to 22.1%) and at Week 60 (23.1% to 23.7%) as presented in Table
14.2.3/3.

Table 14.2 3 / 3 Summary statistics for proportion of subjects who gained at least 15 letters in BCVA from baseline by visit, LOCF (full analysis set)

2q8 HDql2 HDql6
Visit N =336 Num/Den(%s) N =335 Num/Den(%) N =338 Num/Den(¥)
Week 4 27335 8.1%) 17/332( 5.1%) 15/337( 45%)
Week 8 47335 ( 14.0%) 38/334 (11.4%) 34/337 (10.1%)
Week 12 61/335 ( 18.2%) 46/334 (13.8%) 43/337 (12.8%)
Week 16 63/335 ( 18.8%) 50/334 (15.0%) 55/337(16.3%)
Week 20 73/335 (21.8%) 61/334 (18.3%) 56/337 (16.6%)
Week 24 T6/335 (22.7%) 62/334 (18.6%) 59/337 (17.5%)
Week 28 80/335 (23.9%) 73/334 (21.9%) 65/337 (19.3%)
Week 32 72/335 (21.3%) 69/334 ( 20.7%) 82/337 (24.3%)
Week 36 T9/335 (23.6%) 70/334 (21.0%) 71/337 (21.1%)
Week 40 T6/335 (22.7%) 77/334 (23.1%) 66/337 ( 19.6%)
Week 44 T9/335 (23.6%) 75/334 (22.3%) 73/337 (21.7%)
Week 48 T4/335 (22.1%) 69/334 ( 20.7%) 73/337 (21.7%)
Week 52 84/335 (25.1%) 74/334 (22.2%) 70/337 (20.8%)
Week 56 84/335 (25.1%) 80/334 ( 24.0%) 70/337 (20.8%)
Week 60 78/335 (23.3%) 79/334 (23.7%) 78/337 (23.1%)

LOCF (last observation carmed forward): last available observed value prior to ICE will be used to impute nussing data.
Intercurrent events (ICE) will be handled according to sensitivity estimand strategy for continuous endpoints as described in table 9-12 in section 9.5 of the SAP (applied on BCVA).

Proportion of participants achieving an ETDRS letter score of at least 69 (approximate 20/40
Snellen equivalent)

Week 48

The proportions of participants achieving an ETDRS letter score of at least 69 (approximate 20/40 Snellen
equivalent) at Week 48 using LOCF in the FAS are presented in Table 9-8.
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Table 3-8: Proportion of participants who achieved an ETDRS letter score of at least 63 at
Week 48, LOCF (full analysis set)

2q8 HDg12 HDg16
N =338 M =335 M =338
Subjects who achieved 2 69 letters, 1844335 (57.9%) 1900334 (50.9%) 1837337 (54.3%)
Numi/Dien (%)
Conirast ! HDgi2 - 2q8 HDg16 - 2q8
Difference (a) % (two-sided 85% CI) ! -0.182 (-8.565, 5.200) -2.221 (-8.435, 3.984)
CMH test (b) p-value i 0.9554 04834

BCVA = best comected visual acuity, Cl = Confidence interval, ETDRS = Eardy Treatment Of Diabetic Retinopathy Study, LOCF
= Last obsenvation carmed forward, Num/Den = numerator/denominator, SAP = statistical analysis plan

LOCF method for the [ast available observed value prior to ICE was carried forward to impute missing data

Intercarrent exents (ICE) were handled acconding to sensitivity estimand strategy for continuous endpoints as described n
Tabde 8-12 in Section 8.5 of the SAP (applied on BCWA)L

{a) Difference s HD groups minus 298 and Cl was calculated using Mantel-Haenszel weighting scheme adjusted by

gengmph ical region and baseline BCVA (< 60 vs. = 80) and is displayed with two-sided B5% Cls as described in SAP Section
62312

{b) N-Jmmal p-vakue for the two-sided Cochran-Mantel-Haenszel (CMH) test

Week 60

The proportion of participants achieving an ETDRS letter score of at least 69 (approximate 20/40 Snellen
equivalent) at week 60: 58.2%, 56.3% and 54.6% of patients achieved at least 69 letters (ETDRS score) in
208, HDg12 and HDQg16 groups respectively.

Table 14.2.3 / 7 Summary statistics for proportion of subjects who achieved an ETDRS letter score of at least 69 by visit, LOCF (full analysis set)

2q8 HDql2 HDgl6
Visit N =336 Num/Den(s) N =335 Num/Den(%) N =338 Num/Den(%s)
Baseline 99/336 (29.5%) 114/335(34.0%) 96/338 (28.4%)
Week 4 1381335 (47.2%) 140v332(42.2%) 1477337 (43.6%)
Week 8 174/335 (51.9%) 163/334(49.4%) 166/337 (49.3%)
Week 12 174/335 (51.9%) 174/334(32.1%) 168337 (49.9%)
Week 16 173/335 (51.6%) 177/334( 53.0%) 188/337 ( 55.8%)
Week 20 185/335 (53.2%) 175/334( 52.4%) 177337 ( 52.5%)
Week 24 187/335 ( 55.8%) 178/334( 53.3%) 1741337 ( 51.6%)
Week 28 191/335 ( 57.0%) 187/334( 56.0%) 1817337 ( 53.7%)
Week 32 1897335 ( 56.4%) 186/334 ( 53.7%) 194/337 ( 57.6%)
Week 36 1921335 ( 57.3%) 194/334( 58.1%) 1817337 ( 53.7%)
Week 40 1871335 ( 55.8%) 192/334( 57.5%) 176/337 ( 52.2%)
Week 44 190/335 ( 36.7%) 189/334( 36.6%) 177337 (52.3%)
Week 48 194/335 (37.9%) 190v334( 56.9%) 183337 (54.3%)
Week 52 1921335 (57.3%) 194/334(38.1%) 184337 ( 54.6%)
Week 56 193/335 ((57.6%) 193/334 ( 57.8%) 179337 ( 53.1%)
Week 60 195/335 (58.2%) 188/334 ( 56.3%) 184/337 ( 54.6%)

LOCF (last obzervation carried forward): last available observed value prior to ICE will be used to impute missing data.
Intercurrent events (ICE) will be handled according to sensitivity estimand strategy for continuous endpoints as described in table 9-12 in section 9.5 of the SAP (applied on BCVA).
2q8: Aflibercept 2 mz administered every § weeks, after 3 initial injections at 4-week intervals.

Change in CNV size from baseline
Week 48

The mean CNV size at baseline was similar ranging from 6.0 to 6.5 mm?2 across the 3 treatment groups. Mean
changes from baseline at Week 48 showed mean decreases in the HD groups and the 2g8 group. The estimated
contrasts (95% CI) for the 2-sided test, using the MMRM in the FAS, of -1.22 (-1.94, -0.51) mm?2 for HDq12
vs. 2g8 and of -0.48 (-1.22, 0.27) mm2 for HDq16 vs. 2g8 were both numerically in favor of HD treatment
(Table 9-9).
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Table 8-3:  Change from baseline in CHV size (mm?) at Week 48, MMRM (full analysis set)

2q8 HDg12 HDgi&

N = 336 N = 335 N =338
LS mean (SE) change from baseline -2.43 (0D.31) -3.65 (D.28) -2.81 (D.29)
Arithmetic mean (S0} change from baseline (a) -2.4(5.3) -3.5 (5.0) -2 8 (5.3)
Baseline mean (a) g.4 6.0 8.5
Mumber of subjects with Week 48 data 27a 285 274
DF ! 814.0 6082
Contrast (b) ! HDg12-2q8 HDgq18-2q8
t-walue ! -3.35 -1.28
P-value(z) ! 0.0009 0.2078

!

Estimate for Contrast and two-sided 85% CI (d) -1.22 (-1.84,-0.51)  -D.48 (-1.22.0.27)
BCVA = best corrected visual acuity, Cl = confidence interval, CNV = choroidal neovascularization, DF = degrees of freedom,
LS = least squares, SAP = statistical analysis plan, 50 = standard deviation, SE = standard emor

A mixed model for repeated measurements (MMREM) was used with baseline CNV measurement as a covarnate, treatment
group, visit and the stratification vanables (geographic region [Japan vs. Rest of Word]; baselne BCVA [< 80 vs. z 80]) as fized
factors, and terms for the interaction between baseline CMV and visit and the interaction between treatment and wisit.

A Kenward-Roger approximation was used for the denominator degrees of freedom.  In order to model the within-subject ermor
the following covanance structure was used: unstructured.

Intercarrent events (ICE) were handled according o primary estimand strategy for continuous endpoints as described in Table
8-12 in Section 9.5 of the SAP.

{a) Based on observed assessments.

{b) The contrast also includes the nteraction term for treatment x visit (at Week 48, for details on the populationlevel summary,
see SAP Section 82.2.1).

(e} p-value for the two-sided test.

{d) Estimate based on the MMRM model. was computed for the differences of HDg12 minus 298 and HDg18 minus 2q8,
respectively with two-sided 95% Cls.

Week 60

Summary statistics for the CNV size at baseline, Week 12, Week 48, and Week 60 based on OC prior to ICE in
the FAS, are presented in Table 9-10.

The mean (SD) CNV size at baseline ranged from 5.9768 (4.8306) mm?2 to 6.5459 (5.5315) mm2 across the 3
treatment groups. Numerical mean and median decreases from baseline were observed in all 3 treatment
groups at Week 12, Week 48, and Week 60. At Week 60, the mean (SD) decreases in CNV size from baseline
were of similar extent in all 3 treatment groups ranging from -3.6610 (5.6624) mm?2 to -3.8795 (5.4295) mm?2.
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Table 9-10: Summary statistics for choroidal neovascularization size (mm?) by visit, OC prior
to ICE (full analysis set)

Value at visit Change from baseline
Mean Mean
Treatment Wisit n (5D) Median Min, Max n (SD) Median Min, Max
2q8 Baseline 3328 53582 4.9970 0.148, ! ! ! !
(N =338) (5.03084) 24.120
Week 12 314 52107 3.7455 0.000, 314 -1.1702  -0.4830 -22.149,
(G.4069) 20.3682 (3.4604) 11.671
Week 48 280 4.1388 1.6185 0.000, 280 -2.3834 13125 24129,
(5.5880) 27675 (5.2421) 16.836
Week 60 250 27813 0.0000 0.000, 250 -3.8785 -2.5440 -24.129,
{4.5855) 24.233 (5.4205) 12.664
HDgqi2 Baseline 335 50768 4.8800 0.115, ! ! ! !
(M =335) (4.8308) 30.023
Week 12 12 43038 3.0680 0.000, 32 -1.4886 -0.5530 -21.008,
(4.8581) 30.212 (3.6500) 11.880
Week 48 287 24733 0.0000 0.000, 287 -3.5530 -2.5760 -21.008,
(4.6064) 27.034 (5.0074) 15.501
Week 60 240 21483 0.0000 0.000, 249 -3.80B0 -2.7740 -21.008,
(4.2820) 28.051 (4.0944) 12.783
HDqiG Baseline 337 6.5458 45880 0.000, ! ! ! !
(M =338) {5.5315) 28.650
Week 12 M3 4.8823 3.3680 0.000, 313 -1.5728 -0.4850 -25.133,
(5.1758) 27.081 (4.2200) 16.828
Week 48 278 3.5367 0.7110 0.000, 279 -2.9780 -1.4080 -25.354,
(6.1718) 28.930 (5.3180) 15.860
Week 60 258 2.8578 0.0000 0.000, 258 -3.8810 -21700 -26.231,
{4.7255) 30.991 (5.6624) 16.769

Max = maximwm, Min = minimum, SAP = statistical analysis plan, S0 = standard deviation

OC (observed cases) prior to ICE: cbservations after an intercument event (ICE) defined for the primary estmand excluded as
described in the SAP

Intercurrent events (ICE) were handled acconding to primary estimand strategy for continucus endpoints as described in
Table 3-12 in Section 8.5 of the SAP.

Change in total lesion area from baseline
Week 48

The mean total lesion area at baseline was similar across the 3 treatment groups, ranging from 6.4 to 6.9
mm2. Mean changes from baseline at Week 48 showed mean decreases in the HD groups but a mean increase
in the 2g8 group. The estimated contrasts (95% CI) for the 2-sided test, using the MMRM in the FAS, of -0.55
(-1.04, -0.06) mm?2 for HDg12 vs. 2g8 and of -0.44 (-0.94, 0.06) mm?2 for HDq16 vs. 2g8 were numerically in
favor of HD treatment (Table 9-11).

The corresponding analysis using an ANCOVA with LOCF in the FAS provided mean changes from baseline to
Week 48 and estimated contrasts (95% ClIs) for the 2-sided tests between the HD groups and the 2g8 group
that were numerically also in favor of HD treatment and thus consistent with the results from the analysis using
MMRM (Table 14.2.3/14 of the PH-42588 report section). The corresponding summary statistics for total lesion
area by visit using LOCF are presented in Table 14.2.3/16 of the PH-42588 report section.
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Table 9-11: Change in total lesion area (mm?) from baseline to Week 48, MMRM (full analysis

set)
2q8 HDg12 HDg1&

M =336 M =335 M =338
Baseline mean (a) G.8 6.4 g8
Mumber of subjects with Week 48 data 277 285 273
Arithmetic mean (5D} change from baseline (a) 0.1 {3.8) 0.4 (2.8} -0.2{3.1)
LS mean (SE) change from baseline 0.02 (0.22) -0.46 (0.19) -0.35 (0.20)
OF ! G631.4 640.4
Confrast (b) ! HDqg12-2q8 HDq18-2q8
twalus ! -2.18 -1.71
P-value (c) ! 0.0287 0.0&70

!

Estimate for Contrast and two-sided 25% CI (d) -0.55 (-1.04.-0.08) -0.44 (-0.84.0.08)
BCVA = best corrected visual acuity, Cl = confidence interval, DF = degrees of freedom, LS = least sguares, SAP = st.ﬂisﬁcal
analysis plan, 50 = standard deviation, SE = standard ermor

A mixed model for repeated measurements (MMRM) was used with baseline total lesion area as a covariate, treatment group,
visit and the siratification variables (geographic region [Japan vs. Rest of World]: baseline BCVA [< 80 vs. = 60]) as fixed
factors, and terms for the interaction between baseline total lesion area and visit and the interaction between treatment and visit
A Kenward-Roger approximation was used for the denominator degrees of freedom. In order to model the within-subject ermor
the following covanance structure was used: unstruchered.

Intercarrent events (ICE) were handled according fo primary estimand strategy for continuous endpoints as described in Table
2-12 in Section 8.5 of the SAP.

{a) Based on observed assessments.

{b) The contrast also includes the nteracton term for treatment x visit (at Week 48, for details on the populationdevel summary,
see SAP Section §.2.2.1).

{c) Nominal p-value for the two-sided test.

{d) Estimate based on the MMRM model, was computed for the differences of HDg12 minus 298 and HDq18 minus 2q8,
respectively with two-sided 95% Cls.

Week 60

Summary statistics for the total lesion area at baseline, Week 12, Week 48, and Week 60 based on OC prior to
ICE in the FAS, are presented in Table 9-12. The mean (SD) total lesion area at baseline ranged from 6.3820
(5.0664) mm2 to 6.8814 (5.6514) mm?2 across the 3 treatment groups.

Numerical mean and median decreases in total lesion area from baseline were observed in all 3 treatment
groups from Week 12 to Week 60, except for a numerical mean increase in the 2q8 group at Week 48. At Week
60, the mean (SD) decreases in total lesion area from baseline were of similar extent in all 3 treatment groups
ranging from -0.3095 (3.1708) mm?2 to -0.5199 (2.8399) mm?.
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Table 9-12: Summary statistics for total lesion area (mm?) by visit, OC prior to ICE (full
analysis set)

Value at wisit Change from baseline
Treatment  Wisit n Mean (5D) Median  Min, Max n Mean (SD) Median  Min, Max
2q8 Baseline 336 G.8647 54120 0.148, ! ! ! !
(N = 338) (5.4145) 27409
Week 12 314 g.8722 4.8480 0.271, 314 02130 -01510 -11.233,
(5.4651) 29.362 (2.4653) 13.520
Week 48 281 72282 5.5800 0.271, 281 0.1110 -0.26890 -11.242,
(6.1108) 35.332 (3.5488) 24 641
Week 60 250 G.8063 5.1360 0.378, 250 03085 -0.ATIE 0 -11.404,
[5.7863) 30.853 (3.1708) 15.885
HDaq12 Baseline 335 6.3820 5.0260 0.185, ! ! ! !
(N = 335) (5.0684) 30.023
Week 12 312 5.8133 49645 0.154, 312 -0.4475  -0.2345 -B.654,
(4.7D55) 30.212 (2.2635) 10.872
Week 48 287 G.0700 48500 0.110, 287 -0.3828  -0.2550 -8.718,
(5.2208) 30258 (2.8917) 13.190
Week 60 248 5.8150 4.4550 0.138, 248 0.5188  -0.3180 -11.011,
(5.2804) 31.583 (2.8388) 14.008
HDq18 Baseline 338 G.8814 5.0685 0.180, ! ! ! !
(M = 338) (5.8514) 28.850
Week 12 312 G.3004 5.00G0 0.180, 312 -0.3823 -D.1355  -11.85G6,
(5.2627) 27.081 (2.8320) 16.628
Week 48 278 G.5381 49180 0.137, 278 -0.28568 -0D.0480 -13.105,
(5.5705) 28.938 (3.1628) 15.868
Week 60 257 G.2872 4.5180 0.134, 257 -0.3530  -D.1350  -12.755,
[5.6288) 34.284 [3.2158) 16.768

Max = maximwm, Min = minimum, SAP = statistical analysis plan, 50 = standard deviation

0OC [observed cases) prior to ICE: obsenations after an intercurrent event (ICE) defined for the primary estimand excluded as
described in the SAP.

Intercurrent events {ICE) were handled according to primarny estimand strategy for continucus endpoints as described in Table
8-12 in Section 9.5 of the SAP.

Change from baseline in CST
Week 48

The mean values of CST at baseline were ranging from 367.1 to 370.7 ym across the 3 treatment groups. Mean
decreases from baseline were observed in all treatment groups at Week 48, which were higher in the HD groups
than in the 2g8 group. The estimated contrasts (95% ClIs) for the 2-sided tests, using the MMRM in the FAS,
of -11.12 (-21.06,-1.18) um for HDg12 vs. 298 and of -10.51 (-20.12,-0.90) ym for HDg16 vs. 298 were both
numerically in favor of HD treatment (Table 9-13).
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Table 9-13: Change from baseline in CST (pm) at Week 48, MMRM (full analysis set)

28 HDg12 HDg16

M = 336 M =335 M = 338
LS mean (SE) change from baseline -138.25 (4.24) -147.37 (4.01) -146.78 (3.76)
Arithmetic mean (5D) change from -128.3 (124.3) -141.8 (120.1) -147.1 (131.2)
baseline (a)
Baseline mean (a) 3871 3aT0.3 3ro.T
Mumber of subjects with Week 48 data 73 289 282
DF 626.1 GOB.G
Conirast (b) HDgl12-2q8 HDg18-2q8
t-value -2.20 -2.15
P-walue(c) 0.0283 D.0321
Estimate for Contrast and two- -11.12(-21.06.-1.18) -10.51 (-20.12,-0.90)

sided 5% CI (d}

BCVA = best comected visual acuity, Cl = confidence interval, C5T = central subfield retinal thickness, DOF = degrees of
freedom. LS = least sguares, SAP = statistical analysis plan, 50 = standard deviation, 5E = standard error

A mixed model for repeated measurements (MMRM) was used with baseline CST as a covariate, treatment group, visit and the
stratification wariables (geographic region [Japan vs. Rest of Word]; basaline BCVA [< 80 vs. = 80]) as fixed factors. and terms
for the interaction between baseline CST and visit and the interaction between treatrment and visit.

A Kenward-Roger approximation was used for the denominator degrees of freedom. In order to model the within-subject emor
the following covanance structure was used: unstructhured.

Intercurrent events {ICE) were handled according to primary estimand strategy for continuocus endpoints as described in

Table 8-12 in Section 0.5 of the SAP.

{a) Based on observed assessments.

{b) The contrast also includes the interaction term for treatment x visit (at Week 48, for details on the populationlevel summary
see SAP Section 6.2.2.1).

() P-value for the two-sided test.

{d) Estimate based on the MMREM model, was computed for the diferences of HDg 12 minus 293 and HDg 18 manues 2g8.
respectively with two-sided 95% Cls.

Week 60

Mean changes from baseline in CST (um) by visit through Week 60, based on OC prior to ICE in the FAS, are
graphically displayed in post-hoc Figure 9-3; the LSmean (95% CIs) changes from baseline in CST (um) by
visit through Week 48, based on MMRM in the FAS, are graphically displayed in Figure 9-4.

Figure 3-3: Mean change from baseline in C5T (pm) by visit through Week 60, OC prior to ICE
(full analysis set)
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CS5T = central subfield retinal thickness, SAP = statistical analysis plan. SEM = standard ermror mean
0C (observed cases) prior to ICE: cbservations after an intercurrent event (ICE) defined for the prmary estimand excluded as
described in the SAP.
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Figure 3-4: LSmean change from baseline in CST (pm) by visit through Week 60, MMRM [full
analysis set)
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BCVA = best comected visual acuity, Cl = confidence interval, C5T = central subfield retinal thickness, LS = least squares,
SAP = statistical analysis plan

A mixed mi

odel for repeated measurements (MMREM) was used with baseline BCVA measurement as a covaniate, treatment

group, visit and the stratfication vanables region [Japan vs. Rest of World); baseline BCVA [< 80 vs. 2 60]) as fixed factors, and
terms fior the nteraction between baseline BCVA and visit and the interaction between reatment and wisit.

A Kenward-Roger approximation was used for the denominator degrees of freedom. In order to model the within-subject emor
the following covanance structure was used: Toepliz with heterogeneity.

Intercurrent events (ICE) were handled according to sensitvity estimand strategy for continuous endpoints as described in
Table 8-12 in Section 8.5 of the SAP.

Change from basel

e PULSAR study

ine in CST at Week 96
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Table 7 PULSAR: Change from baseline in CST (pm) at Week 48, Week 60, and Week 96 MMREM (FAS)

148 HDql2 HDglé

N =336 N=333 N =338
Baseline mean * 367.1 370.3 3707
Week 45 (Additional secondary efficacy endpoint)
Number of subjects with Wesk 45 data 273 289 282
Arithmetic mean (8D) change from baseline -126.5 (124.3) -141.9 (120.1) -147.1(131.2)
L5 mean (3E) change from baseline -156.25(4.24) -147.37 (4010 -146.76 (3.76)
Contrast b HDgl2-2q8 HDql5-2q8
Estimate for Contrast and two-sided 95% CI9 -11.12¢-21.06,-1.18)  -10.31 {-20.12,-0.90)
p-valoe © 0.0283 0.0321
Week 60 (Exploratory efficacy endpoint)
Mumber of subjects with Waek 60 data 258 273 273

Arithmatic mean (8D) changa from basaline @

14310 (120.9)

1487 (1210

1554 (134.1)

L5 mean (8E) chanze from baseline -154 85 (3.0T) -153.67 (3.3%) -150.69 (3.33)
Contrast b HDgl2-2q8 HDgl&-298
Estimate for Contrast and two-sided 93% CI4 1.16 (-6.75,9.07) 414 (-387.12.14)
p-value © 07738 03104
‘Week 96 (Exploratory efficacy endpoint)

MNumber of subjects with Waak %6 data 12% 119 131

Arithmatic mean (8D change from basalins @
L3 mean (3E) change from baseline

Contrast

Estimate for Contrast and two-sided 93% CI9
p-value ©

-124.2 (115.9)
-147.07 (3.90)

-148.0 (128.8)
-151.01 (4.16)
HDgl2-2q8
-31.94 (-14.19.6.31)
04506

-153.6 (137.3)
-146.65 (4.21)
HDqgl6-2q8
042 (-0.95.10.30)
0.9364

CI = Confidence interval, C5T = Cantrzl subfisld retinal thickmeszs, LS = Least Square, 3D = Standard deviation, 5E = Standard error, FAS =

full analysis et

A mixed model for repeated measurements (BILEMD) was uzed with baseline C5T as 2 covariste, reaiment group, visit and the swatification

varizbles (geazraphic region [Japan vs. Fest of World]; bazeline BCWVA [< 80 va. = §0]) as fixed factors, and tenms for the imteraction
betwean haseline C5T and visit and the interaction between treztment and visit.

A Eenward-Fogsr approximation was usad for the denominator degraes of freedom. In order to madesl the within-sabject arvor the following

CovEriance stuctare was used: unstructured.

Interouryent events (ICE) were handled according to primary astimand stratesy for comtimuous endpoints as describad in Table 8-12in

Bection 9.5 of the SAP.
2 Bazad on observed aszessments.

b The conwast also includes the interaction term for reatment x vizit (at Weelk 48 or Wesk 80, respactively; for details on the population-

level summary see SAP Section §.2.2.1).
¢ Mominal p-value for the two-sided tast.

d  Estimate bazed on the MRMFM modsal, was computed for the differences of HDglZ minos 298 and HDq1§ minus 298, respectively with

two-sided 05% Cls.

Source:  Module 5.3.5.1, PULSAR W60 CSE PH-42588, W48 Table 14.2.3/19 and W60 Table 14.2.3/19, and Module 5.3.5.1, PULSAR
TLF EMA CHMP Day-120 Question 20, 45, 61, Tahle 2.2.1
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Figure 4 PULSAR: L5-mean change in C5T (pm) by visit through Week 96, MMRM [FAS)
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ECVA = best comracted vimnzl acuity, CI = confidence interval, C5T = central subfield retinal thickmess, LE = least squares, SAP = statistical
analysis plan

A mixed model for repeated measurements (BINIERD was uzed with baseline BCWVA measurement 83 3 covariate, weatnent STaup, Visit and
the stratification variables region [Tapan ve. Fest of World]; bazeline BCVA [<60 va. >60]) a5 fixed factors, and terms for the interaction
beroresn bazeline BCWVA and visit and the interaction hetwaen treanmnent and visit A Kenward-Foger approximeation was used for the
denominator degrees of freedom. In order to model the within-subject exror the following covariance strocture was used: Tosplitz with
heterogeneity. LS = Least squaras

OC (obearved cases) prior to ICE: ohservations after an jntercurrant event (ICE) defined for the primary gstimand exchuded as described in
the SAP.

2g8: Aflivercept 2 mg adminiztered every 8 weeks, after 3 initizl injections at 4-week mtercals.

HDq12: High doze aflibercept 8 mg administered eveary 12 weeks_ after 3 initial injections at 4-wesk intervals.

HDqgl4: High doze aflibercept 8 mg administered every 16 weaks, after 2 initial injections at 4-weak intervals.

prngram location:

Source: Madule 5.3.5.1, PULSAR TLF EMA CHMP Day-120 Question 20, 45, 61, Figure 2.2.1

As noted in table above, mean decreases from baseline in CST were observed in all treatment groups at Week
96, with arger mean decreases in the HD groups than in the 2g8, except for HDgl16. Overall, the mean
decreases from baseline in CST over time seems to be maintained and similar across all groups with generally
minor numerical differences that could be considered as not clinically meaningful. Although exploratory, it
should be noted that contrary to BCVA analysis, the results on CST are not statistically significant.

Change from baseline in NEI-VFQ-25 total score
Week 48

The mean values of the NEI-VFQ-25 total score at baseline across the 3 treatment groups were similar and
ranging from 76.4 to 77.8. Mean increases from baseline were observed in all groups at Week 48, which were
numerically lower in the HD groups than in the 2g8 group (Table 9-14).
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Week 60

The mean NEI-VFQ-25 total score at baseline across the 3 treatment groups were ranging from 76.36 to 77.81.
The mean changes from baseline in NEI-VFQ-25 total score over time, based on OC prior to ICE, were all mean
increases, which were numerically lower in the HD groups than in the 298 group at Week 24, Week 48, and
Week 60. The mean (SD) increases from baseline at Week 60, which ranged from 3.65 (12.08) in the HDq12

Table 3-14: Change from baseline in NEI-VFQ-25 total score at Week 48, MMREM (full analysis

set)
2qB HDg12 HDg16

N =338 M =335 N =338
Baseline mean (a) 7.8 7O.4 Tr.T
Number of subjects with Week 48 data 288 285 288
Arithmetic mean (S0) change from baseline (a) 4.8 (11.0} 4.1 (10.4) 34 (10.8)
LS mean {SE) change from baseline 4. 22 (0.70) 3.50 (0.70) 3.35 (0.72)
DF 571.7 540.3
Contrast (b} HDgq12-2q8 HDg18-2g8
t-value 40.88 -1.02
P-walue (c) 0.3817 0.3070
Estimate for Contrast and two-sided 25% CI (d) -0.72 (-2.35,0.20) -0.87 (-2.55,0.80)

Cl = confidence interval, OF = degrees of freedom, LS = least squares, NEI-VFQ-25 = National Eye Institute Visual Functioning
Questionnare-25. SAP = statistical analysis plan, 5D = standard deviation, SE = standard emor

A mixed model for repeated measurements (MMREM) was used with baseline NEI-WFQ-25 total score as a covariate, treatment
group, visit and the stratification vanables (geographic region [Japan vs. Rest of World]; baseline BCVA [< 80 vs. z 80]) as fized
factors, and terms for the interaction between baseline MEI-VFQ-25 total score and visit and the interaction between treatment
and visit.

A Kenward-Roger approximation was used for the denominator degrees of freedom.  In order to model the within Esubject ermor
the following covarance structure was used: unstructured.

Intercument exents {IZE) were handled according o primary estimand strategy for continuous endpoints as described in Table
8-12 in Section 9.5 of the SAP.

{a) Based on observed assessments.

{b) The contrast also includes the nteracton term for treatment x visit (at Week 48, for details on the populationElevel summary
see SAP Section 6.2.2.1).

() Nominal p-walue for the two-sided test.

({d) Estimate based on the MMRM model. was computed for the differences of HDg12 minus 298 and HDq 18 minus 2q8,
respectvely with two-sided 85% Cls.

group to 5.10 (11.38) in the 298 group, were similar to those at Week 48 (Table 14.2.3/25).

Table 14.2.3 / 25 Summary statistics for NEI-VF(Q-25 total score by visit, OC prior to ICE (full analvsis saf)

Value at visit Change from baseline
Treatment Visit n Mean 5D Q1 Median Q3 Min , Max n Mean 5D Ql Median Q3 Min , Max
28 Baseline 317 7781 14.42 68.64 8045 £89.24 36.92, 99.43
(N =336)
Week 24 297 8241 1291 7402 8595 9295 37.73,100.00 297 430 999 -1.21 367 9.63 -25.80, #4405
Week 48 269 8247 13.56 7591 85.87 93.08 31.38,100.00 269 464 11.01 -1.52 333 9277 -33.79, 4371
Week 60 254 8326 13.53 7683  B7.48 9425 38.30,100.00 234 510 1138 -1.40 324 1049 -34.30, 4595
HDql?  Baseline 321 7636 1512 6746 7951 88.60 2421, 9818
(N =335}
Week 24 304 8008 1535 7130 8573 91.88 2223, 99431 34 318 10.76 -1.88 292 840 -37.34, 47383
Week 48 283 8l.30 14.96 73.21 83.38 92.88 32.92,100.00 283 399 1031 -1.33 3.07 9.58 -27.33, 38.92
Week 60 268 8139 1593 7473 B394 9367 1867,100.00 268 3.65 1208 -2.29 385 10.97 -58.00, 4492
HDql6  Baseline 316 7767 15.40 68.63  81.85 £9.92 16.17, 98.18
M =338)
Week 24 293 8128 13.87 7420 8470 92.01 27.21,10000 293 321 1141 -2.73 227 886 -50.75, 43.67
Week 48 269 8177 14.59 7454  B5T9 9258 16.71,100.00 269 340 10.74 -2.27 227 8356 -37.38, 39.66
Week 60 257 8229 14.77 7496  B86.52 93.83 2742, 9943 257 384 11.89 -2.35 229 9.73 -39.20, 47.50

OC (observed cases) prior to ICE: observations affer an mtercwrrent event (ICE) defined for the primary estimand excluded as desenbed n the SAP.
Intercwrrent events (ICE) will be handled according to primary estimand strategy for continnous endpoints 25 deseribed in table 9-12 in zection 9.5 of the SAP.

Overall, secondary efficacy endpoints results for HD groups (HDq12 and HDq16) in PULSAR study appears to
be following the same tendency as for the 2g8 group with a slight numerical superiority in favour to the HDq12
regimen compared to the HDql16. Therefore the MAH should further discuss the clinical relevance of the

secondary endpoint results with regards to the two new proposed dosing regimen.
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As requested, the applicant provides a comprehensive discussion regarding the clinical relevance of the
Secondary efficacy endpoints results for HD groups (HDq12 and HDq16) in PULSAR study (functional and
anatomical response based on Change from baseline in BCVA measured by the ETDRS letter, Proportion of
participants with no IRF and no SRF in central subfield, Proportion of participants gaining > 15 letters in BCVA,
Change from baseline in CST...).

Overall, the functional measures show similar outcomes across the 3 treatment groups, with non-inferiority
demonstrated in the key secondary endpoint of change from baseline in BCVA at Week 60, in line with the
primary endpoint results at Week 48. Between the two HD groups, numerical differences in other secondary
endpoints are small, and not always in favour of HDq12 (e.g. proportion of patients gaining at least 15 letters
in BCVA from baseline to Week 48). In conclusion, the results of the secondary efficacy endpoints in PULSAR
are globally in line with the primary analysis and seem clinically relevant for demonstrating the value of
aflibercept for the treatment of nAMD.

Exploratory endpoints

Change from baseline in BCVA averaged over the period from Week 36 to Week 48 and from Week
48 to Week 60

Mean (SD) values in BCVA were similar among treatment groups in the FAS at baseline across all treatment
groups. The observed mean (SD) changes from baseline in BCVA averaged over the period from Week 36 to
Week 48 and from Week 48 to Week 60 were similar to those for the primary endpoint (Table 9-15).

Table 3-15: Summary statistics for averaged BCVA in ETDRS letter score, OC prior to ICE (full
analysis set)

Averaged value for period Change from baseline
Mean Mim, Min,
Treatment Visit / Period n (5D} Median Max n Mean (5D} Median Max
2q8 Bazeline 336 5E.24 62.00 24.00, ! ! ! !
(M = 336) (14.02) 78.00
Average BCVA over the period 288 85.28 7225 1050, 289 7.78 B25 4475,
from Week 36 to Week 48 (15.59) 22.00 (11.42) 47.50
Average BCVA over the period 300 85.93 7225 1050, 300 7.88 B25 4475,
from Week 48 to Week 60 (15.60) 92.00 (11.53) 47.50
HDg12 Bazeline 335 50.85 62.00 24.00, ! ! ! !
(N = 335) (13.37}) 78.00
Average BCVA over the period 313 B85.87 7150 13.25, 313 8.85 625 -58.75,
from Week 36 to Week 48 (15.02) 21.00 (11.58) 48.25
Average BCVA over the period 313 B85.87 7150 13.25, 313 8.85 625 -58.75,
from Week 48 to Week 60 (15.02) 21.00 (11.58) 48.25
HDg16 Bazeline 338 80.04 61.00 24.00, ! ! ! !
(N = 338) (12.38) 78.00
Average BCVA over the period 308 88.21 8875 6.75, 308 8.21 875 4325,
from Week 36 to Week 48 (14.85) 24.00 (11.14) 39.50
Average BCVA over the period 308 88.20 8875 6.75, 308 8.20 875 4325,
from Week 48 to Week 60 (14.85) 24.00 (11.15) 39.50

BCVA = best comected visual acuity, ETDRS = Earfy Treatment Diabetic Retinopathy Study, Max = maximum, Min = minimum,
SAP = statistical analysis plan, S0 = standard deviabion

OC (obsenved cases) prior to ICE: obsemnvations after an intercurment event (ICE) defined for the primary estimand excluded as
described in the SAP

Intercarrent exents {ICE) were handled according to prmary estimand strategy for continuous endpoints as described in

Tabde 8-12 in Section 8.5 of the SAP.

Proportions of participants gaining and losing at least 5 or at least 10 letters in BCVA from baseline
at Week 48 and Week 60

Overall, the proportions of participants gaining or losing at least 5 or 10 letters in BCVA from baseline at Week
48 are presented in Table 9-16.
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The proportion of participants gaining at least 10 letters or at least 5 letters in BCVA from baseline at Week 48
were numerically higher in the 2g8 group than in the HDql12 and HDq16 treatment groups, based on LOCF in
the FAS. In contrast, the proportion of participants who showed any gain (> O letters) in BCVA from baseline
was similar in the HDq16 and 2g8 groups and lower in the HDq12 group. Similar results for the proportions of

participants gaining at least 10 letters, at least 5 letters, or any gain (> 0O letters) in BCVA from baseline were
observed at Week 60.

The numerical differences in the proportion of participants who lost at least 5 or 10 letters across the treatment

groups were generally small, with the lowest proportions observed in the 2g8 group at Week 48 as well as at
Week 60.

Table 3-16: Propoertion of participants who gained or lost at least 5, 10 or 15 letters in BCVA
from baseline at Week 48 and Week 60, LOCF (full analysis set)

Subjects with response category, Num/Den (%)

Response category

Treatment

Week 48

Week 60

Gained 2 15 letters

28 (M = 336)
HDg12 (N = 335)
HDq18 (N = 338)

T4/335 (22.1%)
BO/324 (20.7%)
TIHIIT (21.7%)

TBIM3S (23.3%)
TaRM [23.7%)
TEMEIT (23.1%)

Gained 2 10 letters

28 [N = 338)
HDqg12 (N = 335)
HDq18 (N = 338)

142/335 (42 .4%)
130/334 (35.8%)
130V337 (38.6%)

1431335 [42.7%)
137/334 (41.0%)
128/337 (37 4%)

Gained 2 5 letters

28 (M = 336)
HDg12 (N = 335)
HDg16 (N = 338)

213/335 (83.6%)
188/334 (55.7%)
186/337 (58.2%)

Z16/335 (64.5%)
191/334 (57.2%)
204/337 (60.5%)

Gained = 0 letters (any gain}

2q8 [N = 338)
HDqg12 (N = 335)
HDq18 (N = 338)

255/335 (76.1%)
24V334 (71.8%)
258/337 (76.6%)

Z68/335 (70.4%)
2337334 (59.8%)
253337 (75.1%)

Lost 2 5 letters

28 (M = 236)
HDg12 (N = 335)
HDq16 (N = 338)

37335 (11.0%)
447334 (13.2%)
48/337 (14.2%)

361335 (10.4%)
451334 (13.5%)
S0337 (14.8%)

Lost 2 10 letters

2gB (N = 336) 217335 (8.3%) 28/335 (T.8%)

HDg12 (N = 335) 271334 (3.1%) 30/334 (9.0%)
HDg18 (N = 338} 21/237 (9.2%) 20/337 (5.9%)
Lost = 15 letiers 208 (N = 336) 14/335 (4.2%) 14/335 (4.2%)
HDg12 (N = 335) 181334 (5.4%) 221334 (6.6%)
HDg16 (N = 338) 18/337 (5.3%) 17/337 (5.0%)

BCVA = best comected visual acuity, Num/Den = numerator'denom|nator, SAP = statistical analysis plan
LOCF (last observation camied forward): last available cbserved value prior to ICE was used to impute missing data.

Intercarrent events (ICE) were handled according to sensitivity estimand strategy for continuous endpoints as described in
Table 9-12 in Section 8.5 of the SAP (applied to BCVA).

Proportions of participants losing at least 15 letters in BCVA from baseline at Week 48 and Week
60

The proportion of participants who lost at least 15 letters in BCVA from baseline was < 6.0% at Week 48 and
< 7.0% at Week 60 in all 3 treatment groups, based on LOCF in the FAS can be seen in Table 9-16.

Proportions of patients gaining and losing > 5, > 10 or > 15 letters in BCVA from baseline at Week 96

e PULSAR study
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Table 6 PULSAR: Proportion of patients who gained or lost = 5, 10, or 15 letters in BCVA from
baseline through Week 48, Week 60 and Week 96, LOCF (FAS)

Subjects with rezponze category, Mum Den (%)

Responze category Treatment Week 45 Week 60 Week 96
Gaimed = 15 letters. 2g8 (M = 334) 74335 (22.1%) TE/3535 (23.3%) 201335 (23.9%)
HDql2 (N =335) 69/334 (20.7%) 797334 (23.7%) 79354 (23.7%)
HDglé (N = 338) T3/33T (21.7%) TB/337 (23.1%) 771357 (22.8%)
Gaimed = 10 letters. 2g8 (M = 334) 1427335 (42.4%) 1437335 (42.7%) 146/335 (43.6%)
HDql2 (N =335) 1307334 (38.9%) 1377334 (41.0%) 1317334 (39.2%0)
HDgl6 (N = 338) 1307337 (38.6%) 1267337 (37.4%) 137/357 (40.7%)
Gamed = 5 letters 23 (W =1334) 215/335 (63.6%) 2167335 (64.5%) 2087335 (62.1%)
HDql2 (N =335) 1B6/334 (35.7%) 1917334 (37.2%) 1827334 (34.5%)
HDgl6 (N = 338) 196/337 (38.2%) 2047337 (60.3%) 186/337 (55.2%)
Lost = 5 latters 2q8 (M =1336) 37/335 (11.0%) 357335 (10.4%) 520335 (15.5%)
HDql2 (N =335) 44/334 (13.2%) 45334 (13.3%) 54/334 (16.2%)
HDql6 (4 = 338) 48/337 (14.2%) 300357 (14.8%) 60357 (17.8%40)
Lozt = 10 letters 2g8 (M =1336) 21/335 (8.3%) 26333 (7.8%) 26335 (7.8%)
HDgl2 (M =335) 27/334 (B.1%4) 30/334 (9.0%) 34354 (10.2%)
HDglé (N = 338) 31/337 (9.2%) 307337 (8.9%) 427337 (12.3%)
Lost > 15 latters 2q8 (M =336) 14/335 (4.2%) 147335 (4.2%) 197335 (53.7%)
HDgl2 (N =335) 18/334 (3.4%) 22334 (6.6%) 25334 (7.3%)
HDgl6 (N = 338) 18/337 (3.3%) 177337 (5.0%) 25337 (7.4%)

BCVA = best corrected visuzl acuity; FAS = Full enalvsis set, ICE = jntercument eveats; LOCF = last observation carried forward; SAP =
statistical analysis plan.
LOCF (last ohservation carried forasard): last available obsarved value prior to ICE was usad to impute missing data.

Imtercirrent events (ICE) were handled according to primary sstimand strategy for contimuons endpoints a5 described in Table 8-12in

Section 2.5 of the AP (applied to BCVA).

Source:  Module 5.3.5.1, PULSAR Wil CSE. PH-41588, W4E Table 14.2.4/4 (Wesk 48), W0 Table 14.2.4/4 (Weaek 40}, Module 5.3.5.1,
PULSAR TLF EMA CHMP Day-120 Question 20, 45, 61, Tables 2.1.14, 2.1.24 to 2.1.28 (Week 94)

As a general comment, it appears that like for Week 48 and Week 60, across all treatment groups, more
participants gained letters in BCVA at Week 96, compared to those losing letters in BCVA. Although numerically
slightly different, a similar proportion of patients in the HDq12 and HDg16 groups gained > 10 letters or > 15

letters through Week 96 compared to the 2g8 group.

The proportions of patients who gained > 15 letters in BCVA from baseline reached values > 20% at Week 20
(298), Week 28 (HDg12) and Week 32 (HDg16), respectively, and remained at that level with similar values in
all 3 treatment groups at Week 48 (20.7% to 22.1%), Week 60 (23.1% to 23.7%) and Week 96 (22.8% to
23.9%).

Proportion of participants without retinal fluid (total fluid, IRF, and/or SRF) and subRPE fluid in
central subfield at Week 48 and Week 60

The proportion of participants without subRPE fluid in central subfield at Week 48 using LOCF in the FAS
increased to values > 90% in both HD treatment groups and 86.2% in the 28 group. At Week 60, the
proportion of participants without subRPE fluid in central subfield increased to values > 90% in all treatment
groups (Table 9-17).

The proportion of participants with both no subRPE fluid and no retinal fluid (no IRF and no SRF) in central
subfield increased from approximately 2% in each treatment group at baseline to proportions > 60% in both
HD treatment groups and of 54.6% in the 2g8 group at Week 48.

At Week 60, the proportion of participants with both no subRPE fluid and no retinal fluid in central subfield
increased further to values of approximately 69% to 71% in all treatment groups (Table 9-17).
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Table 3-17: Proportion of participants without retinal fluid and subretinal pigment epithelium
fluid in central subfield by visit, LOCF (full analysis set)
2q8 HDg12 HDg1&
N =336 N =335 N =338
Wisit Fluid status Num/Den(%) Num/Den(%) Num/'Den{%)
Baseline Mo SubRPE fluid 2371335 (T0.7%) 225/334 (67 .4%) 236/338 (70.2%)
Dy 7335 (2.1%) 51334 (1.5%) G336 (1.8%)
Mot dry (IRF andfor 5RF) 230/335 (BB.T%) 2201334 (B5.9%) 2307336 (58.5%)
Both IRF and SRF missing or 0v335 0v324 V336
undetermined
SubRPE fluid present D&/335 (29.3%) 108/334 (32.6%) 100/336 (29.8%)
Dy 67335 (1.8%) 334 (0.9%) 37335 (0.9%)
Mot dry (IRF and/or SRF) B2/335 (27.5%) 106/334 (31.7%) B7/336 (25.9%)
Both IRF and SRF missing or 0v335 0v324 V336
undetermined
SubRPE missing or undetermined 1 1 2
Week 48 Mo SubRPE fluid 2B1/326 (B6.2%) 298/325 (891.7%) 308/330 (93.3%)
Dy 178/326 (54.9%) 216/325 (66.5%) 207/330 (62.7%)
Not dry (IRF and/or 5RF) 103/326 (31.9%) B2/325 (25 2%) 100/330 (30.3%)
Both IRF and SRF missing or 0v3za V325 V330
undetermined
SubRPE fluid present 45/326 (13.8%) 271325 (8.3%) 22/330 (B.7%)
Dy 171326 (5.2%) 16/325 (4.89%) 14/330 (4.2%)
Not dry (IRF and/or 5RF) 28/326 (B.6%) 11/325 (3.4%) 27330 (2.4%)
Both IRF and SRF missing or 0v3za V325 V330
undetermined
SubRPE missing or undetermined 10 10 8
Week 60 No SubRPE fluid 206/326 (90.8%) 305/328 (83.0%) 308/331 (93.4%)
Dy 226/326 (69.3%) 2321328 (T0.7%) 228/331 (6B.9%)
Mot dry (IRF and/or SRF) TO/326 (21.5%) T2/328 (22.0%) B1/331 (24.5%)
Both IRF and SRF missing or 0v3za 0v3za V331
undetermined
SubRPE fluid present 30/326 (9.2%) 23/328 (7.0%) 22/331 (6.6%)
Dy 18/326 (5.5%) 12/328 (3.7%) 12/331 (3.6%)
Not dry (IRF andfor 5RF) 121326 (3.7%) 11/328 (3.4%) 97331 (2.7%)
Both IRF and SRF missing or 0v3za 0v3za V331

undetermined
SubRPE rri55ing or undetermined

10

7

7

IRF = Intraretinal fluid, LOCF = Last cbsernvation camied forward. NumiDen = numerator’denominator, SAP = statistical analysis
plan, SRF = Subretinal fluid, subRPE = subretinal pigment epithelium fluid

LOIWCF: last available observed valwe prior to ICE was used to impute missing data

Intercarrent events (ICE) were handled according to primary estimand strategy for binary endpoints as described in Table 8-13

n Section 8.5 of the SAP.

Dry = defined as no IRF nor SRF in central subfield detected; Mot dry = defined as IRF andfor SRF in central subfield detected.

Time to fluid-free retina over 48 weeks and over 60 weeks (total fluid in the central subfield)

There were no clinically meaningful pairwise differences between the HD treatment groups and the 2g8 group
in the median time to fluid-free retina (no IRF and no SRF), median time to IRF-free retina, or median time to
SRF-free retina over 48 weeks in the FAS (Table 14.2.4/7, Table 14.2.4/8, and Table 14.2.4/9 of the PH-42588
report section, respectively).

There were also no clinically meaningful pairwise differences between the HD treatment groups and the 2g8
group in the median time to fluid-free retina (no IRF and no SRF), median time to IRF-free retina, or median
time to SRF-free retina over 60 weeks in the FAS (Table 14.2.4/7, Table 14.2.4/8, and Table 14.2.4/9 of the
PH-42588 report section, respectively).

Proportion of participants with sustained fluid-free retina over 48 weeks and over 60 weeks (total
fluid in the central subfield)

There were no clinically meaningful pairwise differences between the HD treatment groups and the 2g8 group
in the median time to sustained fluid-free retina (no IRF and no SRF), median time to IRF-free retina, or median
time to SRF-free retina over 48 weeks in the FAS (Table 14.2.4/13, Table 14.2.4/14, and Table 14.2.4/15 of
the PH-42588 report section, respectively).
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There were also no clinically meaningful pairwise differences between the HD treatment groups and the 2g8
group in the median time to sustained fluid-free retina (no IRF and no SRF), median time to IRF-free retina, or
median time to SRF-free retina over 60 weeks in the FAS (Table 14.2.4/13, Table 14.2.4/14, and Table
14.2.4/15 of the PH-42588 report section, respectively).

The proportions of participants with sustained fluid-free retina, IRF-free retina, and SRF-free retina can be
found in Table 14.2.4/10 to Table 14.2.4/12 (over 48 weeks) and Table 14.2.4/10 to Table 14.2.4/12 (and
over 60 weeks) of the PH-42588 report section.

Proportion of participants without leakage on FA at Week 48 and Week 60

The proportion of participants without leakage on FA increased in all groups over time reaching values of >
40% in the HDq16 and the 2g8 groups and > 60% in the HDq12 group at Week 48. At Week 60, the proportion
of participants without leakage on FA increased further, reaching values of > 50% in the HDg16 and the 2g8
groups and > 60% in the HDq12 group. The number of participants with an undetermined leakage status was
generally small and similar across the treatment groups over time (Table 9-18).

Table 3-18: Proportion of participants without leakage on FA by visit, LOCF (full analysis set)

Visit Leakage status 2q8 HDg12 HDg16
M =338 W =335 M =338
Mumi/Den(%%) Mum/Den(%) Num/Den()
Baseline Mo leakage 0r338 0r3as 17337 (0.3%)
Any lzakage 336336 (100%:) 335/335 (100%) 336337 (90.7%)
Undetermined 0 0 1
Week 12 Mo leakage G61/308 (15.8%) TOS305 (23.0%) G7307 (21.8%)
Any leakage 2477308 (8D.2%) 2357305 (77.0%) 240307 (78.2%)
Undetermined B B 7
Week 43 Mo leakage 1367322 (42.2%) 1837318 (50.5%) 1307319 (43.8%)
Any lzakage 18687322 (57.8%) 126/318 (30.5%) 1707310 (56.1%)
Undetermined B ] g
Week 60 Mo leakage 1787320 (55.6%) 195/318 (51.3%) 1887318 (53.5%)
Any leakage 1425320 (44.4%) 1237318 (38.7%) 1477316 (46.5%)
Undetermined 10 10 10

ICE = Intercurrent events, FA = fluorescein angisgraphy, LOCF = Last observation camied forwanrd, MurmiDen =
numerater’dencminator, SAP = statistical analysis plan

LOCF: last available observed value prior to ICE was used to impute missing data

ICE were handled according to prmary estimand strategy for binary endpoints as described in Table 9-13 in Section 8.5 of the
SAP

Proportion of participants with q12 or q16 or longer treatment intervals

Proportion of participants with q16 or longer treatment interval through Week 48 and Week 60 in
HDq16 group

The proportion of completers who maintained q16 dosing intervals prior to Week 48 was 76.6% and 74.1%
prior to Week 60 in the HDq16 group (Table 10-2).

Proportion of participants with q12 or longer interval through Week 48 and Week 60 in the HDq12
and HDq16 groups

The proportion of completers in the HD treatment groups who maintained q12 or longer dosing intervals prior
to Week 48 was 79.4% and 87.2% in the HDql12 and HDq16 groups, respectively. In the pooled HD groups,
83.3% maintained q12 or longer dosing intervals.

The proportion of completers in the HD treatment groups who maintained q12 or longer dosing intervals prior
to Week 60 was 77.8% and 85.4% in the HDql12 and HDq16 groups, respectively. In the pooled HD groups,
81.6% maintained q12 or longer dosing intervals (Table 10-2).
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Proportion of participants with q12 or q16 or longer treatment interval as the last intended interval
at Week 48 and Week 60 in HDq12 and HDq16 groups, respectively

The proportion of participants with q12 or longer treatment interval as the last intended interval at Week 48
was 79.4% in the HDq12 and 86.9% in the HDq16 group, and 83.1% in the pooled HD groups. The proportion
of participants with q16 or longer treatment interval as the last intended interval at Week 48 was 76.6% in the
HDq16 group (Table 10-2).

The proportion of participants with q12 or longer treatment interval as the last intended interval at Week 60
was 84.6% in the HDg12 and 90.0% in the HDg16 group, and 87.3% in the pooled HD groups. The proportion
of participants with q16 or longer treatment interval as the last intended interval at Week 60 was 77.3% in the
HDQq16 group (Table 10-2).
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Table 10-2:

(safety analysis set, only participants considered as completers for Week 48)

Exposure to study treatment through Week 48 and Week 60 - Dosing intervals

Through Week 48 (a)

208 HDg12 HDg16 All HD
N =308 N =316 N=312 M =628
(100%) (100%) (100%) (100%)

Subjects with 12 or longer dosing interval (b), n (%) ! 281 (794%) 272(872%) 523(83.3%)

Subjects with g16 dosing interval (c), n (%) ! / 238 (7T6.6%) /

Subjects with 12 or longer dosing interval as the last ! 251(794%) 271(869%) 522 (83.1%)

intended dosing interval (d), n (%)

Subjects with g16 dosing interval as the last intended ! ! 239 (7T6.6%) /

dosing interval (d), n (%)

Subjects shortened to g8 dosing interval at Week 16, n ! 17 (5.4%) 10 (3.2%) 27 (4.3%)

(%]

Subjects shortened to g8 dosing interval at Week 20, n ! 25 (7.9%) 21 (6.7%) 46 (7.3%)

(%)

Subjects shortened anytime, n (%) ! 65 (20.6%) T3 (23.4%) 138 (22.0%)
Subjects shortened to g8 dosing interval anytime, n ! 65 (20.6%) 40 (12.8%) 105 (16.7%)
(%)

Subjects shorntened to g12 dosing interval anytime, n ! / 33(10.6%) /
(%) (without shortening to qa)
Through Week 60 (&)
208 HDg12 HDq16 All HD
N =305 N =311 N =309 N =620
{(100%) (100%) {(100%) (100%)

Subjects maintained with g12 or longer dosing interval i 242 (77 8%) 264 (B54%) 506 (81.6%)

(f). n (%)

Subjects maintained with g16 or longer dosing interval i ! 229 (74 1%) !

(@), n (%)

Subjects with g12 or longer dosing interval as the last i 263 (B4.6%) 273 (90.0%) 541 (87.3%)

intended dosing interval {h), n (%)

Subjects with q16 or longer dosing interval as the last ! 134 (43.1%) 239 (7¥7.3%) 373 (60.2%)

intended dosing interval {h), n (%)

Subjects with q20 dosing interval as the last intended ! ! 119 (38.5%) !

dosing interval (h), n (%)

Subjects shortened to q8 dosing interval at Week 16, ! 17 (5.5%) 10 (3.2%) 27 (4.4%)

n (%

Slﬁbj::cts shortened to q8 dosing interval at Week 20, i 25 (8.0%) 20 (6.5%) 45 (7.3%)

n (%

Slgbj::cts shortened anytime, n (%) f 69 (22 2%) 80 (259%) 149 (24 0%)

Subjects shortened to g8 dosing interval anytime, i 69 (22.2%) 45 (14.6%) 114 (18.4%)
n (%
Sl.[mjicts shortened to 912 dosing interval anytime ! ! 35 (11.3%) !
(without shortening to g8), n (%)
Subjects never extended dosing interval, n (%) (i) ! 159 (51.1%) 174 (56.3%) 333 (53.7%)
Subjects extended dosing interval anytime, n (%) () i 152 (48.9%) 135(43.7%) 287 (46.3%)

DRM = dose regimen modification
!indicates categories that do not apply.

oo

DRM criteria until Week 44] prior to Week 48.

3]

DRM criteria until Week 44] prior to Week 48.

=h D o

DRM criteria until Week 58] prior to Week 60.

(=]

DRM criteria until Week 58] prior to Week 60.

- =

Wesek 58] prior to Week G0.

Week 58] prior to Week G0.

Based on DRM crteria assessed at the last visit on or before Week 48.
Study interventions given at Week 60 or beyond are not included in this table.
All subjects on q12 or q16 interval for wham it was not planned to have their interval shortened to g8 interval [according to

Based on DRM criteria assessed at the last visit on or before Week 60.
All subjects on q12 or q16 interval for whom it was not planned to have their interval extended [according to DRM criteria until

Study interventions given at Week 48 or beyond are not included in this table.
All subjects on q12 or q16 interval for whom it was not planned to have their interval shortened to g8 interval [according to

All subjects on q16 interval for whom it was not planned to have their interval shortened to q12 or g8 interval [according to

All subjects on q16 interval for whom it was not planned to have their interval shortened to g12 or g8 interval [according to

All subjects on Q12 or q16 interval for whom it was planned to have their interval extended [according to DRM criteria until
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Table 10-1: Exposure to study|treatment: through Week 48 and Week 80 (safety analysis set)

HDq12

2q8 HDq16 AllHD
N =336 (100%) N =335 (100%) N=338(100%) N=673 (100%)
Week48
Total number of active injections, n 2267 1986 1703 3689
Total number of sham injections, n 1212 1515 1793 3308
Number of active injections, n (%)
1 1(0.3%) 2(D.6%) 2 (D.6%) 4 (0.6%)
2 1(0.3%) 2(0.6%) 1(0.3%) 3(0.4%)
3 4 (1.2%) 3(0.9%) 9 (2.7%) 12 (1.8%)
4 6 (1.8%) 7(2.1%) 22 (6.5%) 29 (4.3%)
5 6 (1.8%) 22 (6.6%) 263 (77.8%) 285 (42.3%)
6 29 (8.6%) 260 (77.6%) 11 (3.3%) 271 (40.3%)
7 288 (85.7%) 39 (11.6%) 29 (8.6%) 68 (10.1%)
8 1(0.3%) 0 0 0
Number of active injections
n 336 335 337 672
Mean (SD) 6.7(0.8) 59(0.8) 5.1(0.8) 55(0.9)
Median 7.0 6.0 5.0 6.0
Min, Max 1.8 1.7 1.7 1.7
Number of sham injections, n (%)
1 7(2.1%) 4(1.2%) 3(0.9%) 7(1.0%)
2 15 (4.5%) 4(1.2%) 8(2.4%) 12 (1.8%)
3 46 (13.7%) 17 (5.1%) 5(1.5%) 22 (3.3%)
4 258 (76.8%) 63 (18.8%) 40 (11.8%) 103 (15.3%)
5 1(0.3%) 240 (71.6%) 45 (13.3%) 285 (42.3%)
6 0 0 229 (67.8%) 229 (34.0%)
Number of sham injections
n 327 328 330 658
Mean (SD) 3.7(0.7) 46 (0.7) 5.4 (1.0) 50(1.0)
Median 40 50 6.0 50
Min, Max 1,5 15 1,6 1,6
Duration of treatment (weeks)
n 336 335 337 672
Mean (SD) 46.28 (6.62) 46.54 (6.56) 46.18 (6.97) 46.36 (6.77)
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Median 48.00 48.00 48.00 48.00

Min, Max 4,50.9 4,52 4,53.3 4,53.3
Week 60
Total number of active injections, n 2854 2324 2018 4342
Total number of sham injections, n 1502 2080 2380 4480
Mumber of active injecticns, n (%)
1 1(0.3%) 2 (0.8%) 2 (D.6%) 4 (D.8%)
2 1(0.3%) 2 (0.6%) 1(0.3%) 3 (0.4%)
3 4 (1.2%) 3 (0.9%) B (2.7%) 12 (1.8%)
4 6 (1.8%) T i2.1%) 10 (3.0%) 17 (2.5%)
5 5(1.5%) 5 (1.5%) 20 (5.9%) 25 (3.7%)
i B(2.7%) 24 (7.2%) 255 (75.4%) 279 (41.5%)
7 6 (1.8%) 239 (71.3%) 11 (3.3%) 250 (37.1%)
8 43 (12.8%) 38 0(11.3%) 21 (6.2%) 59 (B.8%)
g 260 (77.4%) 15 (4.5%) B (2.4%) 23 (34%)
10 1(0.3%] [\ O O
Mumber of active injections
n 338 335 337 a672
Mean (SD) B.5(1.3) 6.9(1.1) 6.0(1.1) 8.5 (1.2)
Median B0 7.0 6.0 6.0
Min, Max 1.10 1.9 1.9 1.9
Mumber of sham injections, n (%)
1 5(1.5%) 4 (1.2%) 3 (0.9%) T (1.0%)
2 12 (3.8%) 2 (0.8%) B (2.4%) 10 (1.5%)
3 15 (4.5%) 5 (1.5%) 2 (D.6%) T (1.0%)
4 48 (14.3%) 12 (3.0%) 5(1.5%) 17 (2.5%)
5 246 (73.2%) 34 (10.1%) 19 (5.6%) 53 (7.9%)
8 1(0.3%) 63 (17.3%) 31 (9.2%) BO (13.2%)
7 0 213 (63.6%) 42 (12.4%) 255 (37.9%)
] 0 0 220 (65.1%) 220 (32.79%)
Mumber of sham injections
n 327 azs 330 a58
Mean (SD) 4.6 (0.9) 6.3(1.2) T.2(1.5) 8.8(14)
Madian 5.0 7.0 B.O 70
Min, Max 1.6 1.7 1.8 1.8
Dwration of treatment (weeks)
n 338 335 337 672
Mean (5D 57.23 (9.56) 57.74(9.12) 57.44 (0.80) 57.50 (9.4G)
Median 60.00 60.00 60.00 60.00
Min, Max 4,847 4.83.3 4,63.8 4,63.6

Max = maximum, Min = minimum, 50 = standard deviation

Dwration (weeks) = [[date of last study treatment) — (date of first study treatment) +28)7: 28 days were added because of the
minimum 4 week dosing interval in the study.

Study interventions given at Wesek 60 or beyond are not included i this table.

In addition to the shortening of the intervals of IVT injections, some patients were eligible starting week 52 to
extend up by 4 week the interval based on DRM criteria assessed in HD groups and at 60 weeks (patients in
HDq12 group could be injected with a q16 interval and patients in HDq16 group could be injected with a q20
interval). Moreover, the sponsor proposed the following wording for the posology in the SmPC:

“4.2 Posology and method of administration

Eylea must only be administered by a qualified physician experienced in intravitreal injections.
Posology

The recommended dose is 8 mg aflibercept, equivalent to 0.07 ml solution.

Eylea treatment is initiated with 1 injection per month for 3 consecutive doses. Injection intervals may then be
extended up to every 16 weeks based on the physician’s judgement of visual and/or anatomic outcomes.
Subsequently, the treatment intervals may be further adjusted based on the physician’s judgement of visual
and/or anatomic outcomes up to every 5 months.

Eylea treatment intervals of 1 month for more than 3 consecutive doses have not been studied. There are
limited data for treatment intervals longer than 5 months.

Assessment report
EMA/538733/2023 Page 88/235



There is no requirement for monitoring between injections. Based on the physician’s judgement the schedule
of monitoring visits may be more frequent than the injection visits.”

Overall, the efficacy results issued from PULSAR study are very limited to support the 5 months injection
interval during the maintenance phase and more data was requested.

The applicant provides additional exposure data regarding the 20q dosing interval. Through Week 96, up to
47% and 44.3% of HD patients extended their treatment interval to g20 or longer intervals in the PULSAR and
PHOTON study respectively. Numerically, this corresponds to a total of 185 patients completed at least one
q20 interval before Week 96 in PULSAR and 133 patients in PHOTON study.

At Week 96, the proportion of patients with q20 or longer as the last intended dosing interval in the PULSAR
was 36.8% in the HDq12 group and 54.9% in the HDq16 group. Of 216 HD patients that were extended to a
g20 treatment interval at any time through Week 96, the majority of patients maintained on 20 or were
extended even further to g24 (i.e. 53 and 127 HD patients, respectively); only a few patients were shortened
back to q16 (i.e. 3 HD patients).

For the PHOTON study, at Week 96 the proportion of patients with q20 or longer as the last intended dosing
interval was 42.2% in the HDq12 group and 45.3% in the HDq16 group. Of 177 HD patients that were extended
to a g20 treatment interval at any time through Week 96, the majority of patients maintained on q20 or were
extended even further to q24.

Moreover, all participants in HD groups were eligible for dose interval shortening (to a minimum of g8) as of
Week 16 or extension (by 4-week increments) as of Week 52 according to the pre-specified DRM criteria. Due
to this option for treatment individualization, by the end of Year 2, the HDq12 and HDq16 groups were allocated
into a range of treatment intervals from 8 to 24 weeks. No patient had yet completed a 24-week interval by
Week 96, but patients could have completed one or two q20 intervals. As for the requested 2-year data, the
Applicant provided exposure details for patients who extended their treatment interval to q20 or longer.
Through Week 96, up to 47% and 44.3% of HD patients extended their treatment interval to q20 or longer
intervals in the PULSAR and PHOTON study respectively. Numerically, this corresponds to a total of 185 patients
completed at least one q20 interval before Week 96 in PULSAR and 133 patients in PHOTON study.

At Week 96, the proportion of patients with g20 or longer as the last intended dosing interval in the PULSAR
was 36.8% in the HDq12 group and 54.9% in the HDq16 group. Of 216 HD patients that were extended to a
q20 treatment interval at any time through Week 96, the majority of patients maintained on q20 or were
extended even further to q24 (i.e. 53 and 127 HD patients, respectively); only a few patients were shortened
back to q16 (i.e. 3 HD patients).

For the PHOTON study, at Week 96 the proportion of patients with q20 or longer as the last intended dosing
interval was 42.2% in the HDg12 group and 45.3% in the HDq16 group. Of 177 HD patients that were extended
to a g20 treatment interval at any time through Week 96, the majority of patients maintained on q20 or were
extended even further to q24.

Thus, in both studies, a high proportion of patients in the HD groups (48% and 56% respectively in the PHOTON
and PULSAR HDq16 groups) extended their treatment intervals to q20 or longer while only a very few patients
extended to intervals of q20 required a subsequent shortening of the treatment interval. However, even low,
details on the reasons that lead to dosing interval shortening were needed.

Further discussion was required on the absence of visits between two injections during the maintenance phase.
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The Applicant provided some clarifications regarding the relevance of absence of visits between two injections
during the maintenance phase for patients allocated to HD intervals.

As discussed above, considering that the HDq12 and HDq16 treatment regimens have overall demonstrated
BCVA gains non-inferior compared to 2g8, it is supported that modification of treatment intervals is not needed
between doses and therefore monitoring visits are not a requirement for these regimens. Nevertheless, in line
with the current practice regarding aflibercept 2 mg and the information included in the SmPC for aflibercept 2
mg, the Applicant proposes that event for the HD intervals, the frequency of monitoring visits may be higher
than the dosing frequency, based on the discretion of the treating physician. As for validated regimen, the
applicant proposal to leave need for monitoring visits to the physician’s discretion seems to be acceptable.

Issue could be considered as solved mainly on the basis that the HDg12 and HDg16 treatment regimens have
overall demonstrated BCVA gains non-inferior compared to 2gq8 at W96.

The MAH was asked to should provide a Table that could clearly identify the patient’s dosing interval of
treatment in each arm at Week 48 and 60 (g8, q12, q16 and q20) which is presented below.

Table 51 Actual dosing intervals at Week 48 and 60 by assigned treatment arm - PULSAR and PHOTOM
Figures denote numbser (%) of subjects

FULSAR PFHOTON
Ig8 HDgl2 HIg 16 g8 HIg12 HDql6

Week 48 N=109 =316 WN=312 N=15T7 N=300 N=156
complelers {1 00) (I00a)y { 100a) { 1D0G) { DD0) { I0ray
Interval at Week 48 gf 309 (100%) 65 (206%) 40 (12.8%) | 157 (100%:) 27 (9.0%) Bi3.8%)

qlz HNA 251 (TA4%) 33 (10.6%) NA 273 (90.0%) 10 (7.1%)

gqla HNA MNA 239 (Ta.b6%) NA HNA 139 (R9.1%)
Week bl N=H05 =311 =309 N=135 N=259 M=152
complelers { 100%) (I00a)y { 100a) { D0 { D) { drap
Interval at Week 60 g8 305 (100%) 51 (164%) 331007 | 155 (100%:) 23 (B.0%) B(5.3%)

qlz MA 126 (40.5%) 42 (13.6%) MA 138 (47.8%) 12 (79%)

gqla L 134 (43.1%) 116 (37.5%) NA 128 (44.3%)  TT(30.7%)

Q20 L MA 118 (38 2%) NA A 35 (36.2%)

Manwally calculaied from swimmer plots shown in Figune 18 to Figure 25

As noted above, the participant’s dosing intervals in each treatment arm at Week 48 for PULSAR study

indicated that:

In the HDq12 arm (N=316 Week 48 completers):

e 251 participants (79.4%) maintained their originally assigned q12 dosing interval

e 65 participants (20.6%) were shortened to q8. Of these:

o 17 participants (5.4%) were shortened at Week 16 and

o 25 participants (7.9%) were shortened at Week 20.

o The remaining 23 participants (7.3%) were shortened at later timepoints through Week 48, i.e. at

Week or 32 or Week 44

In the HDq16 arm (N=312 Week 48 completers):

e 239 participants (76.6%) maintained their originally assigned q16
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e 33 participants (10.6%) were shortened to q12;

e 40 participants (12.8%) were shortened to g8. Of these:
o 10 participants (3.2%) were shortened from q16 to g8 at Week 16.
o 21 participants (6.7%) were shortened from q16 to g8 at Week 20.

o The remaining 9 participants (2.9%) were shortened from q16 to q12 at Week 24, and further
shortened to g8 in a subsequent step through Week 48.

In the HDq12 arm (N=311 Week 60 completers):
e 134 participants (43.1%) were extended to a q16 dosing interval until Week 60.

e 126 participants (40.5%) were on a q12 dosing interval at Week 60.

e 51 participants (16.4%) were on a q8 dosing interval at Week 60

In the HDq16 arm (N=309 Week 60 completers):

e 118 participants (38.2%) were extended to a q20 dosing interval until Week 60.
e 116 participants (37.5%) were on a q16 dosing interval at Week 60.

e 42 participants (13.6%) were on a q12 dosing interval at Week 60.

e 33 participants (10.7%) were on a g8 dosing interval at Week 60

PHOTON study

In the HDq12 arm (N=300 Week 48 completers):
e 273 participants (91.0%) maintained their originally assigned q12 dosing.
e 27 participants (9.0%) shortened from q12 to g8.

o 3 participants (1.0%) were shortened at Week 16,

o 12 participants (4.0%) were shortened at Week 20,

o The remaining 12 participants (4.0%) were shortened at later timepoints through Week 48, i.e. at
Week or 32 or Week 44.

In the HDq16 arm (N=156 Week 48 completers):
e 139 participants (89.1%) maintained their originally assigned q16 dosing interval
e 11 participants (7.1%) were shortened to q12;

e 6 participants (3.8%) were shortened to g8.
o 1 participant (0.6%) were shortened from q16 to g8 at Week 16,
o 3 participants (1.9%) were shortened from q16 to g8 at Week 20,
o the remaining 2 participants (1.3%) were shortened from q16 to q12 at Week 24, and further
shortened to g8 in a subsequent step through Week 48

In the HDq12 arm (N=289 Week 60 completers):
e 128 participants (44.3%) were extended to a q16 dosing interval until Week 60.
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e 138 participants (47.8%) were on a q12 dosing interval at Week 60.
e 23 participants (8.0%) were on a g8 dosing interval at Week 60.

In the HDq16 arm (N=152 Week 60 completers, see Figure 25):

e 55 participants (36.2%) were extended to a q20 dosing interval until Week 60.

e 77 participants (50.7%) were on a q16 dosing interval at Week 60.

e 12 participants (7.9%) were on a q12 dosing interval at Week 60.

e 8 participants (5.3%) were on a g8 dosing interval at Week 60

The Applicant has adequately provided the requested patient’s dosing interval of treatment in each arm at
Week 48 and 60 (g8, q12, q16 and q20) in both PULSAR and PHOTON studies.

For PULSAR study, it appears that the majority of patients were rather maintained on their originally assigned
interval or extended to a greater interval (eg, from q12 to q16 interval) both on W48 and W60 completers.
However, even low, it should be noted that a certain proportion of patients were shortened their treatment
interval (less than 20% in both HDq12 and HDq16 arm at W48 and W60). In the meantime, and as discussed
above, a proportion of patients were extended from their original assignment (43.1% of HDg12 arm were
extended to a q16 dosing interval and 38.2% of HDq16 arm were extended to a q20 dosing interval)

For PHOTON study, the proportion of patients who maintained their original interval was greater with around
90% of patients maintained their originally assigned q12 or q16 dosing at W48 and W60 and around 10%
who shortened the originally assigned interval. In parallel, 43.3% and 36.2% of patients were extended to a
ql6 and g20 dosing interval for HDq12 and HDq16 arm respectively.

PHOTON Study - 21091, VGFTe-HD-DME-1934

Methods

Study design

This phase 2/3, multi-center, randomized, double-masked, study aim to investigate the efficacy, safety, of IVT
administration of aflibercept 8 mg (HD) versus aflibercept 2 mg in participants with DME involving the center
of the macula (Figure 1 and 2).

The study consists of a screening/baseline period, a treatment period with duration of 92 weeks, and an end
of study visit at Week 96. An extension of the study is planned starting Week 96 for 60 weeks with an end of
study visit at week 156.

Subjects with nAMD were randomized to receive IVT injections in the study eye of HD or 2 mg in a 1:2:1 ratio
to 3 parallel treatment groups:

e 20g8: aflibercept 2 mg administered every 8 weeks, after 5 initial injections doses at 4-week intervals.

e HDq12: aflibercept 8 mg administered every 12 weeks, after 3 initial injections at 4-week intervals. Participants
in this group can move to g8 dosing regimen at Weeks 16 or 20, or up to q16 dosing regimen at week 52
according to pre-specified criteria.
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* HDq16: aflibercept 8 mg administered every 16 weeks, after 3 initial injections at 4-week intervals. Participants
in this group can move to g8 dosing regimen at Weeks 16 or 20, to q12 dosing regimen at Week 24, or up to

g20 dosing regimen at week 52 according to pre-specified criteria.

Study Flow Diagram

Multi-center, randomized, doublemasked
Patients with DME* N=~640

Figure 1:

Randomized 1:2:1
2gq8 HDqg12 HDqg16
Aflibercept 2mg every 8 weeks HD every 12 weeks after HD every 16 weeks after
after 5 initial monthly injections 3 initial monthly injections 3 initial monthly injections
n=160 n=320 n=160
Primary EP at Week 48: Mean change in BCVA (Non -inferiority)

Key Secondary EPs:
* Change from baseline in BCVA at week 60 (for ex -US health authorities only)
« Proportion of patients with a =2 step improvement in DRSS at week 48
¥
| End of study at Week 96

I *Treatment Nalve and Praviously Treated

Optional extension phase follow up through Week 156

Abbreviations: 2q8=Aflibercept 2 mg administered every 8 weeks after 5 initial injections at 4-week intervals;
HD=high dose aflibercept (8 mg aflibercept): HDq12: High dose aflibercept 8 mg administered every 12 weeks after
3 initial injections at 4-week intervals; HDql6: High dose aflibercept 8 mg administered every 16 weeks after 3
mitial injections at 4-week intervals; BCVA=Best corrected visual acuity; DME=diabetic macular edema;

EP=Endpoint; DRSS=Diabetic Retinopathy Severity Scale.

Dosing Schedule
PHOTON: Dosing Schedule

Wk a0 Wk 44 Wik a8
o X

Figure 2:

Wh 24* Wk 28 Wh 32

AQ12 group: If criteria are met, patients will continue g8.
*HDq16 group: If eriteria are met at week 16 or 20, patient will continue q8. If eriteria are met at week 24, patient will continue q12.

X¥=active injection
o=sham injections | | *For patients on a dosing interval of q12 or q16 weeks, DRM criteria will be assessed at dosing visits and if DRM criteria are met the next
dosing interval will be reduced by 4 weeks.
Wi 92 Wk 96

Wi B4 Wi BE

Wk 64 Wk 68 wk72 Wi 76
o

Wk 52 Wh 56 Wi 50
2g8 ] X ] X o] X o X o X

Dose Regimen Modifications in Year 2
TPatients that continue on a dosing interval >8 weeks will be assessed at their dosing visits for DRM criteria for both shortening and

extension of the interval by 4 week increments

Abbreviations: 2q8= Aflibercept 2 mg administered every 8 weeks after 5 initial injections at 4-week intervals;
HD=high dose; HDq12= High dose aflibercept 8 mg administered every 12 weeks after 3 mitial injections at 4 week
intervals; HDql16= High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4-week

mntervals; DRM=Dose regimen modification.
Note: Fioure does not reflect all dosine options once a patient is shortened or extended
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Study participants

The study population consisted of naive male and female of > 18 years patients with DME.

Key inclusion criteria

1. Type 1 or type 2 diabetes mellitus
2. DME with central involvement in the study eye (CRT = 300 pm)
3. BCVA ETDRS letter score 78 to 24

Key exclusion criteria

1. Evidence of macular edema due to any cause other than diabetes mellitus in either eye
2. Active proliferative diabetic retinopathy in the study eye

3. IOP = 25 mmHg in the study eye

4. IVT anti-VEGF treatment in the study eye within 12 weeks of screening

5. Uncontrolled BP (systolic > 160 mm Hg or diastolic > 95 mm Hg)

6. Uncontrolled diabetes mellitus (HbAlc > 12%)

The proposed study treatment compared to the current treatment in patients with DME was supported by the
CHMP scientific advice. The chosen study population and related exams all along the study are similar the one
from the randomised phase III VIVID and VISTA, which was the basis for the approval of aflibercept in DME
patients which is deemed acceptable.

Treatments

In PHOTON study, patients were randomized in a 1:2:1 ratio to receive monotherapy with either 2 mg
aflibercept (administered every 8 weeks, after 5 initial injections at 4-week intervals) or aflibercept 8 mg
administered every 12 or 16 weeks, after 5 initial injections at 4-week intervals. Participants in these groups
can move to g8 dosing regimen at Weeks 16 or 20, q12 dosing regimen at Week 24, or up to or up to q16
(HDq12 group), q20 (HDg16 group) dosing regimen at week 52, if both criteria were met:

° >10 letter loss in BCVA from week 12 in association with persistent or worsening DME

° >50 um increase in CRT from week 12 (It should be noted that the change in CRT for these criteria will be
assessed at the site.)

Each vial was for single eye use only. No dosing modification for an individual patient is allowed.

Permitted concomitant treatments:

Participants may not receive any standard or investigational agents for treatment of their DME in the study eye
other than IVT aflibercept as specified in this protocol until they have completed the end of study/early
termination visit assessments. This includes medications administered locally (e.g., IVT, by juxtascleral or
periorbital routes), as well as those administered systemically with the intent of treating the fellow eye.
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Patients may receive any medication considered necessary for the participant’s welfare, and that is not expected
to interfere with the evaluation of the study intervention, may be given at the discretion of the investigator.

Any medication or vaccine (including any sedation, anesthesia, eye drops used for the study procedures, blood-
derived products, prescription or over-the-counter medicines, probiotics, vitamins, and herbal supplements)
that the participant is receiving at the time of enrollment or receives during the study must be recorded.

If the fellow eye has DME, or any other approved indication, 2 mg aflibercept will be allowed. Once the fellow
eye receives only aflibercept 2 mg therapy during the study.

If a pre-treatment concomitant medication is administered in the study eye before injection (e.g., antibiotic,
topical anesthetic), it must be administered for sham procedures as well.

Dose delays or modifications: Assessments for dose regimen modification is to be performed in all participants
at all visits starting from Week 16. Based on these assessments, participants in the HD groups may have their
treatment intervals shortened or extended. The minimum interval between injections will be 8 weeks, which is
considered a rescue regimen for participants randomized to HD aflibercept who are unable to tolerate a dosing
interval greater than every 8 weeks. Participants in the aflibercept 2 mg group will remain on fixed g8 dosing
throughout the study until the end of masked study visit at Week 96 (i.e., will not have modifications of their
treatment intervals regardless of the outcomes of the dose regimen modification assessments).

Treatment was to be discontinued if any of the following reasons applied (but were not limited to):

¢ Relevant laboratory abnormality or SAEs, if the sponsor or investigator sees this as medical reason to warrant
withdrawal.

e AE (ocular or nonocular) that, from the participant’s or the investigator’s view, is potent enough to require
withdrawal from the study. The investigator must notify the sponsor immediately if a participant is withdrawn
because of an AE/SAE.

¢ At the discretion of the treating investigator. The development of conditions, which would have prevented a
participant’s entry into the study according to the selection criteria, is no reason per se for withdrawal. However,
the withdrawal in such cases remains at the discretion of the treating investigator.

e Decision by the investigator or sponsor that termination is in the participant’s best medical interest or
administrative decision for a reason other than an AE/SAE.

e A female participant becomes pregnant.

e Lost to follow-up.

e Decision by the sponsor to halt the entire study.

¢ If any treatment for DME other than study interventions is given in the study eye.

e Systemic anti-angiogenic agents were taken by the participant during the study.

e If, in the investigator's opinion, continuation of the study would be harmful to the participant's well-being.

e At the specific request of the sponsor and in liaison with the investigator (e.g., obvious non-compliance or
safety concerns).
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Patients who permanently discontinue from study drug should be encouraged to remain in the study. Those
who agree and do not withdraw from the study will be asked to return to the clinic for all remaining study visits
per the visit schedule.

Patients who permanently discontinue from study drug and who opt to withdraw from the study will be asked
to complete study assessments.

Objectives

Primary objective

To determine if treatment with HD aflibercept at intervals of 12 or 16 weeks provides non-inferior BCVA
compared to 2 mg aflibercept dosed every 8 weeks.

Secondary objectives

 To determine the effect of HD versus 2 mg aflibercept on other visual and anatomic measures of response

- To evaluate the safety, immunogenicity, and pharmacokinetics (PK) of aflibercept (HD and 2 mg)

Outcomes/endpoints

Primary efficacy endpoint

- Change from baseline in best corrected visual acuity (BCVA) (as measured by ETDRS letter score) at Week
48

Key secondary efficacy endpoints

- Proportion of patients with a > 2-step improvement in Diabetic Retinopathy Severity Scale (DRSS) at week
48

- Change from baseline in BCVA (as measured by ETDRS letter score) at Week 60 (EP-SAP only)

Additional secondary endpoints

- Proportion of participants gaining = 15 letters in BCVA from baseline at Week 48

- Proportion of participants with BCVA > 69 letters at Week 48

- Proportion of participants without fluid at foveal center at Week 48

- Change from baseline in CRT at Week 48

- Proportion of participants without leakage on fluorescein angiography (FA) at Week 48
- Change from baseline in NEI-VFQ-25 total score at Week 48

Exploratory endpoints

- Proportion of participants without retinal fluid (total fluid in center subfield at Week 48 (FC is already
secondary)

- Proportion of participants with a = 3-step improvement in DRSS at Week 48

+ Change from baseline in BCVA averaged over the period from Week 36 to Week 48
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- Proportions of participants gaining and losing = 5 or = 10 letters at Week 48

- Proportion of participants losing = 15 letters at Week 48

- Proportion of participants randomized to HDg16 maintaining q16 dosing interval or longer through Weeks 48
+ Proportion of participants randomized to HDq12 maintaining q12 dosing interval through Weeks 48

As discussed for the PULSAR study in patient with nAMD, the primary objective and endpoint of PHOTON study
were also discussed during the SA (EMA/CHMP/SAWP/277944/2019) and concerns was raised regarding the
choice of an endpoint at 48 week in view of the increased intervals and the need for at least 64 week data,
preferably supplemented with some 2-year data is foreseen to support the Q12 and/or Q16 dosing regimens
as well as long-term safety.

Sample size

The sample size of 640 subjects (2x160+320) was adequately estimated with and included 19% possible
dropout. The HDg12 dose regiment had twice the size of the two other doses due to regulatory requirements.
It was based on the non-inferiority of the 8 mg dose-regimens aiming to consent a loss of efficacy over the 2
mg control regimen at 48 weeks not exceeding 4 characters of the EDTRS chart (i.e. one line of the chart),
with 0.025 type-one error and with more than 90% power to achieve non-inferiority for both dose.

Randomization

The randomization was performed with an interactive web system. The 3 active arms (2g8, 8q12 and 8q16)
were distributed in the trial according to the ratio 1:2:1, showing at the randomisation level, the preference of
the sponsor to the high dose regimen every 12 weeks enrolling twice as more subjects as in the 2 other dose
regimens. Patients were stratified on the geographical region (Japan vs Rest of the World) and the CRT baseline
(<400um vs 2400 pm) and prior DME treatment (yes/no).

The EU population constituted the largest cohort of subjects included in the trial (39%), followed mainly by
cohorts from North America (30%) and Asia (23%), representing a total of 92% of the study population.

Homogeneous treatment responses in these 3 major subgroups should be expected.

Blinding (masking)

Overall, relatively the same measures are followed as in the PULSAR Study.

Sham injections were aimed to mask the difference between dose regimen schedules in patients. In addition,
the unmasked investigator administering the study drug did not participate in any efficacy or safety endpoint
evaluations apart from the reporting of AEs and device-related AEs/SAEs/deficiencies relating to filter needle,
injection needle, or syringe during injection procedure and post-injection assessment. Therefore, no impact on
study integrity is expected.

An overview of the masked and unmasked site personnel is presented in Table 1.
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Table 1: Responsibilities of the Masked and Unmasked Personnel

Maszked or Unmasked Perzonnel

* Performs all screening procedures up wnhl randemization

*  Asszesses inclusion/exclusion criteria

* Obtains medical’ophthalwic hstory

* Obtains informed consent

# (Collects samples for laboratory testing and antibody samphng

* Parforms electrocardiograms (ECGs) and transfers to reading center

Masked Perzonnel

*  Assesses AFs mehiding seventy and relationship

*  Aszesses efficacy

* Performs ophthalmic exammations, including IOP, at all study visits {except post-dose exaninations
immediately after treatment)

# Evaluates all safety, including vital signs and review of 1mages for safety concerns (except those
immediately after IVT mjection)

¢ DMay perform fellow eve injections at any unscheduled vizits where only the fellow sve 15 treated

* Tests refraction and BCVA (no exceptions will be granted)

* Peorforms and assesses OCT, fundus photography (FP), and FA 1mages and transfers them to reading centers

Unmaszked Personnel

* (Coordinates randomuzation

¢ Parforms receipt and accountability of study drug

¢ Performs study drag (HD or 2 mg aflibercept) or sham injections in study eye

* Paorforms fellow eve mjection (if treatment 13 administered bilaterally'in conjunchon with study eve
treatment)

* Observes safety through the end of the observation period (approximately 30 munutes following study
treatment)

* (Checks IOP post-dose (smdy eye) before the end of the approximately 30-minute observation period
* (Checks indirect ophthalmoscopy post-dosze (study eye)

Unmasking of treatment assignment for a patient could have been necessary due to a medical emergency or
any other significant medical event (eg, pregnancy) and when a treatment decision is contingent on knowing
the patient’s treatment assignment. Study drug had to be discontinued for patients whose treatment has been
unmasked.

Additionally, no emergency unblinding was required during the study.

Statistical methods
e Populations for statistical analyses

The full analysis set (FAS) was planned to include all randomized patients who received at least 1 dose of study
medication; it was based on the treatment assigned to the patient at baseline (as randomized). FAS was the

primary analysis set for efficacy endpoints.

The per protocol set (PPS) was planned to include all patients in the FAS who had a baseline and at least 1
post-baseline assessment of BCVA, and did not have any relevant important protocol violations that affect the
primary efficacy variable. The final determination on the exclusion of patients from the PPS was to be made on

the masked data prior to the first database lock and described in a separate document. The PPS was used for
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supplementary analysis of change from baseline in BCVA (non-inferiority only) at week 48 (primary endpoint)
and week 60 (key secondary endpoint).

Treatment assignment was based on the treatment received (as treated). In general, the randomized treatment
group was to be considered as the actual treatment group, unless the patient has not been treated at all after
randomization. Isolated incorrect treatments did not constitute a change in the “as treated” assignment but

were considered as intercurrent events.

The safety analysis set (SAF) was including all randomized patients who received any study treatment; it was
based on the treatment received (as treated). Treatment compliance/administration and all clinical safety
variables were analyzed using the SAF. The safety analysis was performed on the observed safety data.

The efficacy populations of analysis are acceptable, except for PPS which was planned to be analysed “as

treated” while an error of treatment allocation should be considered as a major deviation to the protocol.
However, it was not an issue in this trial where only one wrong treatment allocation was reported.

« Definition of estimands

The estimand was specified through the following definitions of population, variable, treatment condition,

intercurrent events, and population-level summary:

e Population: Defined by the inclusion/exclusion criteria. All efficacy analyses were conducted using the FAS.

¢ Variable: Change from baseline to week 48 in BCVA

e Treatment condition: Intention to treat with HD aflibercept administered every 12 weeks (HDql12) after 3
initial monthly injections or every 16 weeks (HDq16) after 3 initial monthly injections each versus aflibercept
2 mg administered every 8 weeks (2g8) after 5 initial monthly injections; dose regimen modifications did not
affect patient's assigned ITT regimen.

e Intercurrent events: Premature discontinuation from treatment; missed injections; use of prohibited
medication; wrong study intervention administered, as displayed in Table 1.

e Population-level summary: Difference in least-square (LS) mean change from baseline to week 48 in BCVA
between HDq12 and 2g8 (and HDq16 and 2g8) resulting from a mixed-model for repeated measurements
(MMRM).

The estimand proposal is similar to the Pulsar trial and is acceptable with the same interrogation on the
hypothetical strategy which looks like the while on treatment strategy.
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Table 1: Strategies for occurrence of intercurrent events (ICE)

Potential post- Intercurrent Estimand strategy Analysis strategy
randomization event event
(vesno)
Premature
discontinmation of study
intervention before
Week 48
- Discontimation of  Yes Hypothetical Non-observed data
study at the same beyond discontinuation
time will be covered implicitly
in the MMBRM
- Continuation of Yes Hypothetical Observed data beyond last
study beyond active injection prior to
discontinuation of discontimuation + current
study intervention® treatment interval + 3
days will be exchuded
from analysis. Missing
and excluded data will be
covered by the MMREM.
Missed injection for any
reason before Week 48
- Planned to be sham  Yes. but no N/A All observed data will be
impact inchided in the analysis
- Planned to be active, Yes Treatment policy All observed data will be
make-up given at inchided in the analysis
next visit
- Planned to be active, Yes Hypothetical Observed data beyond last
make-up or active injection prior to
scheduled active the missed dose + current
injection not given treatment interval + 3
at mexct visit days will be exchided
from analysis. Missing
and excluded data will be
covered by the MMEM.
Shertening of dosing No.DRMis NA
interval according to considered
DEM criteria before part of the
Week 48 treatment
regimen
Use of a prohibited Yes Hypothetical Observed data beyond
medication after the first administration of
first dose of study prohibited medicine will
medication ( be excluded from
analysis. Missing and
exchuded data will be
covered by the MMRM
Wrong study
intervention before
Week 48
- Active injection Yes Treatment policy All chserved data will be
given instead of inchuded in the analysis
sham
- Sham injection Yes Hypothetical Observed data beyond last
instead of active active injection priot to
the wrong dose + current
treatment interval + 5
days will be exchuded
from analysis. Missing
and exchoded data will be
covered by the MMRM.
- Wrong dose level Yes Treatment policy All observed data will be
given (eg, 2mg inchided in the analysis
given instead of
Smg)

“ This ICE will be handled in the same way as "Missed injection: Planned to be active, make-up or scheduled
active injection not given at next visit, since the info of discontinuation from smdy intervention was not collected

in the database.
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The following 2 hypotheses were tested in the primary analysis:

e HDg12 was non-inferior to 28 regarding the mean change in BCVA from baseline to week 48 using a non-
inferiority margin of 4 letters:

Hio: Y1 < Mo — 4 vs. Hii: g1 > po — 4, where po, y1, were the mean change from baseline in BCVA at week 48
for 28 and HDq12, respectively.

¢ HDg16 was non-inferior to 28 regarding the mean change in BCVA from baseline to week 48 using a non-
inferiority margin of 4 letters:

H3o0: M2 < Po — 4 vs. Hzi: g2 > po - 4, where po, Y2 were the mean change from baseline in BCVA at week 48
for 28, and HDQg16, respectively.

For the analysis of the primary efficacy variable, a mixed model for repeated measurements (MMRM) was used
with baseline BCVA measurement as a covariate and treatment group (HDq16 vs. 2g8 and HDq12 vs. 2g8) and
baseline CRT category (<400 um, =400 pm), prior DME treatment (yes, no), geographical region (Rest of
world, Japan), and visit as fixed effects as well as terms for the interaction between baseline BCVA and visit
and for the interaction between treatment and visit. A Kenward-Roger approximation was used for the
denominator degrees of freedom. Further, an unstructured covariance structure was used. If the model did not
converge, an appropriate covariance structure would be used instead. Only data up to Week 48 were used in

this analysis.
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¥y is the change from baseline BCVA for i®patient at jfvisit for k™ treatment group,
{Ba is an ntercept term,
Bhasepcva is the regression coefficient of the covariate,
xi for the baseline BCVA of ith patient.

(%) is the fixed effect of treatment group k

B o is the fixed effict of categorized baseline CRT n,

Bi sz 15 the fixed effect of prior DME treatment .

Bieg is the fixed effect of region m,
() is the fixed effect of visit j.

visit

() . the interaction between baseline BCVA and visit j,
baze+visit ]
;f;.‘gr,wm the interaction between treatment k and wisit j,

€;j 15 the residual error with &; 3 ~N(0, %) and corr(;y, ;) = p® _{i.j}. or 0
otherwise.

In terms of the estimators the population-level summary of the estimands (ie, the treatment effect
at week 48) can then be expressed as
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The hierarchical procedure proposed to control for multiplicity hypothesis testing is endorsed. As in Pulsar, the
hierarchy targets preferably the 8 mg every 12 weeks dose regimen (HDq12). If this regimen passed the non-
inferiority tests in BCVA at 48 and 60 weeks treatment, the HDq16 week regimen will be then tested in BCVA
non-inferiority. The HDq12 dose regimen will be then tested for non-inferiority in DRSS score > 2-step. If these
steps are positively past, the high doses will be tested for superiority.

e Control of Multiplicity

The overall family-wise type 1 error was controlled at 0.025 (one-sided tests) for testing the primary and key
secondary endpoints. Adjustment for multiple comparisons in the primary and key secondary endpoints were
made with a hierarchical testing procedure. This approach allowed the confirmatory testing of a hypothesis at
the full alpha level of 0.025 after successful rejection of the hypotheses which were ranked higher in the

hierarchy. The hypotheses were tested in the order as specified in Table 2 for G-SAP and EP-SAP, respectively.
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Table 2: The Testing Order of Hierarchical Testing Procedure® in G-SAP and EP-

SAP
G-SAFP EP-SAFP

Hio : Q12 BCVA Week 48 non-inferiority Hyp: Q12 BCVA Week 48 non-inferiority
Ha : Q12 BCVA Week 60 non-inferiority

Hio - Q16 BCVA Week 48 non-inferiority Hip : Q16 BCVA Week 48 non-inferiority
Ha Q16 BOVA Week 60 non-inferiority

Hs 2 Q12 DRSS Week 48 non-inferiority Hsz : Q12 DRSS Wesak 48 non-inferiornity

Ha 2 Q16 DRSS Week 48 non-inferiority Hso : Q16 DRSS Wesak 48 non-inferiornity

Hu 1 Q12 BCVA Week 48 superiority Huw : Q12 BCVA Week 48 superiority
Hg : Q12 BCVA Week 60 superiority

Hin : Q16 BCVA Week 48 superiority Ha - Q16 BCVA Week 48 superiority
Hioo : @16 BCVA Week §) superionity

# for comparisons with 2q8 stody treatmant zroup

e Subgroup analyses

Analyses were performed in the following subgroups:
e Sex: male, female
e Age at enrollment: <55 years, =55 years to <65 years, 265 years to < 75 years, =75 years

e Race (only subgroups with sufficient sample size): White, Black or African American, Asian

Ethnicity: Not Hispanic or Latino, Hispanic or Latino

e Baseline BCVA (<73 letters, >73 letters)

e Geographic region: Japan, Rest of the world

e Baseline CRT category (<400 pm, =400 um)

e Prior DME treatment (yes, no)

Subgroup analyses were performed using the same model as the one mentioned for the primary analysis,
except for those subgroups that were also stratification factors (geographic region, baseline CRT category, and

prior DME treatment), where these terms were individually removed from the model (leaving the other 2 factors
in).

Regarding the subgroup analyses, the geographical region segmentation (Japan vs RoW), should be considered
for sensitivity analyses. As for Pulsar trial, the primary analysis was reiterated using the region fixed effect,
stratified as follows: Japan, Europe including Czech Rep, Germany, Hungary and UK, North America including
Canada and USA . In addition, the primary endpoint was documented in the European and North America
regions as mentioned above .

As for Pulsar trial, a new geographical region analysis was requested. The main cohort in this trial comes from
North America with 462 patients (70%), followed by Europe (19%) and Japan (11%). Results across the new
segmentation of regions seem more consistent in the Photon trial with a non-inferiority confirmed in the North
America subgroup. The smaller size of EU and Japan subgroups make their results a bit less reliable.

e Sensitivity analyses

Sensitivity analyses included an analysis of covariance with missing data imputed by last observation carried
forward (LOCF), a multiple imputation (MI) analysis, and a tipping point analysis; and supplementary analyses
included an MMRM model for the primary endpoint using the PPS.
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The hierarchical procedure proposed to control for multiplicity hypothesis testing is endorsed. As in PULSAR,
the hierarchy targets preferably the 8 mg every 12 weeks dose regimen (HDq12). If this regimen passed the
non-inferiority tests in BCVA at 48 and 60 weeks treatment, the HDq16 week regimen will be then tested in
BCVA non-inferiority. The HDg12 dose regimen will be then tested for non-inferiority in DRSS score > 2-step.
If these steps are positively past, the high doses will be tested for superiority.

Results

Participant flow

There were 660 enrolled participants (970 patients screened with 310 screening failure) at 138 sites in 7
countries (Canada, Czech Republic, Germany, Hungary, Japan, United Kingdom, and the United States). Most
participants in each of the 3 groups (2g8: 94.0%, HDq12: 91.2%, and HDq16: 95.1%) completed their Week
48 analysis visit. The disposition of participants through Week 60 and further through Week 60 is presented in
Table-4. Of note, as requested the Applicant provides a participant flow figure for the PHOTON study.

Table 4: Summary of Participant Disposition Through Week 60 (All Randomized
Participants)
2q8 HDgl2 HDql6 AllHD Total
(N=16T7) (N=329) (N=164) (N=493) (N=660)
Week 48
Number of patients who
completed Week 48 157 (94.0%) 300 (91.2%) 156 (95.1%) 456 (92.5%) 613 (92.9%)
Number of patients who
discontinued prior to Week 48 10 (6.0%) 29 (8.8%) 8 (4.9%) 37 (7.5%) 47 (7.1%)
Reasons for discontinuation prior
to Week 48
Noncompliance with protocol by
the subject 1 (0.6%) 0 1] 0 1(0.2%)
Adverse event 0 4(1.2%) 1 (0.6%) 5(1.0%) 5(0.8%)
Decision by the
investigator/sponsor 0 4(1.2%) 1 (0.6%) 5(1.0%) 5(0.8%)
‘Withdrawal of consent by subject 4(2.4%) 7(2.1%) 2(1.2%) 0 (1.8%) 13 (2.0%)
Lost to follow-up 1 (0.6%) 5(1.5%) 1 (0.6%) 6 (1.2%) 7(1.1%)
Death 4 (2.4%) 9(2.7%) 3(1.8%) 12 (2.4%) 16 (2.4%)
Due to COVID-19 0 0 1] 0 0
Week 60
Number of patients who 155 (92.8%) 2890 (87.8%) 152(92.7%) 441(89.5%) 596 (90.3%)
completed Week 60
Number of patients who 12 (72%) 40 (12.2%) 12 (7.3%) 52 (10.5%) 64 (9.7%)
discontinued prior to Week 60
Reasons for discontinuation
prior fo Week 60
Noncompliance with protocel 1 (0.6%) 1(03%) 0 1(0.2%) 2(0.3%)
by the subject
Adverse event 0 4(1.2%) 2(1.2%) 6 (1.2%) 6(0.9%)
Decision by the 0 6(1.8%) 2 (1.2%) 8 (1.6%) 8(1.2%)
investigator/sponsor
‘Withdrawal of consent by 4(2.4%) 12 (3.6%) 2 (1.2%) 14 (2.8%) 18 (2.7%)
subject
Lost to follow-up 2(1.2%) 8 (2.4%) 2 (1.2%) 10 (2.0%) 12 (1.8%)
Death 5(3.0%) 9(2.7%) 4(2.4%) 13 (2.6%) 18 (2.7%)
Due to COVID-19 0 0 0 0 0

Abbreviations: 2q8=Aflibercept 2 mg adnunistered every 8 weeks after 5 initial injections at 4-week intervals;
HDql2=High dose aflibercept 8 mg adnunistered every 12 weeks after 3 initial injections at 4-week intervals;
HDgl6=High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4-week intervals;

All HD=Pooled HDq12 and HDg16 groups; COVID-19=Coronavirus Disease 2019.

The percentage was based on the number of patients in each treatment group as denominator.

Definition of completed Week 48 = did not answer NO to the question “Did the subject complete the study?” on the
“Study Completion™ form prior to Week 48 visit.

Definition of completed Week 60 = did not answer NO to the question “Did the subject complete the study?” on the
“Study Completion” form prior to Week 60 visit.
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Recruitment

Date first subject randomized: 29 Jun 2020
Date last subject completed Week 60 / End of Study Visit: 07 Oct 2022.

The study was conducted at a total of 7 countries (Canada, Czech Republic, Germany, Hungary, Japan, United
Kingdom, and the United States).

Conduct of the study

Protocol deviations

Overall, 36 (35.1%) participants reported important protocol deviations (Table 5). The most frequent (= 5%)
important protocol deviations were related to the initiation of study procedures without re-consenting
participants to the amended Informed consent (17 participants) and followed by initiation of study procedures
without consenting/prior to consenting of participants to the ICF (9 participants overall). Globally, the frequency
of participants with important protocol deviations through Week 60 is considered similar across the treatment
groups.

Other protocol deviation were related to the COVID-19 pandemic (in 17 patients without any exclusion in the
Week 60 database).

Table 5: Summary of Important Protocol Deviations Through Week 48 (All
Randomized Participants)
2q8 HDgqll HDglé AIDHD  Total
(IN=167) (N=320) (N=164) (N=493) (N=0660)
Number of Important Protocol Deviations 7 18 11 20 36
Patients with Any Important Protocol Deviation 7 (4.2%) 18 (5.5%) 11 (6.7%) 29 (5.9%) 36 (5.5%)
Type of Important Protocol Deviation
Subject did not re-consent to amended ICF and 4 (2.4%) 6(1.8%) 7(43%) 13 (2.6%) 17 (2.6%)
study procedures initiated (never signed
amended ICF or signed after procedure)
Ex #07 met but subject randomized. 2 3(1.8%) 2 (0.6%) 0 2(04%) 5(0.8%)
Ex #08 met but subject randomized ® 0 1(0.3%) 0 1(0.2%) 1(02%)
Inc #03 not met but subject randomized. 0 3(09%) 1(0.6%) 4(0.8%) 4(0.6%)
Subject did not sign ICF and study procedures were 0 6(1.8%) 3(1.8%) 9(18%) 9(14%)
mitiated (never signed ICF or signed after
procedure performed)

Abbreviations: 2q8=Aflibercept 2 mg administered every 8 weeks after 5 imitial injections at 4-week intervals;

HDgl12=8 mg aflibercept administered every 12 weeks after 3 initial injections at 4-week intervals;

HDq16=8 mg aflibercept administered every 16 weeks after 3 mifial injections at 4-week intervals; All HD=Pooled

HDq12 and HDql6 groups; BCVA =best corrected visual acuity, DME= diabetic macular edema; ETDRS= Early

Treatment Diabetic Retinopathy Stody, Ex= exclusion criterion; ICF= informed consent form. Inc= inclusion

criterion; IVT= intravitreal.

The percentage for each analysis set was based on the number of randomized patients in each treatment group as

denominator.

* Exclusion criterion #7: Prior use of intraocular or pertocular corficosteroids m study eye within 16 weeks/112 days
of screening or ILUVIENE® or OZURDEXE® IVT mplants at any time

* Exclusion criterion #8: History of vitreoretinal surgery (including scleral buckle) in the study eye

¢ Inclusion criterion #3: Subject didn't satisfy BCVA ETDRS score of 78-24 (Snellen equivalent of 20/32 - 20/320)
in studv eve with decreased vision determined to be result of DME.

Minor deviations
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¢ 1 participant in HDg16 met exclusion criterion #01 Evidence of macular edema due to any cause other than
diabetes mellitus in the fellow eye

e 5 participants met exclusion criterion #28 Uncontrolled diabetes mellitus as defined by HbAlc > 12% (3 in
2g8, 1 in HDg12, 1 in HDQ16)

— All 5 participants had values undetermined at baseline.

e 52 participants met exclusion criterion #29 Uncontrolled BP (systolic > 160 mmHg or diastolic > 95 mmHg);
treated with up to 3 agents known to have anti-hypertensive effects for arterial hypertension to achieve
adequate blood pressure control; changes in BP medications must be stable for 12 weeks (84 days prior to
screening)

— 52 participants were randomized despite having systolic blood pressure (SBP) or diastolic blood pressure
(DBP) above of the protocol-specified range (11 in 298, 24 in HDq12, 17 in HDq16)

— 25 participants were randomized despite being treated with > 3 BP medications (7 in 2g8, 10 in HDg12, 7 in
HDq16)

— 1 participant in 2g8 group was randomized despite having BP medication regimen changed within 12 weeks
of screening

The following protocol deviations were not captured correctly in the PD listing:

e 1 participant met exclusion criteria #4: IVT anti-VEGF treatment (aflibercept, ranibizumab, bevacizumab,
brolucizumab, pegaptanib sodium) in the study eye within 12 weeks (84 days) of the screening visit, but this
deviation was not captured in the PD listing

¢ 1 participant met exclusion criteria #1 for the dense PK substudy: Prior treatment with IVT aflibercept in the
fellow eye within 12 weeks (84 days) of the screening visit, but this deviation was not captured in the PD listing

e 6 participants had data entered in IWRS that did not match the data entered in EDC for prior DME treatment,
but these deviations were not captured in the PD listing

e 9 participants had a deviation reported incorrectly for “incorrect data entered into IWRS at randomization
visit (eg, CRT, BCVA, or prior DME treatment)” for prior DME treatment; IWRS and EDC data are consistent

Amendment to the protocol

Amendment 1 (06 Dec 2019)

The purpose of this amendment was to address feedback received from European Union (EU) regulatory
agencies as part of the Voluntary Harmonisation Procedure (VHP). The requested revisions include: addition of
information on criteria for study and study drug discontinuation, specification that collection of adverse events
(AEs) and serious adverse events (SAEs) will begin at the time of informed consent, clarification on assessment
of laboratory values as AEs, clarification of some of the statistical considerations, and other minor revisions as
requested.

Amendment 2 (14 Feb 2020)

The primary purpose of this amendment was to update details of the study design, combining rescue treatment
with Dose Regimen Modification (DRM) assessments in both year 1 and year 2. Patients in the HDq12 and
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HDQq16 groups will now be eligible for a rescue regimen (8 mg aflibercept every 8 weeks) beginning at week
16.

Amendment 3 (07 May 2020)

The primary purposes for this amendment were to clarify the machine-specific values for CRT (measured on
spectral domain optical coherence tomography [SD-OCT]) defined in the inclusion criteria for the reading
center’s determination of eligibility, and to describe the continuity plan for conducting clinical study activities
and study oversight activities during the public health emergency due to Coronavirus Disease 2019 (COVID-
19).

Amendment 4 (28 Apr 2022)

The primary purpose for this amendment was to simplify and extend the confirmatory testing hierarchy:

To remove the initial Bonferroni-based split of the overall significance level (which had been introduced
originally to allow simultaneous testing of the 2 hypotheses (8 mg aflibercept every 12 weeks [HDq12] vs 2
mg aflibercept every 8 weeks [2g8] and 8 mg aflibercept every 16 weeks [HDq16] vs 2g8) of the primary
endpoint at a significance level of 0.0125 [1-sided] each) and to assign the full significance level of 0.025 (1-
sided) to the first hypothesis (HDg12 vs 2g8). The reason for this change is to adjust the testing sequence to
the perceived clinical probability of success, ie, since HDq12 is more likely to succeed than HDq16 (due to the
higher dosing frequency after the loading phase).

1. To remove the subsequent splitting of the remaining alpha levels between 2 hypotheses, and replace it by
a simpler hierarchical testing procedure in both the global statistical analysis plan (G-SAP) and the statistical
analysis plan for EMA and PMDA (EP-SAP).

This change allows sequential testing of hypotheses at the full significance level after successful rejection of
the hypotheses which are ranked higher in the hierarchy. The reason for this change is to prioritize testing of
hypotheses which are deemed to be clinically more relevant.

2. To allow formal statistical testing for superiority of the change from baseline in best corrected visual acuity
(BCVA) at week 48 (and week 60, in the EP-SAP only) that controls the overall family-wise type 1 error. The
formal statistical testing for superiority is added at the end of the revised testing hierarchy. Hence the testing
hierarchy is extended.

3. To remove the endpoint of “Proportion of patients without retinal fluid at the foveal center at week 12” as a
key secondary endpoint in the testing hierarchy (it remains as a secondary endpoint assessed at week 48).
Based on recent data from another, completed study, it was determined that week 12 is not a reasonable time
point to assess this endpoint. Analysis of this endpoint will be more informative at week 48 after a year of
treatment.

Of note, the updated confirmatory testing hierarchy still controls the overall family-wise type 1 error at 0.025
level (1-sided). These changes will be implemented after the end of enrolment but before database lock and
before any unmasking occurs.

Amendment 5 (14 Sept 2022)

The primary purpose for this amendment was to add an optional 1 year extension phase to the current study
at select countries and sites. During the extension phase, all patients will be treated with HD aflibercept
including those originally assigned to the aflibercept 2 mg every 8 week (2g8) group.

Assessment report
EMA/538733/2023 Page 107/235



The treatment intervals for all groups will be adjusted according to individual responses as determined by
extension phase dose regimen modification (E-DRM) criteria.

Baseline data

Baseline data are presented in Table 7.

The following differences were noted by the MAH between the 2g8 group and the pooled HD groups (these
characteristics were similar between the HDg12 and HDq16 groups):

e Although most participants in all treatment groups were between the ages of 55 and 75, slightly more
participants younger than age 55 were in the pooled HD groups compared to the 28 group (23.4% vs 17.4%,
respectively).

e More participants in all treatment groups were male; however, more males were in the pooled HD groups
compared to the 2g8 group (62.9% vs 55.1%, respectively).

e A history of cerebrovascular disease was less prevalent in the pooled HD groups compared to the 28 group
(6.3% vs 11.4%, respectively). However, across all treatment groups, most participants did not have a history
of cerebrovascular disease.

Table 7: Demographics and Baseline Characteristics (Full Analysis Set)
248 HDql2 HDql6 AIHD Total
(N=16T) (N=128) (N=163) (N=491) (N=658)

Age (years)

o 167 328 163 491 658

Mean (SD) 63.0 (9.78) 62.1(11.13) 61.9 (9.50) 62.0 (10.61) 623 (10.41)

Median 64.0 63.0 62.0 63.0 63.0

Q1:Q3 56.0:70.0 35.0:70.0 55.0:68.0 55.0:70.0 56.0:70.0

Min : Max 38:90 24:87 37:83 24-87 24:90
Age category. n (%)

<55 years 29 (17.4%) 77 (23.5%) 38 (23.3%) 115 (23.4%) 144 (21.9%)

255 - <65 years 63 (37.7%) 108 (32.9%) 54(33.1%) 162 (33.0%) 225 (34.2%)

265 - <75 years 54 (32.3%) 107 (32.6%) 57 (35.0%) 164 (33.4%) 218 (33.1%)

275 years 21 (12.6%) 36 (11.0%) 14 (3.6%) 50 (10.2%) 71 (10.8%)
Ethnicity, n (%)

Hispanic or Latino 31 (18.6%) 54 (16.5%) 34 (20.9%) 8 (17.9%) 119 (18.1%)

Not Hispanic or Latino 133 (79.6%) 266 (81.1%) 126 (77.3%) 392 (79.8%) 525 (79.8%)

Not Reported 3 (1.8%) 8 (2.4%) 3 (1.8%) 11 (2.2%) 14 (2.1%)
Race. n (%)

American Indian or Alaska Native 0 2 (0.6%) 0 2 (0.4%) 2(0.3%)

Asian 30 (18.0%) 48 (14.6%) 23 (14.1%) 71 (14.5%) 101 (15.3%)

Black or African American 18 (10.8%) 35 (10.7%) 9 (5.5%) 44 (9.0%) 62 (9.4%)

Native Hawaiian or Other Pacific 0 1 (0.3%) 0 1(0.2%) 1(0.2%)

Islander

White 112 (67.1%) 231 (70.4%) 128 (78.5%) 359 (73.1%) 471 (71.6%)

Other 0 1 (0.3%) 0 1(0.2%) 1(02%)

Not Reported 4(2.4%) 6 (1.8%) 1 (0.6%) 7 (1.4%) 11 (1.7%)
Sex. n (%)

Female 75 (44.9%) 118 (36.0%) 64 (39.3%) 182 (37.1%) 257 (39.1%)

Male 92 (55.1%) 210 (64.0%) 99 (60.7%) 309 (62.9%) 401 (60.9%)
Geographical region, n (%)

Tapan 20 (12.0%) 37 (11.3%) 17 (10.4%) 54 (11.0%) 74 (11.2%)

Rest of World 147 (88.0%) 291 (88.7%) 146 (89.6%) 437 (89.0%) 584 (38.8%)
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BMI (kg/m?)
N

167 327 163 490 657

Mean (SD) 29.91 (6.525) 30.44 (6.136) 31.02(6.123) 30.63 (6.145) 30.45 (6.247)

Median 28.70 2040 30.00 29.65 20.40

Q1:Q3 25.10 :34.10 26.00 - 33.90 26.40:3470 26.20:3420 2590:3410

Min : Max 17.7: 486 17.7:521 20.1:585 17.7:58.5 17.7:58.5

SBP at baseline (mmHg) ?

N 167 328 163 491 658

Mean (SD) 135.92 (14.792) 134.06 (14.627) 133.47 (13.766) 133.86 (14.335) 134.39 (14.469)

Median 137.00 134.00 133.50 134.00 135.00

Q1:0Q3 126.00 : 147.00 123.00 : 146.00 123.67 : 144.50 123.50 - 145.50 123.67 - 146.00

Min : Max 97.0:167.0 98.5:170.0 102.0:167.0 98.5:170.0 97.0:170.0

DBP at baseline (mmHg) *

N 167 328 163 491 658

Mean (SD) 75.35 (8.928) 75.21 (9.445) 75.29 (9.216) 75.24 (9.361) 75.27 (9.246)

Median 76.00 75.30 75.50 75.50 75.50

Q1:Q3 69.50 : 82.00 68.50 : 82.00 69.00 : 82.50 69.00 : 82.00 69.00 : 82.00

Min : Max 47.5:913 46.5:108.5 50.5:955 46.5:108.3 46.5:108.3

Hemoglobin Alc at baseline (%)

N 166 326 161 487 653

Mean (SD) 8.14 (1.482) 7.94 (1.546) 7.84 (1.502) 7.91(1.531) 7.97 (1.521)

Median 7.90 7.60 7.60 7.60 7.60

Q1:Q3 7.20:9.10 6.80 : 8.90 6.90 : 8.50 6.80:8.70 6.90 :8.80

Min : Max 55:136 51:136 4.5:120 45:136 45:136

Hemoglobin Ale at baseline category. n
(%)
<8% 90 (53.9%) 193 (58.8%) 106 (65.0%) 209 (60.9%) 389 (59.1%)
>8% 76 (45.5%) 133 (40.5%) 55 (33.7%) 188 (38.3%) 264 (40.1%)
Missing 1 2 2 4 5
History of renal impairment, n (%)
Normal 111 (66.5%) 217 (66.2%) 112 (68.7%) 329 (67.0%) 440 (66.9%)
Mild 38 (22.8%) 72 (22.0%) 38 (23.3%) 110 (22.4%) 148 (22.5%)
Moderate 13 (7.8%) 22 (6.7%) g (49%) 30 (6.1%) 43 (6.5%)
Severe 4 (2.4%) 11 (3.4%) 5(3.1%) 16 (3.3%) 20 (3.0%)
Missing 1 6 0 6 7
History of hepatic impairment, n (%)

Yes 4 (2.4%) 12 (3.7%) 4 (2.5%) 16 (3.3%) 20 (3.0%)

No 163 (97.6%) 316 (96.3%) 159 (97.5%) 475 (96.7%) 638 (97.0%)
History of cerebrovascular disease, n (%)

Yes 19 (11.4%) 21 (6.4%) 10 (6.1%) 31 (6.3%) 50 (7.6%)

No 148 (88.6%) 307 (93.6%) 153 (93.9%) 460 (93.7%) 608 (92.4%)
History of ischaemic heart disease, n (%)

Yes 28 (16.8%) 64 (19.5%) 22 (13.5%) 86 (17.5%) 114 (17.3%)

Neo 139 (83.2%) 264 (80.3%) 141 (86.5%) 405 (82.5%) 544 (82.7%)
Duration of diabetes (vears) °

N 167 327 162 489 656

Mean (SD) 15.9 (10.04) 15.1(9.96) 15.7 (10.67) 15.3 (10.20) 15.5 (10.15)

Median 15.2 14.0 144 14.2 145

Q1:Q3 89:21.0 72:213 6.3:221 69:213 T2:213

Min : Max 1:61 0:51 0:54 0:54 0:61
Diabetes type, 0 (%)

Typel 11 (6.6%) 18 (5.5%) 9 (5.5%) 27 (5.5%) 38(5.8%)

Type II 156 (93.4%) 310(94.5%) 154 (94.5%) 464 (94.5%) 620 (94.2%)

Insulin Dependent 84 (50.3%) 150 (45.7%) 85 (52.1%) 235 (47.9%) 319 (48.5%)
Non-Insulin Dependent 73 (43.7%) 160 (48.8%) 68 (41.7%) 228 (46.4%) 301 (45.7%)

NEI-VFQ-235 total score at baseline

N 166 328 163 491 657

Mean (SD) 76.63 (15.889) 76.79 (17.316) 77.86(13.578) T7.15 (16.751) 77.02 (16.527)

Median 79.62 81.41 80.79 81.40 80.64

Q1:Q3 66.44 : 90.17 66.54 : 90.74 68.45:90.49 67.08 : 90.68 67.08 - 90.42

Min : Max 29.2:9§8.2 15.1:100.0 18.6:99.4 15.1:100.0 15.1:100.0

Abbreviations: 2q8: Aflibercept 2 mg administered every 8 weeks after 5 initial injections at 4-week intervals; HD=high dose; HDql2: aflibercept & mg
administered every 12 weeks after 3 initial injections at 4-week intervals; HDql6: aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4-week
intervals; All HD: Pooled HD12 and HDq16 groups; BMI=bedy mass index; BF =blood pressure; DBF = diastolic bleod pressure; mmHg=millimeters of mercury;
max=maximum; min=minimum; N.o=pumber; NEI-VFQ-23=National Eve Institute 25-Item Vispal Function Questionnaire; Ql=quartile 1; Q3=quartile 3:
SD=standard deviation; SBP=systolic blood pressure.

The percentage was based on the number of patients in each treatment group as denominator.

 The Baseline for BP was defined as the average of all valid measurements taken prior to administration of study drug.

" Date of randomization — date of initial diagnosis.
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Baseline Disease Characteristics in the Study Eye

Demographics and baseline characteristics appears to be unbalanced across the groups for the following
groups: age category (<55, = 55 to < 65), race (Black or African American, White), Hemoglobin Alc at

baseline category (percentage of patients with <8% and = 8%), patients with history of cerebrovascular
disease, history of ischaemic heart disease and diabetes type II (Non/insulin dependent).

Table §: Baseline Disease Characteristics in the Study Eve (Full Analysis Set)
g8 HDgl2 HDgl6 Al HD Tatal
(N=16T) (N=318) N=163) N=491) (N=658)
BCVA (ETDRS letter score)
N 167 328 163 491 658
Mean (3D 61.5(11.22) 636(10.100 6L4(1L.76) 62.9(10.72) 62.5(10.86)
Median 63.0 65.0 64.0 65.0 65.0
Ql:-Q3 54.0:70.0 57.0:72.0 550:71.0 56.0:71.0 36.0:71.0
Min - Max 24:78 27:79 29:78 27:79 24:79
Baseline BCVA category
=73 letters 147 (88.0%) 269 (B2.0%)  140(859%) 409 (833%) 556(84.5%)
=73 letters 20 (12.0%) 59 (18.0%) 23 (14.1%) 82 (16.7%) 102 (15.5%)
CRT (microns)
N 167 327 163 490 657
Mean (5D 4572 4491 4603 4529 454.0(129.48)
(144.00) (127.3%) (117.84) (12429
Median 417.0 431.0 4320 431.0 430.0
Ql-Q3 346.0:-5320 359.0:5180 3710:-5400 3620:5260 360.0:5280
Min - Max 260 :1014 229 :1309 255:926 2291509 229:1309
Missing 0 1 0 1 1
CR.T category per reading
center®
=400 microns 72 (43.1%) 134 (40.9%) 65 (39.9%) 199 (40.5%) 271 (41.2%)
=400 mucrons 95 (56.9%) 194 (55.1%) 98 (60.1%) 292 (59.5%) 387 (38.8%)
CRT category per IWRS
{nsed for stratification)®
<400 mucrons 69 (41.3%) 138 (42.1%) 69 (42.3%) 207 (42.2%) 276 (41.9%)
=400 microns 98 (58.7%) 190 (57.9%) 94 (57.7%) 284 (57.8%) 382 (38.1%)
Intraccular pressure (mmHg)
N 167 328 163 491 658
Mean (SD) 15.9 (2.99) 153 (324) 14.9(3.25) 15.2 (3.25) 15.4(3.20)
Median 15.0 150 150 15.0 15.0
Ql:-Q3 14.0:18.0 13.0:18.0 13.0:17.0 13.0:17.0 13.0:18.0
Min - Max 8:23 B8:-24 T-24 7-24 7:24
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Medical History

Diabetic Retinopathy Severity

Score (DESS)
10 0 1(0.3%) 2(1.2%) 3 (0.6%) 3 (0.5%)
12 /] 2 (0.6%) /] 2(0.4%) 2(0.3%)
14 1 (0.6%) 1(0.3%) 1 (0.6%) 2 (0.4%) 3 (0.5%)
15 1 (0.6%) 0 0 0 1 (0.2%)
20 3(1.8%) 13 (4.0%) 2(1.2%) 15(3.1%) 18 (2. T%)
35 66 (39.5%) 121 (36.9%) 66 (40.5%) 187 (38.1%) 253 (38.4%)
43 34 (20.4%) 59 (18.0%) 36(22.1%) 95 (19.3%) 129 (19.6%)
47 17 (10.2%) 46 (14.0%) 15(9.2%) 61 (12.4%) T8 (11.9%)
53 22 (13.2%) 34 (10.4%) 11 (6.7%) 45 (9.2%) 67 (10.2%)
61 9(5.4%) 20 (6.1%) 9 (5.5%) 29 (5.9%) 38(3.8%)
5] 4(24%) 11 (3 4%) 9 (5.5%) 200(4.1%) 24 (3.6%)
71 1 (0.6%) 1(0.3%) 2(1.2%) 3 (0.6%) 4 (0.6%)
75 /] 1(0.3%) /] 1(0.2%) 1 (0.2%)
%0 (non-gradable) 9(5.4%) 18 (5.5%) 10(6.1%) 28 (5.7%) 37(5.6%)
Prior DME treatment per EDIC, n (%) ©
Yes T4 (44 3%) 143 (43.6%)  T1(43.6%) 214{43.6%) 288 (43.8%)
No 93 (35.T%) 185 (536.4%)  92(36.4%) 27T (56.4%) 370 (56.2%)
Prior DME treatment per TIWRS (used for stratification), n (%)4
Yes T6 (45.5%) 149 (45.4%)  T2(4432%) 221 (45.0%) 297 (45.1%)
No 91 (34.5%) 179 (54.6%) 91 (55.8%) 270 (55.0%) 361 (54.9%)

Abbreviations: 2q8= Aflibercept 2 mg administered every § weeks after 5 imitial injections at 4-week intervals;

HDgl2= High dose aflibercept 8 mg administered every 12 weeks after } imtial injections at 4-week mtervals;

HDql &= High dose aflibercept & mg administered every 16 weeks after 3 inifial injections at 4-week intervals; All

HD= Pocled HDgl2 and HDgl6 groups; BCVA=best comrected visual acwty; CRT=cenfral refinal thickness;

DME=Dtabetic macular edema; DESS=Diabetic Retinopathy Sewverity Score; EDC=electromic data capture;

ETDES=early treatment dizbefic retmopathy stody; HD=high dose; [WRS=interactive web response system;

mar=maxmmm; min=minmum; N.p=number; (} 1=quartile 1; Q3=gquartile 3; SD=standard devizhon.

# Baselme values; used for subgroup analyses

b Reflects site’s entry of reading center values from screening visit into IWES; 10 patients were sirafified incormrectly,
based on incormect data entry in IWES.

“Used for week 48 subgroup analyses. However, before the week 60 database lock, the prior DME treatment status
was changed from No to Yes for 2 parficipants in the HDql2 group; the updated status was used for week 60
analyses.

i Reflects enfry of prior DME treatment information by site into IWERS; 47 patients had data entered inconsistently
between IWES and EDC.

The percentage was kased on the number of pafients in each treatment group as denominator.

The ocular medical and surgical history in the study eye mostly reported (> 10%) were AMD, Cataract, cataract
nuclear, cataract operation and retinal laser coagulation. Overall, baseline data for patient’s medical and
surgical history were comparable across the 3 groups, except for the cataract history, as well for patients with
vitreous detachment and intraocular lens implant (Table 9).

Moreover, non-ocular medical and surgical history in the study eye baseline data presented in Table 9 were not
comparable across the 3 groups for the following SOC: metabolism and nutrition disorders (Hyperlipidaemia,
Hypercholesterolaemia, and diabetes mellitus), gastrointestinal disorders (gastroesophageal reflux disease),
immune system disorders (seasonal allergy and drug hypersensitivity) and endocrine disorders
(hypothyroidism).
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Table 9: Ocular Medical or Surgical History in Study Eve in Overall
= 5% Participants (Safety Analysis Set)

Primary System Organ Class

Preferred Term g8 HDgl2 HDgl6 AILHD Total
MedDEA Version 25,0 (N=16T) (IN=318) (N=163) N=451) (N=658)
MNumber (%) of patients with at least 165 (98.8%) 326 (994%) 163 (100%) 489 (99.6%) 6354 (99.4%)
one finding or surgery
Eve disorders 165 (98.8%) 326 (99.4%) 163 (100%) 489 (99.6%) 6354 (99.4%)
Dhabehe retinal cedema 163 (97.6%) 320 (97.6%) 162 (99.4%) 482 (98.2%) 645 (98.0%)
Dhabehc retinopathy 118 (70.7%) 233 (71.0%) 112 (68.7%c) 345 (70.3%) 463 (70.4%)

Cataract 56 (33.5%) 113 (34.5%) 64 (39.3%) 177 (36.0%) 233 (35.4%)
Cataract nuclear 26 (15.6%) 56 (17.1%) 29 (17.8%) 85 (173%) 111 (16.9%)
Dry eve 13 (78%) 29 (88%) 10 (6.1%) 39 (79%) 52 (7.9%)
Vitreous detachment 19 (114%) 29 (88%) 10 (6.1%) 39 (79%) 58 (8.8%)
Retinopathy hypertensive 9 (54%) 22 (67%) 14 (86%) 36 (73%) 45 (65%)
Retinal haemorhage 7(42%) 18 (5.5%) 7 (43%) 25 (5.1%) 32 (49%)
Surgical and medical procedures 47 (28.1%) 101 (30.8%) 49 (30.1%) 150 (30.5%) 197 (29.9%)
Cataract operation 20 (12.0%) 47 (143%) 20 (12.3%) 67 (13.6%) 87 (13.2%)
Retinal laser coagulation 19 (114%) 41 (12.5%) 22 (13.5%) 63 (12.8%) 82 (12.5%)
Infraocular lens implant 16 (9.6%) 18 (5.5%) 12 (7.4%) 30 (6.1%) 46 (7.0%)

Abbreviations: 2q8= Aflibercept 2 mg admmistered every § weeks after 5 mitial injections at 4-week infervals;
HDigl 2= High dose afhibercept 8 mg admimstered every 12 weeks after 3 imfial imjechions at 4-week intervals;
HDglé&= High dose aflibercept B mg admimstered every 16 wesks after 3 inihial imjertions at 4-wesk infervals. All
HD=pooled HDql2 and HDqlé groups; MedDEA= Medical Dictionary for Regulatory Activifies.
The percentage was based on the number of patients in each treatment group as denominator.
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Table 10: Non-ocular Medical History Overall = 5% Participants (SAF)

Primary System Organ Clas:

Preferred Term Ig8 HDglz HDgls Al HDy Total
MedDRA Version 25.0 =167} (N=328) (M=163) (¥=491) (N=638)
Mumber (%) of patients with at leastone 167 (100%) 328 (100%) 163 (100%) 491 (100%) 638 (100%)
finding or surgery
Metabolism and nutrition disorders 167 (100%) 328 (100%) 162 (99.4%) 400 (90.8%) 657 (20.8%)
Type 2 diabetes mellitus 126 (75.4%) 250 (76.2%) 131 (80.4%) 381 (77.6%) 507 (77.1%)
Hyperlipidasmia 45 (26.9%) 98 (29.9%) 59 (362%) 157 (32.0%) 202 (30.7%)
Hypercholesterolaemia 52 (31.1%) B4 (25.6%) 49 (30.1%) 133 (27.1%) 185 (28.1%)
Dizbetes mellitus 24 (14.4%) 57 (174%) 20 (12.3%) 77 (157%) 101 (15.3%)
Obesity 9 (54%) 19 (5.8%) 10 (6.1%) 29 (5.9%) 3% (5.8%)
Type 1 diabates mellitus 12 (72%) 20 (6.1%) 9 (55%) 29 (5.9%) 41 (6.2%)
Vascular disorders 132 (79.0%) 256 (7E.0%) 131 (80.4%) 387 (7E.8%) 519 (78.9%)
Hypertension 128 (76.6%) 248 (75.6%) 124 (76.1%) 372 (75.8%) 500 (76.0%)
Swzical and medical procedures 6E (40.7%) 151 (46.0%) 58 (35.6%) 209 (42.6%) 277 (42.1%)
Hysterectomy 17 (10.2%) 35 (10.7%) 14 (B.6%) 49 (10.0%) &6 (10.0%)
Cholecystectomy 10 (6.0%) 19 (5.8%) 9 (55%) 28 (5.7%) 3% (5.8%)
Mervous system disorders 61 (36.5%) 107 (32.6%) 58 (35.6%) 165 (32.6%) 226 (343%)
Dizbetic nenropathy 18 (10.8%) 46 (14.0%) 23 (14.1%) 69 (14.1%) &7 (13.2%)
Mewropathy peripheral 18 (10.8%) 27 (2.2%) 13 (B.0%) 40 (R1%) 58 (8.8%)
Musculoskeletal and comnective tissue 34 (20.4%) 72 (22.0%) 41 (25.2%) 113 (23.0%) 147 (22.3%)
disorders
Arthritis 10 (6.0%) 18 (5.5%) B (49%) 26 (53%) 36 (5.5%)
Gastrointestinal disorders S0 (29.9%) 75 (22.9%) 35 (215%) 110 (22.4%) 160 (24.3%)
Gastrooesophageal reflux diseasa 28 (16.8%) 38 (11.6%) 18 (11.0%) 56 (11.4%) B84 (12.8%)
Cardiac disorders 41 (24.6%) 76 (23.2%) 27 (16.6%) 103 (21.0%) 144 (21.5%)
Myocardizl infaretion B (48%) 20 (6.1%) 12 (74%) 32 (65%) 40 (6.1%)
Coronary artery dissase 10 (6.0%) 23 (7.0%) 7 (43%) 30 (6.1%) 40 (6.1%)
Psychiatric disorders 33 (19.8%) 59 (18.0%) 30 (184%) 89 (18.1%) 122 (18.5%)
Deprassion 17 (10.2%) 28 (2.5%) 12 (74%) 40 (R81%) 57 (8.7%)
Anxiaty 12 (7.2%) 18 (5.5%) B (49%) 26 (5.3%) 3% (5.8%)
Immmne system disorders 39 (23.4%) 44 (134%) 23 (14.1%) 67 (15.6%) 106 (16.1%)
Seasonal allergy 22 (13.2%) 23 (70%) 6 (3.7%) 29 (5.9%) 51 (7.8%)
Dirug hypersensitivity 15 (9.0%) 17 (5.2%) 11 (6.7%) 28 (5.7%) 43 (6.5%)
Endocrine disorders 17 (10.2%) 42 (12.8%) 24 (14.7%) 66 (13.4%) 83 (12.6%)
Hypothyroidism 11 (6.6%) 37 (11.3%) 18 (11.0%) 55 (11.2%) 66 (10.0%)
Soeial circumstances 25 (15.0%) 30 (2.1%) 16 (9.8%) 46 (9.4%) 71 (l0.8%)
Postmenopause 16 (9.6%) 20 (6.1%) 10 (6.1%) 30 (6.1%) 46 (7.0%)

Abbreviations: 2g8= Aflibercept 2 mg admimistered every & weeks after 5 imitial injections at 4-week intervals;
HDgl2= High dose aflibercept 8 mg administered every 12 weeks after 3 mmtal mjections at 4-week mtervals;
HDgqlé= High dose aflibercept & mg adnunistered every 16 weeks after 3 mmihial imjections at 4-week mtervals. All
HD=pooled HD}ql2 and HDql6 groups; MedDEA= Medical Dictionary for Regulatory Activifies; SAF= safety
analysis set.

The percentage was based on the number of patients in each treatment group as denominator.

The MAH was asked to discuss the clinical relevance of the observed baseline disease characteristics
discrepancies in PHOTON study (in patients of different age category (<55, = 55 to < 65), race (Black or African
American, White), percentage of Hemoglobin Alc at baseline category (8% and = 8%), patients with history
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of cerebrovascular disease, history of ischaemic heart disease and diabetes type II (Non/insulin dependent),
BCVA category (£73 and = 73 letters) CRT, DRSS, cataract history, vitreous detachment, intraocular lens
implant, metabolism and nutrition disorders (Hyperlipidaemia, Hypercholesterolaemia, diabetes mellitus),
gastrointestinal disorders (gastroesophageal reflux disease), immune system disorders (seasonal allergy and
drug hypersensitivity) and endocrine disorders (hypothyroidism)).

Regarding the age, in the age group < 55 there were 17.4%, 23.5% and 23.3% subjects and in the > 55 to <
65 group there were 37.7%, 32.9% and 33.1% subjects in the 28, HDql12 and HDq16 group respectively.
Based on the mean and median age including the standard deviation, the Applicant concluded that there was
a similar distribution of age for the treatment groups and thus the minor numerical differences at baseline with
regards to age groups are not considered clinically relevant. Due to the lower sample size per subgroup these
did show some minor variability but did not reveal clinically meaningful differences between the subgroup
populations and the total population.

For the ethnicity and Hemoglobin Alc differences, the observed imbalance among these subgroups is due to
their relatively small sample sizes and is therefore not considered clinically relevant. Indeed, the Applicant
considers that the primary and secondary endpoints are calculated based on the entire population (and not
subgroups), such differences are judged as not clinically relevant.

Regarding the Medical history, the numerical imbalances in the distribution is also explained by the small
number of patients and are not considered clinically relevant

Numbers analysed

The number of participants included in each analysis set and a summary of participants excluded from the
respective analysis sets is provided in Table 6.

Two participants who did not receive treatment were excluded from all analyses (SAF, FAS, and PPS; 1
participant each in HDq12 and HDq16). An additional 9 participants were excluded from the PPS for the reasons
presented in Table 6.

Assessment report
EMA/538733/2023 Page 114/235



Table 6: Study Analysis Sets Analysis Sets by Treatment Group (All Randomized Participants)

2q8 HDql2 HDql6 AllHD Total

(N=167) (IN=320) (N=164) (N=403) (IN=660)
Patients included in the Safety Set (SAF), n(%) 167 (100%) 328 (99.7%) 163 (99.4%) 401 (99.6%) 658 (99.7%)
Patients excluded from SAF (Not Treated), n(%) 0 1(0.3%) 1(0.6%) 2 (0.4%) 2(0.3%)
Patients included in the Full Analysis Set (FAS), n(%) 167 (100%) 328 (99.7%) 163 (99.4%) 491 (99.6%) 658 (99.7%)
Patients excluded from FAS (not treated), n(%) 0 1(0.3%) 1(0.6%) 2 (0.4%) 2(0.3%)
Patients included in the Per Protocol Set (PPS), n(%) 164 (98.2%) 322(97.9%) 163 (99.4%) 485 (98 4%) 649 (98.3%)
Patients in FAS who were excluded from PPS, n{%) 3(1.8%) 6 (1.8%) 0 6(1.2%) 0 (1.4%)

Exclusion #07 met but subject randomized 3 (1.8%) 2 (0.6%) 0 2 (0.4%) 5 (0.8%)

Exclusion #08 met but subject randomized 0 1(0.3%) 0 1(0.2%) 1(0.2%)

Inclusion #03 not met but subject randomized 0 1(0.3%) 0 1(0.2%) 1(0.2%)

No post-baseline assessment of BCVA 0 2 (0.6%) 0 2 (0.4%) 2(0.3%)
Patients included in the Pharmacokinetic Analysis Set, n(%a) 163 (97.6%) 323 (98.2%) 162 (98.8%) 485 (98.4%) 648 (98.2%)
Patients included in the dense Pharmacokinetic Analysis Set, n(%) 12 (7.2%) 18 (5.5%) 5(3.0%) 23 (4.7%) 35(5.3%)
Patients included in the Immunogenicity Analysis Set, n(%) 137 (82.0%) 263 (79.9%) 141 (86.0%) 404 (81.9%) 541 (82.0%)
Patients included in the NAb Analysis Set, n(%) 137 (82.0%) 263 (79.9%) 141 (86.0%) 404 (81.9%) 541 (82.0%)

Abbreviations: 2g8=Aflibercept 2 mg administered every 8 weeks after 5 imitial injections at 4-week intervals; HDql2= 8 mg aflibercept administered every
12 weeks after 3 imitial injections at 4-week intervals; HDglé= 8 mg aflibercept administered every 16 weeks after 3 imtial injections at 4-week ntervals;
All HD=Pooled HDq12 and HDq16 groups; BCVA=Best corrected visual acuity; DME= Diabetic macular edema; ETDRS= Early Treatment Diabetic Retinopathy
Study; FAS=Full analysis set; NAb=neutralizing antibody; PPS=Per protocol set; SAF=Safety set.

The percentage for each analysis set was based on the number of randomized patients in each treatment group as denominator.

Exclusion criterion #7: Prior use of intraocular or periocular corficosteroids in study eye within 16 weeks/112 days of screening or ILUVIEN® or OZURDEX®
IVT implants at any time; Exclusion criterion #8: History of vitreoretinal surgery (including scleral buckle) in the study eye: Inclusion criterion #3: BCVA ETDRS
score of 78-24 (Snellen equivalent of 20/32 - 20/320) in study eye with decreased vision determined to be result of DME.

Outcomes and estimation

Overview of Hierarchical Testing Procedure

Table 18 provides a summary of the results for the primary and key secondary endpoints included in the
hierarchical testing procedure according to the EP-SAP.

The first 5 confirmatory tests in the hierarchy (H10, H20, H30, H40, H50) were statistically significant at the
alpha level of 0.025 (1-sided tests). Therefore, the following is concluded by the MAH:

e Treatment of participants with HDq12 is non-inferior to 2g8 with regard to the primary endpoint “change
from baseline in BCVA at week 48" and with regard to the key secondary endpoint "change from baseline BCVA
at week 60"

e Treatment of participants with HDq16 is non-inferior to 28 with regard to the primary endpoint “change
from baseline in BCVA at week 48” and with regard to the key secondary endpoint "change from baseline in
BCVA at week 60"

e Treatment of participants with HDg12 is non-inferior to 2q8 with regard to the key secondary endpoint
“proportion of participants with a = 2-step improvement in DRSS score at week 48"

The confirmatory test for non-inferiority of HDq16 vs. 2g8 (H60) in the key secondary endpoint “proportion of
participants with a = 2 step improvement in DRSS score at week 48" did not meet the non-inferiority margin
of 15%; therefore, the hierarchical testing procedure was stopped at the H60 test.
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Table 18: Test Decisions and Statistical Conclusions for EP-SAP Analysis (Full

Analysis Set)
Null hypothesis p-value (1-sided 2-sided 95% CI Test decision (Hx
test) rejected)
Change from baseline in BCVA
Hio: non-infeniority of HDql2 ws.  Week 48 p=0.0001°2 -2.26,1.13 Yes
2q8 in primary endpoint
Hazp: non-infeniority of HDq12 ws.  Week 60 p=0.0003? -267.091 Yes
2q8 in key secondary endpoint
Hso: non-inferiority of HDql6 vs.  Week 48 p=0.0031" -3.27,039 Tes
2q8 in primary endpoint
Hap: non-inferiority of HDql6 wvs.  Week 60 p=0.012212 -3.71.019 Yes

2q8 in key secondary endpoint
Proportion of patients with a = 2-step improvement in DRSS score

Hsp: non-infeniority of HDq12 ws.  Week 48 NA -6.61,1057° Yes

2q8 in key secondary endpoint

Hso: non-inferiority of HDg16 vs.  Week 48 NA -16.88 184" Mo, and hierarchical

2g8 in key secondary endpoint testing procedure

stopped

Change from baseline in BCVA

Hw: superiority of HDgl12 vs. 2q8  Week 48 NA NA

in primary endpoint

Hio: superiority of HDq12 vs. 2q8  Week 60 NA NA

in key secondary endpoint

Hop: superiority of HDgl6 vs. 28  Week 48 NA NA

in primary endpoint

Huoo: supenionty of HDgl6 ws. 2q8  Week 60 NA NA

in key secondary endpoint

Abbreviations: 2g8= Aflibercept 2 mg administered every § weeks after 5 initial injections at 4-week intervals;

HDq12= High dose aflibercept 8 mg admunistered every 12 weeks after 3 mitial injections at 4-week intervals;

HDgl6= High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4-week intervals.

BCVA=best corrected visual acuity; CI=confidence interval; DRSS=Diabetic Retinopathy Severity Scale; EP-SAP=

EMA/PMDA Statistical Analysis Plan; NA= not applicable

* p-value for the 1-sided non-inferiority test at a margin of 4 letters.

" The non-inferiority margin was set at 15%.
For the sake of completeness, when applying the hierarchical testing procedure defined in the G-SAP, the first
3 confirmatory tests in the hierarchy (H10, H30, H50) were statistically significant at the alpha level of 0.025

(1-sided tests) at week 48.
Therefore, the following was concluded by the MAH:

e Treatment of participants with HDq12 is non-inferior to 2g8 with regard to the primary endpoint “change
from baseline in BCVA at week 48"

e Treatment of participants with HDq16 is non-inferior to 28 with regard to the primary endpoint “change
from baseline in BCVA at week 48"

e Treatment of participants with HDg12 is non-inferior to 28 with regard to the key secondary endpoint
“proportion of participants with a > 2-step improvement in DRSS score”

The non-inferiority in BCVA of individual high doses over the control dose is formally demonstrated at 48 and
60 weeks of treatment in the ITT population, as well as the non-inferiority in DRSS score > 2-step for the
HDqg12 at 48 weeks of treatment. No superiority can be claimed over the control dose for individual high
doses.
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Primary endpoint analysis

Change from Baseline in BCVA (as Measured by ETDRS Letter Score)

The primary objective of this study was to determine if treatment with higher dose aflibercept at intervals of
12 or 16 weeks provided non-inferior BCVA compared to 2 mg aflibercept dosed every 8 weeks.

The primary endpoint was the change from baseline in BCVA (as measured by ETDRS letter score) at week 48.
A key secondary endpoint (as per the EP-SAP) was the change from baseline in BCVA (as measured by ETDRS
letter score) at week 60.

Change from Baseline in BCVA (as Measured by ETDRS Letter Score) at Week 48

Both HDgl12 and HDql16 demonstrated non-inferiority to 28 with respect to the primary efficacy endpoint
(change from baseline in BCVA at week 48; H10 and H30 in the statistical testing hierarchy) using the non-
inferiority margin of 4 letters with LS mean change from baseline in BCVA of 8.10 letters (HDq12) and 7.23
letters (HDq16) versus 8.67 letters in the 2g8 group (Table 14). The differences in LS mean changes from
baseline in BCVA (95% CI) were -0.57 (- 2.26, 1.13) and -1.44 (-3.27, 0.39) for HDgl12 and HDql6,
respectively compared to 2g8 (Table 14). The p-values for the non-inferiority test at a margin of 4 letters were
<0.0001 (related to H10) for HDgl2 vs. 298, and 0.0031 (related to H30) for HDql16 vs. 2g8. The lower
confidence limits were greater than -4, allowing the conclusion of non-inferiority at week 48 timepoint.

The non-inferiority tests regarding the BCVA changes from baseline was first performed by the MAH for the
primary endpoint in HDg12 group (H10) at Week 48, followed by the non-inferiority test for the key secondary
endpoint in HDq12 Week 60 (H20) and continued with the non-inferiority test for the primary endpoint in
HDqg16 (H30) at Week 48, and finally the key secondary endpoint in HDq16 at Week 60 (H40).

Table 14: Primary Endpoint - Change from Baseline in BCVA (ETDRS Letters) at Week 48 in the Study Eye, MMRM
(Full Analysis Set)

Number of
LS Mean (SE) Mean (SD) patients 1-sided
change change BL with 1-sided NI superiority Estimate for contrast
Treatment from BL from BL Mean Week 48 data DF Contrast*  t-value p-value® p-value and 2-sided 95% CI°®
HDql2 (N=328) 8.10(0.61) 8.77(8.95) 63.63 277 3515 HDgl2-2q8 39881 <0.0001 0.7447 -0.57 (226, 1.13)
HDql6 (N=163) 7.23(0.71) 7.86(8.38) 61.44 149 3150 HDgql6-2g8 27533  0.0031 0.9388 -1.44(-3.27,0.39)
2q8 (N=167) 8.67(0.73) 921(8.99) 61.47 150

Abbreviations: 2q8= Aflibercept 2 mg administered every 8 weeks after 5 initial injections at 4-week intervals; HDql2= High dose aflibercept 8 mg administered
every 12 weeks after 3 initial injections at 4-week intervals; HDql6=High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4-week
intervals; BCVA=Best corrected visual acuity; CRT=Central retinal thickness; DME=Diabetic macular edema; ETDRS=Early Treatment Diabetic Retinopathy
Study; EDC=electronic data capture; BL=baseline; CI=confidence interval; DF=degrees of freedom; NI=non-inferiority; LS=least square; SAP=statistical
analysis plan; SE=standard error; SD=standard deviation

A mixed model for repeated measurements (MMEM) was used with baseline BCVA measurement as a covariate, treatment group and the stratification variables
(geographic region [JTapan vs. Rest of World]: baseline CRT from reading center [<400um vs. =400um], prior treatment for DME per EDC; [ves vs. no]) as fixed
factors, and terms for the interaction between baseline and visit and the interaction between treatment and visit. A Kenward-Roger approximation was used for
the denominator degrees of freedom.

Intercurrent events (ICE) were handled according to Table 1 of SAP (Appendix 16.1.9.1).

2 The contrast also included the interaction term for treatment x visit.

® p-value for the 1-sided non-inferiority (NI) test at a margin of 4 letters.

¢ Estimate based on the MMEM model, was computed for the differences of HDg12 minus 2q8 and HDg16 minus 2g8, respectively with 2-sided 95% Cls.

Results of the analysis in the PPS were consistent with the FAS (Table 14.2.1.2) and LS mean change from
baseline in BCVA by visit in the PPS was also consistent with the FAS (Figure 14.2.1.2 of the r-14238 report
section).
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Table 14.2.1.2 Statistical Analysis of Change from Baseline in BCVA Score at Week 48 (MMEM)
(Per Protocol Set)

Number of
LSMean (SE)  Mean (SD) patients 1-sided
change change with 1-sided NI  superiority Estimate for confrast
Treatment from BL. from BL BLMean Week 48 data DF Contrast [a] t-value  p-value [b] p-value and 2-sided 95% CI [c]
HDq12 (N=322) 8.14 (0.61) 881 (8.96) 63.69 273 3420 HDgql2-2q8 3.8050 =0.0001 07554 -0.60(-2.32,1.11)
HDq16 (N=163) 724 (0.71) 7.86 (8.38) 6144 149 3112 HDgl6-2q8 2.6605 0.0041 0.9452 -1.50 (-3.35,0.34)
2q8 (N=164) 8.75(0.74) 9.27(9.02) 61.63 147

Change from Baseline in BCVA (as Measured by ETDRS Letter Score) at Week 60

Both HDq12 and HDqg16 demonstrated non-inferiority to 2g8 with respect to this key secondary endpoint
(change from baseline in BCVA at week 60) using the non-inferiority margin of 4 letters with LS mean change
from baseline in BCVA of 8.52 letters (HDg12) and 7.64 letters (HDq16) versus 9.40 letters in the 2g8 group
(Table 15). The differences in LS mean changes from baseline in BCVA (95% CI) were: -0.88 (-2.67, 0.91) and
-1.76 (-3.71, 0.19) for HDq12 and HDQg16, respectively, compared to 2g8. The p-values for the non-inferiority
test at a margin of 4 letters were 0.0003 (related to H20) for HDq12 vs. 2g8, and 0.0122 (related to H40) for
HDq16 vs. 2g8. The lower confidence limits were greater than -4, allowing the conclusion of non-inferiority at
week 60 timepoint.

Table 15: Key Secondary Endpoint -- Change from Baseline in BCVA (ETDRS Letters) at Week 60 in the Study Eve,
MMRM (Full Analysis Set)

Number of
L5 Mean (SE) Mean (SD) patients l-sided Estimate for contrast
change change BL with 1-sided NI  superiority and 2-sided 95% CI
Treatment from BL fromBL  Mean Week 60 data DF Contrast [a] t-value p-value[b] p-value [e]
HDql2 (N=328) 852(063) 9050927 63.63 252 3424 HDql2-2q8 34242 0.0003 0.8325 -0.88 (-2.67.0.91)
HDql6 (N=163) 7.64(0.75) 7.96(9.14) 61.44 138 3155 HDql6-2q8 22625 0.0122 0.9619 -1.76 (-3.71,0.19)

2q8 N=167) 940(0.77)  9.62(9.58) 61.47 133

Abbreviations: 2q8= Aflibercept 2 mg administered every 8 weeks after 5 imitial injections at 4-week intervals; HDg12= High dose aflibercept 8 mg admimistered
every 12 weeks after 3 initial injections at 4-week intervals; HDql6=High dose aflibercept 8 mg administered every 16 weeks after 3 imitial injections at 4-week
intervals.

BL~baseline; CI=confidence interval, CRT= Central retinal thickness (or, central subfield retinal thickness); DF=degrees of freedom; DME=diabetic macular
edema; NI=non-inferiority; LS=least square; S AP=statistical analysis plan: SE=standard error; SD=standard deviation

A mixed model for repeated measurements (MMEM) was used with baseline BCVA measurement as a covariate, treatment group and the stratification variables
(geographic region [Japan vs. Rest of World]; baseline CRT from reading center [<400um vs. =400pum], prior treatment for DME per EDC; [yes vs. no]) as fixed
factors, and terms for the interaction between baseline and visit and the interaction between treatment and visit. A Kenward-Roger approximation was used for
the denominator degrees of freedom.

Intercurrent events (ICE) were handled according to Table 1 of SAP (Appendix 16.1.9.1).

[a] The contrast also included the interaction term for treatment x visit.

[b] p-value for the 1-sided non-inferiority (INI) test at a margin of 4 letters.

[c] Estimate based on the MMRM model, was computed for the differences of HDg12 minus 28 and HDq16 minus 2q8, respectively with 2-sided 95% Cls.

The mean changes from baseline in BCVA measured by the ETDRS letter score by visit through week 60 using
OC, are graphically displayed in Figure 3; the corresponding LS mean changes from baseline in BCVA using
MMRM in the FAS, are displayed in Figure 4. The mean increases in BCVA over time were generally similar
across all groups, with small fluctuations consistent with the dosing intervals.
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Figure 3: Mean Change from Baseline in BCVA Score (ETDRS Letters) in Study Eye Through Week 60, OC (Full

Analysis Set)
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Abbreviations: 2g8: Aflibercept 2 mg administered every 8 weeks after 5 initial injections at 4-week intervals; HDq12: High dose aflibercept 8 mg administered
every 12 weeks after 3 initial injections at 4-week intervals; HDql6: High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4-week
intervals.

BCWVA=best corrected visual activity; ETDRS=Early Treatment of Diabetic Retinopathy Study; HD=high dose; OC=observed cases, SE=standard error.

Intercurrent events (ICE) were handled according to Table 1 of SAP (Appendix 16.1.9.1). OC: Observations after an ICE defined for the primary estimand were
excluded.

Figure 4: Least Square Mean Change from Baseline in BCVA Score (ETDRS Letters) in Study Eve Through Week 60
(Full Analysis Set)
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Abbreviations: 2q8: Aflibercept 2 mg administered every 8 weeks after 5 initial injections at 4-week intervals: HDq12: High dose aflibercept 8 mg admimstered
every 12 weeks after 3 initial injections at 4-week intervals; HDq16: High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4-week
intervals.

BCVA=best cormrected visual activity; Cl=confidence interval; CRT= central retinal thickness (or, central subfield retinal thickness); DME=diabetic molecular
edema; EDC=electronic data capture; ETDRS=Early Treatment of Diabetic Retinopathy Study; HD=high dose; LS=least square; OC=observed

cases; SAP=statistical analysis plan.

Intercurrent events (ICE) were handled according to Table 1 of SAP (Appendix 16.1.9.1).

Least square mean (LSM) was generated from a nuxed model for repeated measurements (MMEM) with baseline BCVA measurement as a covariate, treatment
group and the stratification variables (geographic region [Japan vs. Rest of World]; baseline CRT (from reading center) [<400um vs. >=400pum]), prior treatment
for DME (per EDC) [yes vs. no]) as fixed factors, and terms for the interaction between baseline and visit and the interaction between treatment and visit. A

Kenward-Roger approximation was used for the denominator degrees of freedom. An unstructured covariance structure was used to mode] the within-subject
eTT01.

Sensitivity Analysis for Change from Baseline in BCVA Score at Week 48 and Week 60

The results of the sensitivity analyses of the primary efficacy endpoint for assessing non-inferiority using an
ANCOVA with LOCF and ANCOVA with MI were consistent with the primary analysis and are presented in Tables
14.2.1.3 and 14.2.1.4 for week 48 and Tables 14.2.1.3a and 14.2.1.4a for week 60.
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Table 14.2.1.3 Statistical Analysis of Change from Baseline in BCVA Score at Week 48 (ANCOVA. LOCF)
(Full Analysis Set)

Number of
LS Mean (SE) Mean (SD) patients 1-sided
change change with NI Estimate for contrast
Treatment from BL from BL BLMean  Week 48 data DF Contrast t-value p-value [a]  and 2-sided 95% CI [b]
HDq12 (N=328) 749 (0.67) 7.85(1027) 63.63 326 6470 HDgl2-2q8 34813 0.0003 -0.95 (-2.67,0.77)
HDqgl6 (N=163) 6.91 (0.85) 7.71(8.18) 61.44 163 6470 HDgl6-2q8 24428 0.0074 -1.54 (352, 0.4)
2g8 (N=167) 2.45(0.83) 0.17 (8.80) 61.47 165

2q8: Aflibercept 2 mg administered every 8 weeks after 5 initial injections at 4-week intervals; HDq12: High dose aflibercept 8 mg administered every 12 weeks after 3 initial
injections at 4-week intervals; HDql6: High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4-week intervals.

CI = Confidence interval. SE = Standard error. SD = Standard deviation. DF = Degrees of freedom. LS = Least Square. BL. = Baseline.

An analysis of covariance (ANCOVA) was used with baseline BCV A measurement as a covariate, treatment group and the stratification variables (geographic region [Japan vs. Rest
of World], baseline CRT (from reading center) [<400pm vs. »=400pm], prior treatment for DME (per EDC) [ves vs. no]) as fixed factors.

Intercurrent events (ICE) were handled according to Table 1 of SAP. LOCF: the last observation prior to an ICE defined for the primary estimand was used to impute subsequent
and/or missing data.

[a] p-value for the one-sided non-infenonty (INI) test at a margin of 4 letters.

[b] Estimate based on the ANCOVA model, will be computed for the differences of HDg12 minus 2q8 and HDq16 minus 2q8, respectively with two-sided 95% Cls.

Table 14.2.1.4 Statistical Analysis of Change from Baseline in BCVA Score at Week 48 (ANCOVA, MI)
(Full Analysis Set)

Number of
LS Mean (SE) Mean (SD) patients
change change with 1-sided NI Estimate for contrast
Treatment from BL from BL BLMean  Week 48 data DF Contrast t-value p-value [a] and 2-sided 95% CI
HDql2 (N=328) 7.90 (0.66) 8.35(0.55) 63.63 328 276287  HDql2 - 2q8 4.0807 =0.0001 -0.52(-2.19, 1.16)
HDql6 (N=163) 6.95 (0.83) 7.87(8.32) 61.44 163 199469  HDql6-2q8 2.5629 0.0052 -1.46 (-3.40,0.47)
2q8 (N=167) 8.42 (0.81) 9.25(8.94) 61.47 167

2g8: Aflibercept 2 mg adnumistered every 8 weeks after 5 mitial injections at 4-week intervals; HDql2: High dose aflibercept 8 mg adnunistered every 12 weeks after 3 imfial
injections at 4-week intervals; HDql6: High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4-week intervals.

CI= Confidence interval. SE = Standard error. SD = Standard deviation. DF = Degrees of freedom LS = Least Square. BL = Baseline

An analysis of covariance (ANCOVA) was used with baseline BCVA o as a covariate, treatment group and the stratification variables (geographic region [Japan vs. Rest
of World], baseline CRT (from reading center) [<400pm vs. >=400pm), prior treatment for DME (per EDC) [ves vs. no]) as fixed factors.

MI (nmltiple imputation) method was fo generate multiple copies of the original dataset by replacing missing values using appropriated stochastic model (50 times and seed 01934)
using SAS procedure =PROC MI|

Intercurrent events (ICE) were handled according to Table 1 of SAP

[al p-value for the one-sided non-inferioritv (NI test at a margin of 4 lefters.

Table 14.2.1.3a Statistical Analysis of Change from Baseline in BCVA Score at Week 60 (ANCOVA, LOCF)

(Full Analysis Sef)
Number of
LS Mean (SE) Mean (SD) patients 1-sided
change change with NI Estimate for contrast

Treatment from BL from BL BLMean  Week 60 data DF Contrast t-value p-value [a] and 2-sided 95% CI [b]
HDq12 (N=328) 8.00 (0.70) 7.99 (10.60) 63.63 326 647.0 HDql2-2q8 32222 0.0007 -1.07 (-2.86, 0.71)
HDql6 (N=163) 7.35(0.88) 7.88 (8.73) 61.44 163 647.0 HDql6-2q8 2.1801 0.0148 -1.72(-3.77,0.33)
2q8 (N=167) 9.07 (0.86) 9.56 (9.34) 61.47 165

2q8: Aflibercept 2 mg administered every 8 weeks after 5 initial injections at 4-week intervals; HDq12: High dose aflibercept 8 mg administered every 12 weeks after 3 initial
injections at 4'week intervals; HDq16: High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4'week intervals.

CI = Confidence interval. SE = Standard error. SD = Standard deviation. DF = Degrees of freedom LS = Least Square. BL = Baseline.

An analysis of covariance (ANCOVA) was used with baseline BCVA measurement as a covariate. treatment group and the stratification variables (geographic region [Japan vs. Rest
of World], baseline CRT (from reading center) [<400pm vs. ==400pm)], prior treatment for DME [ves vs. no]) as fixed factors.

Intercurrent events (ICE) were handled according to Table 1 of SAP. LOCF: the last observation prior to an ICE defined for the primary estimand was used to impute subsequent
and/or missing data.

[a] p-value for the one-sided non-inferiority (NI) test at a margin of 4 letters.

[b] Estimate based on the ANCOVA model. will be computed for the differences of HDg12 minus 2q8 and HDql6 minus 298, respectively with two-sided 95% Cls.
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Table 14.2 1 4a Statistical Analysis of Change from Baseline in BCVA Score at Week 60 (ANCOVA, MI)
(Full Analysis Set)

Number of
LS Mean (SE) Mean (SD) patients
change change with 1-sided NI Estimate for contrast
Treatment from BL from BL BL Mean Week 60 data DF Contrast t-value p-value [a] and 2-sided 95% CI
HDql2 (N=3128) 8.44 (0.69) 8.57 (0.88) 63.63 328 3539.0 HDql2-2q8 3.5023 0.0002 -0.77 (-2.58, 1.04)
HDq16 (N=163) 7.50 (0.86) 821 (8.99) 61.44 163 0380.1  HDgl6-2q8 22003 0.0139 -1.72(-3.75,0.32)
2q8 (N=167) 9.21 (0.85) 9.86 (9.41) 6147 167

2q8: Aflibercept 2 mg administered every 8 weeks after 5 initial injections at 4-week intervals; HDq12: High dose aflibercept 8 mg administered every 12 weeks after 3 initial

mnjections at 4'week infervals; HDq16: High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4'week infervals.

CI = Confidence interval. SE = Standard error. SD = Standard deviation. DF = Degrees of freedom LS = Least Square. BL = Baseline.

An analysis of covariance (ANCOVA) was used with baseline BCVA measurement as a covariate, treatment group and the stratification variables (geographic region [Japan vs. Rest

of World], baseline CRT (from reading center) [<400pm vs. >=400pm). prior treatment for DME [ves vs. no]) as fixed factors.

MI (mmiltiple imputation) method was to generate multiple copies of the original dataset by replacing missing values using appropriated stochastic model (50 times and seed 01934)

using SAS procedure =PROC MI|

Intercurrent events (ICE) were handled according to Table 1 of SAP

[a] p-value for the one-sided non-inferiority (INI) test at a margin of 4 letters.
In order to check robustness of the results if the missing data are not MAR (missing at random), a tipping point
analysis was conducted based on the MI analysis and the results are provided in Table 14.2.1.5 of the r-14238
report section for week 48. The results of this analysis showed that the smallest shift parameter (delta) used
as penalty for participants with missing data in the HD groups, for which non-inferiority could not be shown
anymore (with a 1-sided t-test at a significance level of 0.025), ie, the “tipping point” that significantly reversed
the analysis result, was delta= -11 letters for HDq12 vs. 2g8 and delta = -7 letters for HDq16 vs. 2g8 at week

48.

The “tipping point” values of -11 letters and -7 letters, requiring such a large difference in BCVA between
HDqg12 and HDq16 vs. 28, respectively, did not seem plausible at week 48. Therefore, the primary analysis of
non-inferiority conclusion based on MMRM method was robust to the departure of the MAR (missing at random)
assumption. The same analyses have been performed by the MAH at week 60 and are supportive (Tables
14.2.1.3a to 14.2.1.5a of the r-14238 report section).

Subgroup Analysis of Change from Baseline in BCVA Score at Week 48 and Week 60 (MMRM)

Subgroup analyses were performed by the MAH for change from baseline in BCVA at week 48 and week 60 by
sex, age group, race, ethnicity, baseline BCVA, geographic region, baseline CRT category, and prior DME
treatment (Tables 14.2.1.9 to 14.2.1.16 for week 48 and Tables 14.2.1.9a to 14.2.1.16a for week 60).

In the results presented for the following subgroups discrepancies in PHOTON study were noted in patients of
=65 - <75 years, Black or African American and with a BCVA =73 letters across the 3 treatment arms at Week
48 and 60. However, given the smaller size of these subgroups, the validity of these comparisons appeared
limited.
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Tables 14.2.1.9 to 14.2.1.16 Subgroup Analysis of Change from Baseline in BCVA Score at Week
48 (MMRM) (FAS)

Number of
patients
LS Mean (SE) Mean (SD) with Estimate for contrast
Subgroup Treatment change from BL change from BL BL Mean Week 48 data Contrast [a] and 2-sided 95% CI [b]
Male (N=401) HDq12 (N=210) 7.57(0.71) 8.35(8.04) 63.62 179 HDq12 - 298 -0.89 (-2.93,1.15)
HDq16 (IN=09) 7.32(0.94) 8.26 (8.64) 61.96 91 HDq16 - 298 -1.14 (-3.50, 1.22
2q8 (N=92) 8.46 (0.89) 8.73(8.72) 63.08 83
Female (IN=257) HDq12 (IN=118) 0.25(1.06) 0.55(8.96) 63.65 98 HDq12 - 298 0.34(-2.56,3.249)
HDq16 (IN=64) 6.99 (1.08) 7.22(8.00) 60.64 58 HDq16 - 2q8 -1.92 (-4.86, 1.03)
2q8 (N=75) 8.01(1.24) 0.81(9.35) 5051 67
=35 years (N=144) HDql2 (N=TT7) 9.67 (1.28) 10.17 (10.68) 65.04 69 HDql2 - 2q8 -1.86 (-5.78,2.07)
HDql6 (N=38) 10.04 (1.40) 11.05 (8.12) 63.16 37 HDql6 - 2q8 -1.49 (-5.50,2.53)
2q8 (IN=29) 11.53 (1.70) 12.96 (9.44) 62.45 28
==35 - <65 years (N=225) HDq12 (N=108) 6.95(1.33) 8.00 (9.16) 64.83 91 HDql2 - 2q8 -3.26 (-6.16,-0.37)
HDql6 (N=54) 6.76 (1.41) 7.06 (9.15) 61.48 52 HDql6 - 2q8 -3.45 (-6.46,-0.45)
2q8 (N=63) 10.21 (1.13) 10.25 (8.06) 61.70 53
==65 - <75 years (N=218) HDq12 (N=107) 9.36 (0.90) 0.22(7.76) 61.73 87 HDql2 - 2q8 2.67(-038.5.72)
HDql6 (N=57) 742(1.18) 7.04 (8.12) 60.67 47 HDql6 - 2q8 0.73 (-2.67.4.12)
2q8 (N=54) 6.69 (1.45) 6.90 (9.77) 61.91 50
=75 years (N=71) HDq12 (N=36) 6.14(1.22) 6.60 (6.59) 62.69 30 HDql2 - 2q8 -0.52(-4.19,3.16)
HDql6 (N=14) 4.71(1.03) 4.02(3.75) 50.79 13 HDql6 - 2q8 -1.95(-5.41,1.52)
2q8 (N=21) 6.66 (1.40) 6.89 (6.47) 5833 19
White (N=471) HDql12 (N=231) 8.96 (0.67) 9.50(9.17) 63.45 195 HDql2 - 2q8 -0.19 (-2.26, 1.87)
HDql16 (N=128) 7.71(0.78) 8.33(8.88) 61.05 115 HDql6 - 2q8 -1.44 (-3.64,0.75)
2q8 (N=112) 9.16 (0.81) 0.26(8.79) 62.71 103
Black Or African American (N=62) HDq12 (N=35) 8.34(1.78) 8.81(10.73) 63.37 26 HDql2 - 2q8 -1.62 (-7.97,4.73)
HDq16 (N=09) 4901(2.32) 433(6.54) 65.56 9 HDql6 - 2q8 -5.05 (-12.20, 2.09)
2q8 (N=18) 9.96 (2.58) 11.14(13.18) 59.44 14
Asian (N=101) HDql12 (N=48) 5.12(1.01) 5.91(6.93) 63.58 46 HDql2 - 2q8 -1.81 (-5.67,2.05)
HDql6 (N=23) 6.40 (1.22) 6.64 (6.28) 62.91 22 HDql6 - 298 -0.53 (-4.63, 3.56)
2q8 (N=30) 6.93 (1.63) 7.32(7.18) 58.33 28
Not Hispanic Or Latino (N=525) HDq12 (N=266) 8.23 (0.66) 8.80 (9.11) 63.77 231 HDql2 - 2q8 -0.68 (-2.62, 1.25)
HDql6 (N=126) 7.34(0.79) 7.93 (8.37) 62.06 115 HDql6 - 2q8 -1.57 (-3.69, 0.54)
2q8 (N=133) 8.91 (0.82) 9.41 (9.15) 61.90 119
Hispanic Or Latino (N=119) HDql2 (N=54) 7.00 (1.36) 8.28 (8.47) 62.35 40 HDql2 - 2q8 -1.58 (-5.55,2.38)
HDql6 (N=34) 7.04 (1.36) 7.58 (8.59) 58.65 31 HDql6 - 2q8 -1.54 (-5.48,239)
2q8 (N=31) 8.59 (1.43) 8.89 (8.74) 59.65 28
Japan (N=74) HDq12 (N=37) 7.07 (1.07) 6.97 (6.58) 63.19 36 HDql2 - 2q8 -0.30 (4.45, 3.86)
HDql6 (N=17) 7.54(1.47) 7.38 (6.79) 62.00 16 HDql6 - 2q8 0.17 (-4.44,4.78)
2q8 (IN=20) 7.37(1.72) 7.95(7.80) 58.20 20
Rest of the World (N=584) HDql12 (N=291) 8.41 (0.60) 0.04 (9.23) 63.69 241 HDql2 - 2q8 -0.64 (-2.48,1.21)
HDql6 (N=146) 7.29 (0.70) 7.92 (8.57) 61.38 133 HDql6 - 2q8 -1.76 (-3.74. 0.22)
2q8 (N=147) 9.05 (0.73) 2.41 (9.17) 61.92 130
BL BCVA: <=T73 letters (N=556) HDq12 (N=269) 8.56 (0.68) 9.46 (8.96) 60.99 225 HDq12 - 2q8 -0.79 (-2.67, 1.09)
HDql16 (N=140) 7.74(0.81) 8.40(8.71) 59.16 126 HDql6 - 2q8 -1.61 (-3.66, 0.44)
2q8 (N=147) 0.35 (0.80) 992 (9.14) 59.53 132
BL BCVA: =73 letters (N=102) HDql12 (N=39) 5.22(1.23) 5.81(8.33) 75.68 52 HDql2 - 2q8 1.75 (-1.68, 5.17)
HDql16 (N=23) 426(1.28) 487 (5.51) 75.30 23 HDql6 - 2q8 0.79 (-2.84,4.41)
2q8 (N=20) 347(1.41) 4.06 (5.68) 75.75 18
BL CRT: <400 pm (N=271) HDql2 (N=134) 6.62 (0.92) 7.54(8.97) 65.86 114 HDq12 - 2q8 -0.17 (-2.38. 2.04)
HDq16 (N=65) 4.80(0.83) 5.07(5.84) 66.08 61 HDql6 - 2q8 -1.99 (4.08, 0.10)
2q8 (N=72) 6.79 (0.83) 7.55(6.82) 63.92 62
BL CRT: =400 um (N=387) HDql2 (N=194) 0.24(0.81) 0.63 (8.86) 62.10 163 HDq12 - 2q8 -0.76 (-3.22, 1.69)
HDq16 (N=08) 8.03 (1.05) 0.80(9.31) 58.37 88 HDql6 - 2q8 -1.07 (-3.84, 1.70)
2q8 (N=05) 10.00 (1.10) 10.39(10.12) 59.62 88
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Prior DME: Y (N=288) HDql2 (N=143) 8.08 (0.84) 8.24 (8.79) 62.31 124 HDql2 - 2q8 0.87 (-1.71,3.45)
HDq16 (N=71) 527 (1.08) 5.60 (8.62) 58.58 67 HDql6 - 2q8 -1.94 (-4.86, 0.98)
2q8 (N=74) 721 (1.11) 740 (9.15) 62.07 68

Prior DME: N (N=370) HDq12 (N=185) 8.12 (0.88) 920 (9.08) 64.66 153 HDqI2 - 2q8 148 (3.72,0.75)
HDq16 (N=92) 9.05 (0.92) 9.71(7.76) 63.65 82 HDq16 - 2q8 -0.56 (-2.86, 1.74)
2g8 (N-03) 0.61 (0.96) 10.72 (3.62) 61.00 82

2g8: Aflibercept 2 mg administered every 8 weeks after 5 initial injections at 4-week intervals; HDg12: High dose aflibercept 8 mg administered every 12 weeks after 3 initial
injections at 4-week ntervals; HDql6: High dose aflibercept 8 mg adnumistered every 16 weeks after 3 initial injections at 4-week mtervals.

CI= Confidence interval. SE = Standard error. SD = Standard deviation. DF = Degrees of freedom LS = Least Square. BL = Baseline

A mixed model for repeated measurements (MMRM) was used with baseline BCVA measurement as a covariate, treatment group and the stratification variables (geographic region
[Japan vs. Rest of World]; baseline CRT (from reading center) [<400um vs. >=400pm)], prior treatment for DME (per EDC) [yes vs. no]) as fixed factors, and terms for the interaction
between baseline and visit and the interaction between treatment and visit. A Kenward-Roger approximation was used for the denominator degrees of freedom If the subgroup was
one of the stratification factors, then it was not included in the statistical model. An unstructured covariance type was used to model the within-subject error for all subgroups.

[a] The contrast also included the interaction term for treatment x visit

[b] Estimate based on the MMRM model, was computed for the differences of HDg12 minus 2q8 and HDq16 minus 2g8, respectively with two-sided 95% Cls.

Tables 14.2.1.9a to 14.2.1.16a Subgroup Analysis of Change from Baseline in BCVA Score at Week
60 (MMRM) (FAS)

Number of
patients
LS Mean (SE) Mean (SD) with Estimate for contrast
Subgroup Treatment change from BL change from BL BL Mean Week 60 data Contrast [a] and 2-sided 95% CI [b]
Male (N=401) HDq12 (N=210) 7.77(0.76) 8.38(9.30) 63.62 162 HDql2 -2q8 -1.05(-3.34,1.24)
HDq16 (N=09) 8.39(1.04) 8.92(10.22) 61.96 84 HDql6 - 2q8 -0.43 (-3.09,2.23)
2q8 (N=92) 8.82(1.00) 8.30 (9.66) 63.08 73
Female (N=257) HDql2 (N=118) 9.98(1.08) 10.27(9.14) 63.65 20 HDql2 -2q8 -0.35(-3.24,2.55)
HDql6 (N=64) 6.51(1.01) 6.48 (6.95) 60.64 54 HDql6 - 2q8 -3.82 (-6.61,-1.02)
2q8 (N=75) 10.33(1.22) 11.22(932) 59051 60
<55 years (N=144) HDql2 (N=77) 9.92(1.19) 10.46 (9.98) 65.04 61 HDql2 -2q8 -3.20 (-7.24,0.85)
HDq16 (N=38) 10.74 (1.51) 11.47(8.93) 63.16 34 HDql6 - 2q8 -2.38 (-6.75, 1.99)
2q8 (N=29) 13.12(1.80) 13.13 (8.90) 62.45 24
==55 - <65 years (N=225) HDql2 (N=108) 7.48(1.41) 8.35(10.03) 64.83 84 HDql2 - 2q8 -2.70 (-6.00, 0.61)
HDql6 (N=54) 8.85(1.52) 8.75(1043) 61.48 48 HDql6 - 2q8 -1.33 (-4.79,2.12)
2q8 (N=63) 10.18 (1.30) 9.68 (9.49) 61.70 47
==65 - <75 years (N=218) HDql2 (N=107) 0.23(0.98) 0.22(8.67) 61.73 79 HDql2 - 2q8 0.88 (-2.25, 4.00)
HDql6 (N=57) 6.74(1.10) 5.98 (6.91) 60.67 44 HDql6 - 2q8 -1.61 (-4.88, 1.67)
2q8 (N=54) 8.35(1.44) 8.62(10.16) 61.91 47
==T75 years (N=T1) HDql2 (N=36) 7.34(1.26) 7.64(6.53) 62.69 28 HDql2 - 298 -0.45 (-5.20, 4.29)
HDql6 (N=14) 230(2.16) 2.17(7.48) 59.79 12 HDql6 - 2q8 -5.50(-11.43,0.43)
2q8 (N=21) 7.79(1.97) 6.93 (8.28) 58.33 15
White (N=471) HDq12 (N=231) 8.99(0.73) 9.51(9.70) 6345 177 HDql2 - 2q8 -0.99(-3.22,1.23)
HDql6 (N=128) 8.26(0.83) 8.70 (9.83) 61.05 104 HDql6 - 2q8 -1.72 (-4.00, 0.64)
2q8 (N=112) 9.98 (0.87) 9.66 (9.66) 62.71 093
Black Or African American (N=62) HDq12 (N=35) 8.89 (1.81) 9.09 (10.97) 63.37 22 HDql2 - 2q8 -0.08 (-8.23, 8.06)
HDq16 (N=0) 446(1.23) 4.56(4.39) 65.56 9 HDql6 - 2q8 -4.52(-1233,3.29)
2q8 (N=18) 8.98 (3.53) 13.22(14.84) 5044 9
Asian (N=101) HDq12 (N=48) 6.72 (0.99) 7.36(7.19) 63.58 45 HDql2 - 2q8 -1.01(-4.74,2.72)
HDql6 (N=23) 5.61(1.28) 5.82(6.86) 6291 2 HDql6 - 2q8 -2.12(-6.19, 1.95)
2q8 (N=30) 7.73 (1.57) 7.77(7.62) 5833 26
Not Hispanic Or Latino (N=525) HDq12 (N=266) 8.56 (0.68) 0.07(9.27) 63.77 212 HDq12 - 2q8 -1.28 (-3.28,0.72)
HDql6 (N=126) 7.89(0.82) 8.36(9.13) 62.06 110 HDql6 - 2q8 -1.95(-4.14, 0.23)
2q8 (N=133) 9.84 (0.84) 10.06 (9.71) 61.90 106
Hispanic Or Latino (N=119) HDql2 (N=54) 7.71(1.33) 8.97(9.79) 6235 36 HDq12 - 2q8 0.05(-4.36.4.47)
HDql6 (N=34) 5.88(1.25) 5.80(9.35) 5865 25 HDql6 - 2q8 -1.77 (-6.07, 2.52)
2q8 (N=31) 7.66 (1.76) 8.04 (9.38) 5965 25
Japan (N=74) HDql2 (N=37) 8.66 (0.89) 8.78 (6.32) 63.19 36 HDql2 - 2q8 0.81(-348.5.10)
HDql6 (N=17) 6.69 (1.71) 6.38 (7.56) 62.00 16 HDql6 - 2q8 -1.16 (-6.31, 3.99)
2q8 (N=20) 7.85(1.88) 8.53(8.29) 58.20 19
Rest of the World (N=584) HDql2 (N=201) 8.41 (0.64) 9.10 (9.69) 63.69 216 HDql2 - 2q8 -1.30(-3.27, 0.66)
HDql6 (N=146) 773 (0.74) 8.17(9.33) 61.38 122 HDql6 - 2q8 -1.98 (-4.07,0.11)
2q8 (N=147) 9.71 (0.77) 9.80 (9.80) 61.92 114
BL BCVA: <=73 letters (N=556) HDq12 (N=269) 8.82(0.73) 9.54 (9.96) 60.99 203 HDql2 - 298 -1.49 (-3.48, 0.50)
HDql6 (IN=140) 8.15(0.85) 8.38(9.54) 50.16 120 HDql6 - 2q8 -2.16 (-4.31,-0.01)
2q8 (N=147) 10.32(0.82) 10.66 (9.36) 50.53 116
BL BCVA: =73 letters (N=102) HDq12 (N=59) 6.53 (1.01) 7.04(5.21) 75.68 49 HDql2 - 2q8 3.05 (-0.76, 6.85)
HDql16 (IN=23) 4.65(1.31) 5.17(5.12) 75.30 18 HDql6 - 2q8 1.16 (-3.06, 5.39)
2q8 (IN=20) 348(1.78) 2.47 (8.09) 75.75 17
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BL CRT: <400 um (N=271) HDq12 (N=134) 744 (0.89) 7.77 (8.80) 65.86 103 HDg12 - 28 -0.20 (-2.70, 2.29)
HDq16 (N=65) 5.82(1.08) 548 (8.64) 66.08 54 HDg16 - 2g8 -1.83 (-4.61, 0.94)
2q8 (N=72) 7.65 (1.03) 8.34 (8.70) 63.02 53
BL CRT:>=400 um (N=387)  HDql2 (N=104) 028 (0.88) 9.04 (9.51) 62.10 149 HDgI2 - 28 -1.16 (-3.68, 1.36)
HDq16 (N=08) 008 (1.01) 056 (0.14) 5837 84 HDql6 - 268 136 (-4.04,132)
2q8 (N=05) 10.44 (1.08) 10.46 (10.00) 50.62 80
Prior DME: Y (N=200) HDq12 (N=145) 8.30 (0.92) 836 (9.93) 62.43 115 HDq12 - 28 0.14 (-2.54,2.82)
HDq16 (N=71) 4,61 (1.01) 480 (7.86) 58.58 65 HDq16 - 28 355 (-6.35,-0.74)
248 (N=74) 8.16 (1.10) 8.00 (9.48) 62.07 63
Prior DME: N (N=368) HDq12 (N=183) 8.67 (0.88) 0.64 (8.67) 64.50 137 HDq12 - 2q8 -146 (-3.90,0.97)
HDq16 (N=02) 0.00 (1.01) 10.70 (9.37) 63.65 73 HDq16 - 28 -0.15 (-2.76, 2.47)
298 (N=03) 10.14 (1.07) 11.07 (9.51) 61.00 70

2q8: Aflibercept 2 mg administered every 8 weeks after 5 initial injections at 4-week intervals; HDq12: High dose aflibercept 8 mg administered every 12 weeks after 3 initial
injections at 4'week intervals; HDql6: High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4'week intervals.

CI = Confidence interval. SE = Standard error. SD = Standard deviation. DF = Degrees of freedom LS = Least Square. BL = Baseline.

A mixed model for repeated measurements (MMBRM) was used with baseline BCVA measurement as a covariate, treatment group and the stratification variables (geographic region
[Japan vs. Rest of World]; baseline CRT (from reading center) [<400pm vs. >=400um], prior treatment for DME [ves vs. no]) as fixed factors, and terms for the interaction between
baseline and visit and the interaction between treatment and visit. A Kenward-Roger approximation was used for the denominator degrees of freedom. If the subgroup was one of the
stratification factors, then it was not included in the statistical model. An unstructured covariance type was used to model the within-subject error for all subgroups.

[a] The conirast also included the interaction term for treatment x visit

[b] Estimate based on the MMEM model, was computed for the differences of HDq12 minus 2q8 and HDq16 mimus 2q8, respectively with two-sided 95% Cls.

Overall, the primary and key secondary endpoint criteria, to know, the change from baseline in BCVA measured
by the ETDRS letter score at Week 48 and 60 (non-inferiority of IVT aflibercept therapy HDql12 and HDq16
dosing regimen to the current authorized IVT aflibercept therapy 2gq8 dosing regimen) is considered to be
statistically met (95% credible interval for treatment difference with a non-inferiority margin of 4 letters with
LS mean change from baseline in BCVA to Week 48) and fruher supported by the sensitivy analysis.

Change from baseline in BCVA measured by ETDRS letter score at Week 96

e PHOTON study

Table 8 PHOTON: Change from basgeline in BCVA measured by the ETDRS letter score at Week 438,
Week 60 and Week 96, MMRM (FAS)
21q8 HDql2 HDql6
N=187 N=328 N=163
Baseline mean 6147 63.63 6144
Week 48 Number of subjects with Weak 48 data 150 7 145
Primary Arithmatic mean (8D) changa from basslina 9.21(8.9%) 8.77 (8.95) 786 (3.38)
efficacy endpoint LS mean (SE) change from baseline 867 (0.73) 810 {081} T23{0.71)
Contrast # HDql2 - 23 HDql6 - 23
Estimate for Confrast and two-sided 93% CL< -0.57 (-2.26, 1.13) -1.44 (-3.27, 039
p-value of one-zidad test for non-infariority at =0.0001 0.0031

amargm of 4 latters

MNumber of subjects with Week 60 data 133 252 138

Week 60

Kev zecondary  Arithmeatic mean (8D change from basaline 962 (9.58) S.05(%2T) T86(5.14)

afficacy endpoint LS mean (SE) chanze from baszeline 2.40(0.7T) E32(0.63) T.64 (0.75)
DF 3424 3155
Contrast # HDql2 - 23 HDql6 - 23
Estimate for Confrast and two-sided 93% CL< -0.88 (-2.67, 0.81) -1.76 (-3.71, 0.19)
p-value of one-zidad test for non-infariority at 0.0003 0.0122

amargm of 4 latters

Week 96 MNumber of subjects with Week %6 data 124 222 127

Exploratory Arithmatic mean (8D change from basaline 841(11.100) B82(993) 7.50(5.86)

efficacy endpoint LS mean (SE) change from baseline 770 (0.8%) E.15 (0.63) 659 (0.77T)
DF 386.7 1913
Contrast # HDql2 - 23 HDql6 - 23
Estimate for Confrast and two-sided 93% CL< 0.45 (-1.33, 245 -1.11 (-3.27, 1.03)
p-value of one-sided test for non-infariority at =0.0001 0.0044

amargm of 4 latters P

2q8: Aflibercept 2 mg administered every § weeks after 5 initial injections at 4-week intervals; HDql2: High dose aflibercept 8 mg
adminizstered every 12 weaks aftar 3 initial injections at 4-week intervals; HDgl4: High doza aflibercept 8 me administered evary 16 wesks
after 3 initial injections at 4-week intervals.
CI=Confidence interval. SE = Standard emor. 3D = Stapdard deviation. DF = Degrees of feadom. LS = Least Square. BL =Baseline,
A mixed model for repeated measurements (MMEN) was wsed with baseline BCV.A measurament as a covariate,- treatment group and the
siratification variables (geographic region [JTapan vs. Rest of World]; baseline C5T (from reading center) [<400wm v=. >=400pum]— priar
tregtment for DME [ves vs. no]) as fixed factors,— and terms for the interaction between baseline and visit and the interaction betoneen
treatment and visit. A -F.azer appronimation was uzed for the denominator degrees of freedom. Haterogeneous Tpaplitz covariance
strucoare was usad to model the within-subject emror.
Intezcurmen; events (ICE) were handled according to Table 1 of SAP
[a) The contrast al:o inchuded the imteraction term for weatment x visit.
[b] Mowmninal p-value.
[c] Estimate basad on the MMEM modal - was compured for the differences of HDql12 mimus 298 and HDygl6 mimus 2g8 - respectively
with two-zided 95% Cl=.
Source:  Module 5.3.5.1, PHOTON W&0 CSE, W48 Table 14.2.1.1 znd W60 Table 14.2.1.1a, Module 5.3.5.1, PHOTOMN TLF EMA

CHMP Day-120 W06 (5E_key, Table 142110
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Figure 7 PHOTON: LS-mean change from bazeline in BCVA measured by the ETDRS letter score by
vigit through Week 96, MMRM [FAS)
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Source: Module 5.3 5.1, PHOTCON TLF ENMA CHMP Diay-120 Wod CEE_key, Figure 14.2.1.3b
As presented in the initial application, both HDg12 and HDg16 demonstrated non-inferiority to 2g8 with respect
to the primary efficacy endpoint (change from baseline in BCVA at Week 48) as well as the key secondary
endpoint (change from baseline in BCVA at Week 60) using the non-inferiority margin of 4 letters with LS mean
change from baseline in BCVA.

Based on the table and figure above, consistency was shown also for the exploratory efficacy BCVA endpoint
at Week 96 with pairwise differences in LS means (95% CI), based on the MMRM model, of 0.45 letters (-1.55,
2.45) for HDq12 vs. 2g8 and -1.11 letters (-3.27, 1.05) for HDq16 vs. 2g8. Indeed, both point estimates are
comparable to those observed at Week 48 and Week 60

The LS mean of BCVA gains were stable over time and similar across all groups, with minor numerical
differences not being considered as clinically relevant.

Secondary key endpoint analysis

Proportion of Participants With a = 2-Step Improvement in DRSS Score at Week 48

As the statistical tests ranked higher in the EP-SAP testing hierarchy were significant for both HD groups (ie,
the statistical tests H10, H20, H30 and H40), the test sequence could be continued with testing the key
secondary efficacy endpoint, the proportion of participants with > 2-step improvement in DRSS score (as
assessed by the central reading center) at week 48 (ie, H50 and H60).

HDqg12 was non-inferior to 2g8 with respect to this endpoint. However, this could not be shown for the HDq16
group. The non-inferiority margin was prespecified at 15%, however HDq12 also met a 10% NI margin. The
proportion of participants with > 2-step improvement in DRSS score was 25.7%, 24.7% and 20.7% at week
12 and 26.6%, 29.0%, and 19.6% at week 48 in the 2g8, HDql12, and HDq16 groups respectively. In CMH-
weighted estimates, the adjusted difference (95% CI) was 1.98% (-6.61, 10.57) for HDql12 and -7.52% (-
16.88, 1.84) for HDQq16, respectively versus 2g8 (Table 16).
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Table 16: Key Secondary Endpoint — Proportion of Participants with a = 2-Step
Improvement from Baseline in DRSS at Week 48 (LOCF) (Full Analysis Set)

Patients with a = 2-step Improvement Adjusted Difference (%)
Treatment From Baseline in DRSS, n (%) 2-sided (95% CT) *
HDql2 { N=328) 20/310 (29.0%%) 198 (-6.61,10.57)
HDql6 ( N=163 ) 30/153 (19.6%) -7.52(-1688.184)
2q8 (N=167) 42/158 (26.6%)

Abbreviations: 2g8= Aflibercept 2 mg administered every 8 weeks after 5 inifial injections at 4-week intervals;

HDq12= High dose aflibercept 8§ mg administered every 12 weeks after 3 inifial injections at 4-week intervals;

HDqgl6~= High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4-week intervals.

CI=confidence interval, CRT= central refinal thickness; DESS=Diabetic Retinopathy Severity Scale; N n=number

of patients; SAP = statistical analysis plan

Intercurrent events (ICE) were handled according to Table 1 of SAP (Appendix 16.1.9.1). LOCF= the last

observation prior to an ICE defined for the primary estimand was used to impute subsequent and/or missing or non-

gradable data. Patients were considered as non-responders if all post-baseline measurements were missing of non-
gradable.

* Difference with confidence interval (CI) was calculated using Mantel-Haenszel weighting scheme adjusted for
strafification factors (baseline CRT (from reading center) [<400 pm, =400 pm], prior DME treatment [yes, no],
geographical region [Rest of world, Japan]). The non-inferiority margin was set at 15%.

Missing or ungradable baseline was not included mn the denominator.

Sensitivity analysis using observed cases was performed and are presented in Table 14.2.2.2.

Table 14.2.2.2 Proportion Analysis of Patients with a >=2-Step Improvement from Baseline in DRSS at Week 48 (0C)
(Full Analysis Set)

Patients with a == 2-step improvement from baseline in Adjusted Difference (%)

Treatment DRSS, 1 (%) 2-sided (95% CI) [a]
HDqlI2 (N=328) 777259 (20.7%) 492 (-424_14.07)
HDq16 ( N=163 ) 26/138 (18.8%) -5.96(-15.71,3.78)
298 (N=167) 33/136 (24.3%)

2q8: Aflibercept 2 mg administered every 8 weeks after 5 initial injections at 4-week intervals; HDq12: High dose aflibercept 8 mg administered every 12 weeks after 3 initial
injections at 4-week intervals; HDq16: High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4-week intervals.

Intercurrent events (ICE) were handled according to Table 1 of SAP. OC: observations after an ICE defined for the primary estimand were excluded.

DRSS = Diabetic Retinopathy Severity Scale.

[a] Difference with confidence interval (CI) was calculated using Mantel-Haenszel weighting scheme adjusted for stratification factors (baseline CRT (from reading center) [<400um,
==400 pm], prior DME treatment [yes, no], geographical region [Rest of world, Japan]). The non-inferiority margin was set at 15%

Missing or ungradable baseline was not included in the denominator.

Proportion of Participants With a = 2-Step Improvement in DRSS Score at Week 60 (Exploratory

Endpoint)

The proportion of participants with > 2-step improvement in DRSS score was 25.7%, 24.6%, and 20.7% at
week 12 and 29.1%, 31.3%, and 22.2% at week 60 in the 2g8, HDg12, and HDq16 groups, respectively. In
CMH-weighted estimates, the adjusted difference (95% CI) was 1.87 (-6.88, 10.63) for HDql2 and -7.47 (-

17.05, 2.12) for HDQ16, respectively, versus 28 (Table 17).
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Table 17: Exploratory Endpoeint — Proportion of Participants with a = 2-Step
Improvement from Baseline in DRSS at Week 60 (LOCEF) (Full Analysis Set)

Patients with a = 2-step Improvement Adjusted Difference (%)
Treatment From Baseline in DRSS, n (%0) 2-sided (95% CT) *
HDgl2 ( N=328) 97/310 (31.3%) 1.87 (-6.88. 10.63)
HDgl6 ( N=163) 34/153 (22.2%) 147 (-17.05,2.12)
2q8 (N=167) 46/158 (29.1%)

Abbreviations: 2q8= Aflibercept 2 mg admunistered every 8 weeks after 5 imitial injections at 4-week intervals;
HDql12= High dose aflibercept 8 mg admunistered every 12 weeks affer 3 imifial mjections at 4-week intervals;
HDq16= High dose aflibercept 8§ mg adnunistered every 16 weeks after 3 mitial injections at 4-week intervals.
CT=confidence interval; CRT= central retinal thickness; DME=diabetic macular edema; DRSS=Diabetic Refinopathy
Severity Scale; LOCF=last observation carried forward; N n=number of participants; SAP = Statistical analysis plan
Intercurrent events (ICE) were handled according to Table 1 of SAP (Appendix 16.1.9.1). LOCF=the last observation
prior to an ICE defined for the primary estimand was used fo impute subsequent and/or missing or non-gradable data.
Participants were considered as non-responders if all post-baseline measurements were missing or non-gradable.

? Difference with confidence interval (CI) was calculated using Mantel-Haenszel weighting scheme adjusted for
stratification factors (baseline CRT (from reading center) [<=400 pm, =400 pm], prior DME treatment [yes, no],
geographical region [Rest of world, Japan]). The non-inferiority margin was set at 15%.

Missing or ungradable baseline was not included in the denominator.

Sensitivity analysis using OC was performed and are presented in Table 14.2.2.2a.

Table 14.2.2.2 Proportion Analysis of Patients with a ==2-5Step Improvement from Baseline in DRSS at Week 48 (OC)

(Full Analysis Set)
Patients with a == 2-step improvement from baseline in Adjusted Difference (%o)
Treatment DRSS, n (%) 2-sided (95% CT) [a]
HDql2 (N=328) 771259 (29.7%) 4.92(-424,14.07)
HDql6 (N=163 ) 26/138 (18.8%) -5.96 (-15.71.3.78)
2q8 (N=167) 33/136 (24.3%)

2q8: Aflibercept 2 mg administered every 8 weeks after 5 initial injections at 4-week intervals; HDq12: High dose aflibercept 8 mg administered every 12 weeks after 3 initial

injections at 4-week intervals; HDql6: High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4-week intervals.
Intercurrent events (ICE) were handled according to Table 1 of SAP. OC: observations after an ICE defined for the primary estimand were excluded.
DRSS = Diabetic Retinopathy Severity Scale.

[a] Difference with confidence interval (CI) was calculated using Mantel-Haenszel weighting scheme adjusted for stratification factors (baseline CRT (from reading center) [<400um,

==400 pm)]. prior DME treatment [ves. no]. geographical region [Rest of world, Japan]). The non-inferiority margin was set at 15%
Missing or ungradable baseline was not included in the denominator.

Subgroup Analysis of Participants With a = 2-Step Improvement in DRSS at Week 48 and 60

Subgroup analyses were performed for participants with a = 2-step improvement in DRSS score at week 48
and week 60 by sex, age group, race, ethnicity, baseline BCVA, geographic region, baseline CRT category, and

prior DME treatment and are presented in Tables 14.2.2.5 to 14.2.2.12 for week 48 and Tables

14.2.2.5a to

14.2.2.13a for week 60 (LOCF -FAS). Discrepancies in PHOTON study regarding the improvement of >2-Step
in DRSS Score in the HD groups compared to the 2g8 group were observed for the following subgroups: <50
years, = 55- < 65 years, = 65 to < 75 years, males, females, White, Asian, with a baseline BCVA < 73 letters
or = 73 letters, and CRT <400 micron or = 400 micron at baseline subgroups. However, given the smaller size

of these subgroups, the validity of these comparisons appeared limited.

Tables 14.2.2.5 to 14.2.2.12 Subgroup Analysis of Patients with a >=2-Step Improvement at Week 48
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Patients with a == 2-step improvement Adjusted Difference (%)

Subgroup Treatment from baseline in DRSS, n (%) 2-sided (95% CT) [a]
Sex: Female (N=257) HDgl2 (N=118) 30/113 (26.5%) 11.94(0.27 , 23.60)
HDql6 (N=64) 8/63 (12.7%) -2.11(-13.44,9.22)
2q8 (N=T5) 10/71 (14.1%)
Sex: Male (N=401) HDgl2 (N=210) 60/197 (30.5%) -6.62 (-18.59,5.34)
HDql6 (IN=09 ) 22/90 (24.4%) -12.86(-26.53, 0.81)
2q8 (N=02) 32/87 (36.8%)
Age: <55 Years (N=144) HDq12 (N=T77) 26/72 (36.1%) -11.12(-3299, 10.7%)
HDq16 (N=38) 11/38 (28.9%) -19.11 (-43.16 , 4.95)
2q8 (N=29) 13/28 (46.4%)
Age: >=55 - <65 Years (N=225) HDq12 (N=108 ) 35/104 (33.7%) 7.71(-6.52,21.95)
HDq16 (N=54) 7/50 (14.0%) -12.49(-27.27,2.29)
2q8 (N=63 ) 15/61 (24.6%)
Age: »=05 - <75 Years (N=218 ) HDq12 (N=107) 25/102 (24.5%) 000 (-16.55, 14.58)
HDq16 (N=57) 11/54 (20.4%) 457 (-21.31.12.18)
2q8 (N=54) 12/48 (25.0%)
Age: »=T75 Years (N=71) HDq12 (N=36) 4/32 (12.5%) 3.18(-12.87,19.23)
HDql6 (N=14) 1/11 (9.1%) 0.00(-1924.19.24)
2q8 (N=21) 2/21 (9.5%)
Race: White (N=471) HDq12 (N=231) 66/219 (30.1%) 5.71(4.52,1594)
HDg16 (N=128) 23/121 (19.0%) -6.23(-16.98 ,4.52)
2q8 (N=112) 26/108 (24.1%)
Race: Black Or African American (N=62 ) HDg12 (N=35) 8/32 (25.0%) -2.12(-29.78 . 25.54)
HDq16 (N=9) 2/8 (25.0%) 12.11(-24.15.48.37)
2q8 (N=18) 4/15 (26.7%)
Race: Asian (N=101) HDq12 (N=48 ) 12/47 (25.5%) -2.26 (-24.90, 20.38)
HDg16 (N=23 ) 5/21 (23.8%) -1.15(-27.11 . 24 80)
2q8 (N=30) 9/28 (32.1%)
Ethnicity: Not Hispanic Or Latino (N=525 ) HDg12 (N=266) 78/253 (30.8%) 1.00 (-7.77,11.76)
HDql6 (N=126) 22/118 (18.6%) -10.10 (-20.73 , 0.52)
2q8 (N=133) 36/125 (28.8%)
Ethmicity: Hispanic Or Latino (N=119 ) HDql2 (N=54) 11/49 (22 .4%) 5.06 (-14.43 . 24.55)
HDql6 (N=34) 8/32 (25.0%) 10.26 (-10.75 .31.28)
2q8 (N=31) 6/30 (20.0%)
Baseline BCVA: =73 Letters (N=556 ) HDq12 (N=269) 73/252 (29.0%) 2.58 (-6.66,11.81)
HDql6 (N=140) 25/130 (19.2%) -7.62 (-17.64,2.40)
2q8 IN=147) 36/138 (26.1%)
Baseline BCVA: =73 Letters (N=102 ) HDq12 (N=59) 17/58 (29.3%) 244 (-26.78 . 21.89)
HDql6 (N=23) 5/23 (21.7%) 2295 (-51.32,5.42)
2q8 (N=20) 6/20 (30.0%)
Region: Japan (N=74 ) HDgql2 (N=37) 9/36 (25.0%) -0.60 (-24.74, 23.54)
HDql6 (IN=17) 4/16 (25.0%) 143 (-26.96.29.81)
2q8 (N=20) 5/20 (25.0%)
Region: Rest Of World (N=584 ) HDql12 (N=291) 81/274 (29.6%) 2.34(-6.85,11.53)
HDql6 (N=146 ) 26/137 (19.0%) -8.66 (-18.56, 1.23)
2q8 (N=147) 37/138 (26.8%)
Baseline CRT category: <400 Microns (N=271) HDql2 (N=134) 35/126 (27.8%) 6.17 (-6.33 , 18.66)
HDql6 (N=65 ) 10/59 (16.9%) -3.09 (-17.56,9.58)
2q8 (N=72) 14/68 (20.6%)
Baseline CRT category: >=400 Microns (N=387 ) HDql2 (N=194) 55/184 (29.9%) -1.06 (-12.75 , 10.62)
HDql6 (N=98 ) 20/94 (21.3%) -9.93 (-22.67 . 2.80)
2q8 (N=05) 28/90 (31.1%)
Prior DME treatment: Y (N=288 ) HDql12 (N=143) 29/135 (21.5%) -3.24 (-15.61,9.12)
HDql6 (N=71) 11/65 (16.9%) -7.87 (-21.42,5.67)
2q8 (N=74) 17/71 (23.9%)
Prior DME treatment: N (N=370) HDql12 (N=185) 61/175 (34.9%) 6.13(-5.70,17.97)
HDql6 (N=02) 19/88 (21.6%) -7.25(-20.11, 5.61)
2q8 (N=93) 25/87 (28.7%)

Intercurrent events (ICE) were handled according to Table 1 of SAP. LOCF: the last observation prior to an ICE defined for the primary estimand was used to impute subsequent
and/or missing or non-gradable data. Patients were considered as non-responders if all post-baseline measurements were missing or non-gradable.

[a] Difference with confidence interval (CT) was calculated using Mantel-Haenszel weighting scheme adjusted for stratification factors (baseline CRT (from reading center) [<400um,
==400 pum]. prior DME treatment [yes. no]. geographical region [Rest of world. Japan]). If the subgroup 1s one of the stratification factors. then it will not be inchide in the statistical

model

DRSS = Diabetic Retinopathy Severity Scale.

Missing or ungradable baseline was not included in the denominator.

Tables 14.2.2.5a to 14.2.2.13a Subgroup Analysis of Patients with a >=2-Step Improvement at

Week 60 (LOCF - FAS)
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Patients with a >= 2-step improvement

Adjusted Difference (%)

Subgroup Treatment from baseline in DRSS, n (%) 2-sided (95% CT) [a]

Sex: Female (N=257 ) HDql2 (N=118 ) 36/113 (31.9%) 15.78 (344 28.12)
HDq16 (N=64) 9/63 (14.3%) 215 (-14.24, 9.05)
248 (N=75) 12/71 (16.9%)

Sex: Male (N=401) HDql2 (N=210) 61/197 (31.0%) 841 (2040, 3.57)
HDq16 (N=99) 25/90 (27.8%) -11.88 (-25.71 . 1.96)
2q8 (N=92) 34/87 (39.1%)

Age: <55 Years (N=144) HDq12 (N=77) 30/72 (41.7%) 400 (-25.97,17.79)
HDq16 (N=38 ) 12/38 (31.6%) -17.89 (-42.05 . 6.26)
2q8 (N=29) 13/28 (46.4%)

Age: >=55 - <65 Years (N=225) HDq12 (N=108 ) 37/104 (35.6%) 6.02(-7.53.2136)
HDq16 (N=54) 8/50 (16.0%) -12.50 (-2747, 2.30)
2q8 (N=63 ) 17/61 (27.9%)

Age: =65 - <75 Years (N=218) HDql12 (N=107) 26/102 (25.5%) -1.87(-17.86.14.12)
HDq16 (N=57) 13/54 (24.1%) 225 (-19.60 . 15.10)
2q8 (N=54) 13/48 (27.1%)

Age: >=T5 Years (N=T1) HDq12 (N=36) 432 (12.5%) 0,07 (-17.91,17.77)
HDq16 (N=14) 111 (9.1%) 0.00(-19.24 , 19.24)
2q8 (N=21) 321 (14.3%)

Race: White (N=471 ) HDq12 (N=231) 721219 (32.9%) 5.79 (-4.62 . 16.20)
HDq16 (N=128 ) 26/121 (21.5%) 6.78 (-17.82, 426)
2q8 (N=112) 20/108 (26.9%)

Race: Black Or African American (N=62 ) HDq12 (N=35) 8/32 (25.0%) 498 (-2037,3032)
HDq16 (N=9 ) 2/8 (25.0%) 16.38 (-21.80 , 54.56)
2q8 (N=18) 3/15 (20.0%)

Race: Asian (N=101) HDq12 (N=48 ) 13/47 (27.7%) -10.04 (-33.66 . 13.59)
HDq16 (N=23 ) 5121 (23.8%) 923 (-36.20,17.74)
2q8 (N=30) 11/28 (30.3%)

Ethnicity: Not Hispanic Or Latino (N=525 ) HDq12 (N=266) 83/253 (32.8%) 1.65 (-8.29 ,11.59)
HDq16 (N=126) 26/118 (22.0%) 034(-2031, 1.63)
2q8 (N=133) 30/125 (31.2%)

Ethnicity: Hispanic Or Latino (N=119) HDq12 (N=54 ) 13/40 (26.5%) 476 (-15.25.24.77)
HDq16 (N=34) 8/32 (25.0%) 9.04(-11.59 ,29.68)
2q8 (N=31) 7730 (23.3%)

Baseline BCVA: <=73 Letters (N=356 ) HDq12 (N=269) 781252 (31.0%) 1.74 (-7.66 . 11.14)
HDq16 (N=140) 28/130 (21.5%) $34(-18.62,193)
2q8 (N=147) 40/138 (20.0%)

Baseline BCVA: =73 Letters (N=102 ) HDq12 (N=50 ) 10/58 (32.8%) 252 (-2247,2751)
HDq16 (N=23 ) 6/23 (26.1%) -13.64 (44751747
2q8 (N=20) 6/20 (30.0%)

Region: Japan (N=74) HDq12 (N=37) /36 (25.0%) -1033 (-36.01,15.35)
HDql6 (N=17) 4/16 (25.0%) 8.57 (-38.54 , 21.40)
2q8 (N=20) 7120 (35.0%)

Region: Rest Of World (N=384 ) HDq12 (N=291) 88/274 (32.1%) 3.58(-5.71.12.86)
HDq16 (N=146) 30/137 (21.9%) 732(-17.43,2.78)
2q8 (N=147) 30/138 (28.3%)

Baseline CRT category: <400 Microns (N=271) HDql2 (N=134) 38/126 (30.2%) 6.96 (-5.85 . 10.76)
HDq16 (N=65 ) 9/50 (15.3%) 7.18 (-20.75 , 6.39)
2q8 (N=72) 15/68 (22.1%)

Baseline CRT category: >=400 Microns (N=387) HDql2 (N=104) 50/184 (32.1%) -1.83 (-13.70 . 10.03)
HDq16 (N=08 ) 25/04 (26.6%) -7.66 (-20.87,5.55)
2q8 (N=95) 31/90 (34.4%)

Prior DME freatment: Y (N=200 ) HDq12 (N=145) 31/137 (22.6%) 0.52 (-12.79 . 11.76)
HDq16 (N=71) 11/65 (16.9%) 6.25 (-19.63,7.13)
2q8 (N=74) 16/71 (22.5%)

Prior DME freatment: N (N=368 ) HDq12 (N=183) 66/173 (38.2%) 3.79 (-8.55.16.13)
HDq16 (N=02 ) 23/38 (26.1%) -840 (-21.88,508)
2q8 (N=03 ) 30/87 (34.5%)

2q8: Aflibercept 2 mg administered every 8 weeks after 5 initial injections at 4-week intervals; HDq12: High dose aflibercept 8 mg administered every 12 weeks after 3 initial
injections at 4'week intervals; HDq16: High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4'week intervals.
Intercurrent events (ICE) were handled according to Table 1 of SAP. LOCF: the last observation prior to an ICE defined for the primary estimand was used to impute subsequent
and/or missing or non-gradable data. Patients were considered as non-responders if all post-baseline measurements were missing or non-gradable.
[a] Difference with confidence interval (CT) was calculated using Mantel-Haenszel weighting scheme adjusted for stratification factors (baseline CRT (from reading center) [<400pm,
==400 pm], prior DME treatment [ves, no]. geographical region [Rest of world, Japan]). If the subgroup is one of the stratification factors, then it will not be include in the statistical

model

[b] P-value is calculated using 2-sided Cochran-Mantel-Haenszel (CMH) superiority test adjusted for stratification factors (baseline CRT (from reading center) [<400pm, =400 pm],
prior DME treatment [ves, no], geographical region [Rest of world, Japan]). If the subgroup is one of the stratification factors, then it will not be include in the statistical model

DRSS = Diabetic Retinopathy Severity Scale.

The key secondary endpoint appears to be statistically met in the HDg12 arm but not in the HDq16 and the
sensitivity analyses supported the results at week 48 and 60 (PHOTON study). Additionally, results tend to
differ in the HDq12 and HDq16 groups and some secondary and exploratory endpoints results tend to stand
out more than others between groups. The MAH was asked to discuss the impact of those data and their clinical
relevance on the dosing regimen (HDq16) proposed in the SmPC in DME patients.
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In response, The Applicant concluded that all treatment arms achieved similar functional benefits. Differences
in structural endpoints were mostly associated with injection timing and did not translate into clinically
meaningful differences in quality of life or visual acuity.

The eligibility criteria of the PHOTON study aimed to include an informative population in terms of DME
assessment, which does not equate the one selected for DRSS assessment. In PHOTON, despite the limitations
in study design, the evaluation of DRSS was included in the context of the fact that aflibercept 2 mg is in the
US approved not only for the treatment of DME, but also for the treatment of DR. Therefore, evaluating the
effects of aflibercept 8 mg was considered relevant for that territory. The key secondary endpoint of the
proportion of participants with a > 2-step improvement in DRSS score at Week 48 was pre-specified to
potentially support an indication of aflibercept 8 mg for treatment of DR in the US. This endpoint was tested
with a non-inferiority margin of 15% which was met by the HDq12 arm (adjusted difference 1.98%, 95% CI -
6.61, 10.57) but not by the HDgl16 arm (adjusted difference -7.52%, 95% CI -16.88, 1.84). however,
considering that the primary endpoint showed that BCVA improvement as a direct effect of DME treatment was
non-inferior for HDg12 and HDq16 compared to 2g8, the Applicant concluded that the effect on DRSS stage
improvement does not correlate with the effect on DME, and improvements in DRSS are not a prerequisite for
vision improvements in DME.

Other secondary and exploratory efficacy endpoints analysis

Proportion of Participants Gaining = 15 Letters in BCVA from Baseline
Week 48

The proportion of participants who gained > 15 letters in BCVA from baseline to week 48 was 18.7% and 16.6%
in the HDq12 and HDq16 groups, respectively, compared with 23.0% in the 2g8 group (Table 19).

Table 19: Proportion of Participants who Gained = 15 Letters in BCVA from Baseline
at Week 48 (LOCTF) (Full Analysis Set)

Partients with = 15 Letters

gain in BCVA from Adjusted Difference (%) CMH test®
Treatment baseline to Week 48, n (%0) (95% CIp@ p-value
HDq12 (N=328) 61/326 (18.7%) 4.64(-12.30,3.02) 0.2231
HDq16 (N=163) 27/163 (16.6%) ~7.14(-1545 ,1.17) 0.0960

2q8 (N=167) 38/165 (23.0%)

Abbreviations: 2q8=Aflibercept 2 mg administered every 8 weeks after 5 initial injections at 4-week intervals;

HDg12=High dose aflibercept § mg admunistered every 12 weeks after 3 iufial injections at 4-week intervals;

HDgl6=High dose aflibercept § mg adnumistered every 16 weeks after 3 initial injections at 4-week infervals.

BCVA=best corrected visual acuity; Cl=confidence inferval; CMH=Cochran-Mantel-Haenszel; CRT= central retinal

thickness (or, central subfield retinal thickness); DME= diabetic macular edema; ICE=intercurrent events; LOCF=last

observation carried forward; N, p=number of patients; SAP= statistical analysis plan.

Intercurrent events (ICE) were handled according to Table 1 of SAP (Appendix 16.1.9.1). LOCF: the last observation

prior to an ICE defined for the primary estimand was used to impute subsequent and/or missing or non-gradable data.

Missing data were not included in the denonunator.

2 Difference with CI was caleulated using Mantel-Haenszel weighting scheme adjusted for stratification factors
(baseline CR.T (from reading center) [<400 pm, =400 um], prior DME treatment [yes, no], geographical region [Fest
of world, Japan]).

b Nominal p-value for the 2-sided CMH superiority test.

Sensitivity analysis for the proportion of participants who gained > 15 letters in BCVA from baseline at week
48 using OC was consistent with the LOCF analysis (Tables 14.2.3.1.2 and 14.2.3.1.4).
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Table 14.2.3.1.2 Proportion Analysis of Patients who Gained == 15 Letters in BCVA from Baseline at Week 48 (0C)
(Full Analysis Set)

Patients with == 15 Letters gain in BCVA Adjusted Difference (%) CMH test [b]
Treatment from baseline to Week 48, n (%) (95% CI) [a] p-value
HDq12 (N=328 ) 55/277 (19.9%) 410(-1244 406) 03004
HDql6 (N=163 ) 26/149 (17.4%) -6.84 (-15.64 . 1.96) 0.1304
2q8 (N=167) 36/150 (24.0%)

2q8: Aflibercept 2 mg administered every 8 weeks after 5 initial injections at 4-week intervals; HDql12: High dose aflibercept 8 mg administered every 12 weeks after 3 initial

injections at 4-week intervals; HDq16: High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4-week intervals.

Intercurrent events (ICE) were handled according to Table 1 of SAP. OC: observations after an ICE defined for the primary estimand were excluded.

[a] Difference with confidence interval (CI) was calculated using Mantel-Haenszel weighting scheme adjusted for stratification factors (baseline CRT (from reading center) [<400pum.
>=400 pm], prior DME treatment [yes. no], geographical region [Rest of world, Japan])

[b] p-value for the two-sided Cochran-Mantel-Haenszel (CMH) supenionity test.

Missing data were not included in the denominator.

Table 14.2.3.1.4 Proportion of Patients who Gained = 15 Letters in BCVA from Baseline by Visit through Week 48 (0C)
(Full Analysis Set)

28 HDqI2 HDql6
Visit (N=167) (N=328) (N=163)
Week 4 14/163 (8.6%) 20326 (6.1%) 8163 (4.9%)
Week 8 24/163 (14.7%) 30317 (12.3%) 16/161 (9.9%)
Week 12 27/165 (16.4%) 44/314 (14.0%) 20/160 (12.5%)
Week 16 33/163 (20.2%) 42/200 (14.0%) 22/159 (13.8%)
Week 20 30/147 (20.4%) 40/304 (13.2%) 19/152 (12.5%)
Week 24 38/160 (23.8%) 48/272 (17.6%) 15/155 (9.7%)
Week 28 36/150 (24.0%) 48/285 (16.8%) 28/144 (19.4%)
Week 32 38/150 (23.9%) 40287 (13.9%) 25/149 (16.8%)
Week 36 38/142 (26.8%) 52/271 (10.2%) 24/146 (16.4%)
Week 40 28/152 (18.4%) 55/267 (20.6%) 22/151 (14.6%)
Week 44 34/141 (24.1%) 62/280 (22.1%) 24/145 (16.6%)
Week 48 36/150 (24.0%) 55/277 (19.9%) 26/149 (17.4%)

2q8: Aflibercept 2 mg administered every 8 weeks after 5 initial injections at 4-week intervals; HDg12: High dose aflibercept 8 mg administered every 12 weeks after 3 initial
injections at 4-week intervals; HDq16: High dose aflibercept 8§ mg administered every 16 weeks after 3 initial injections at 4-week infervals.

Intercurrent events (ICE) were handled according to Table 1 of SAP. OC: observations after an ICE defined for the primary estimand were excluded.

Missing data were not included in the denominator.

Week 60
The proportion of participants who gained > 15 letters in BCVA from baseline to week 60 was 21.5% and 16.0%

in the HDq12 and HDq16 groups, respectively, compared with 26.1% in the 2gq8 group (Table 20).

Table 20: Proportion of Participants who Gained = 15 Letters in BCVA from Baseline
at Week 60 (LOCE) (Full Analysis Set)

Partients with = 15 Letters

gained in BCVA from Adjusted Difference (%) CMH test
Treatment baseline to Week 60, n (%0) (95% CI)* p-value®
HDgl2 (N=328) 70/326 (21.5%) -5.01(-13.04 ,3.02) 02112
HDgl6 (N=163) 26/163 (16.0%) -10.78 (-19.27 ,-2.29) 0.0143
208 (N=167) 43/165 (26.1%)

Abbreviations: 2q8=Aflibercept 2 mg administered every § weeks after 5 initial injections at 4-week intervals;
HDg12=High dose aflibercept 8 mg administered every 12 weeks after 3 initial injections at 4-week intervals;
HDgl6=High dose aflibercept § mg administered every 16 weeks after 3 initial injections at 4-week intervals.

BCWV A=best corrected visual acuity; CI=confidence interval; CMH=Cochran-Mantel-Haenszel; CRT= central refinal

thickness (or, central subfield retinal thickness); DME= diabetic macular edema; ICE=intercurrent events; LOCF=last

observation carried forward; N.n=number of participants; SAP= statistical analysis plan.

Intercurrent events were handled according to Table 1 of SAP (Appendix 16.1.9.1). LOCT: the last observation prior

to an ICE defined for the primary estimand was used to impute subsequent and/or missing or non-gradable data.

Missing data were not included in the denominator.

3 Dafference with CI was calculated using Mantel-Haenszel weighting scheme adjusted for stratification factors
(baseline CRT (from reading center) [<400 pm, =400 pm], prior DME treatment [ves, no], geographical region [Rest
of world, Japan]).

® Nominal p-value for the 2-sided CMH superiority test.

Sensitivity analysis for the proportion of participants who gained = 15 letters in BCVA from baseline at week
60 using OC was consistent with the LOCF analysis (Tables 14.2.3.1.2a and 14.2.3.1.4a).
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Table 14.2.3.1.2a Proportion Analysis of Patients who Gained == 15 Lefters in BCVA from Baseline at Week 60 (OC)

(Full Analysis Set)
Patients with == 15 Letters gain in BCVA Adjusted Difference (%a) CMH test [b]
Treatment from baseline to Week 60, n (%) (95% CI) [a] p-value
HDql2 (N=328) 56/252 (22.2%) -5.85 (-14.96 ,3.27) 0.2002
HDql6 (N=163 ) 23/138 (16.7%) -11.53 (-21.00, -2.05) 0.0183

2q8 (N=167) 377133 (27.8%)

2q8: Aflibercept 2 mg administered every 8 weeks after 5 initial injections at 4-week intervals; HDq12: High dose aflibercept 8 mg administered every 12 weeks after 3 initial

injections at 4'week intervals; HDq16: High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4'week intervals.

Intercurrent events (ICE) were handled according to Table 1 of SAP. OC: observations after an ICE defined for the primary estimand were excluded.

[a] Difference with confidence interval (CT) was calculated using Mantel-Haenszel weighting scheme adjusted for stratification factors (baseline CRT (from reading center) [<400um,
==400 pm)]. prior DME treatment [ves. no], geographical region [Rest of world, Japan])

[b] p-value for the two-sided Cochran-Mantel-Haenszel (CMH) superionty test.

Missing data were not included in the denominator.

Table 14.2.3.1.4a Proportion of Patients who Gained == 15 Letters in BCVA from Baseline by Visit through Week 60 (OC)

(Full Analysis Set)
28 HDql2 HDql6
Visit (N-167) (N=328) (N-163)
Week 4 147163 (8.6%) 207326 (6.1%) 8/163 (4.9%)
Week 8 24/163 (14.7%) 30/317 (12.3%) 16161 (0.9%)
Week 12 27/165 (16.4%) 44314 (14.0%) 20/160 (12.5%)
Week 16 33/163 (20.2%) 421200 (14.0%) 22/150 (13.8%)
Week 20 30/147 (20.4%) 40304 (132%) 197152 (12.5%)
Week 24 38/160 (23.8%) 481272 (17.6%) 15155 (9.7%)
Week 28 36/150 (24.0%) 48/285 (16.8%) 28/144 (19.4%)
Week 32 38/150 (23.9%) 401287 (13.9%) 25/149 (16.8%)
Week 36 38/142 (26.8%) 52/271 (19.2%) 24/146 (16.4%)
Week 40 28/152 (18.4%) 55/267 (20.6%) 22/151 (14.6%)
Week 44 34/141 (24.1%) 62/280 (22.1%) 24/145 (16.6%)
Week 48 36/150 (24.0%) 55/277 (19.9%) 26/149 (17.4%)
Week 52 44/144 (30.6%) 56/255 (22.0%) 19/137 (13.9%)
Week 56 37/144 (25.7%) 60/266 (22.6%) 21/142 (14.8%)
Week 60 37/133 (27.8%) 56/252 (22.2%) 23/138 (16.7%)

2q8: Aflibercept 2 mg administered every 8 weeks after 5 iifial injections at 4-week intervals; HDq12: High dose aflibercept 8 mg administered every 12 weeks after 3 mitial
injections at 4'week intervals; HDql6: High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4'week intervals.
Intercurrent events (ICE) were handled according to Table 1 of SAP. OC: observations after an ICE defined for the primary estimand were excluded.

Proportion of Participants with BCVA = 69 Letters
Week 48

The proportion of participants who achieved = 69 letters in BCVA (= 20/40 Snellen equivalent) at week 48 was
similar across treatment groups (63.0 to 65.3% participants) as shown in Table 21.

Table 21: Proportion of Participants with BCVA > 69 letters at Week 48 (LOCF) (FAS)

Patients with BCVA >= 69 Adjusted Difference (%s) CMH test®
Treatment letters at Week 48, n (%) (95% CT)* p-value
HDg12 (N=328) 213/326 (65.3%) 245(-647,11.36) 0.5917
HDq16 (N=163 ) 102/163 (62.6%) -0.67(-11.16,9.82) 0.8908
2q8 (N=167) 104/165 (63.0%)

Abbreviations: 2g8= Aflibercept 2 mg admunistered every § weeks after 5 mutial injections at 4-week intervals;
HDq12= High dose aflibercept 8 mg administered every 12 weeks after 3 initial injections at 4-week intervals; HDql6=
High dose aflibercept 8 mg administered every 16 weeks affer 3 imtial injections at 4-week mtervals.

Intercurrent events (ICE) were handled according to Table 1 of SAP (Appendix 16.1.9.1). BCVA: best corrected visual
acuity; CMH=Cochran-Mantel-Haenszel, CRT= ceniral retinal thickness {or, ceniral subfield retinal thickness);
DME-= diabetic macular edema; FAS= Full analysis set; LOCF: the last observation prior to an ICE defined for the
primary estimand was used to impute subsequent and/or missing data; N n=number of patients.

* Difference with confidence interval (CI) was calculated using Mantel-Haenszel weighting scheme adjusted for
stratification factors (baseline CRT (from reading center) [<400um, >=400 pm], prior DME treatment [ves. no],
geographical region [Rest of world, JTapan])

® Nominal p-value for the 2-sided Cochran-Mantel-Haenszel (CMH) superiority test.

Missing data were nof included in the denominator.
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Week 60

The proportion of participants who achieved = 69 letters in BCVA (= 20/40 Snellen equivalent) at week 60 was
similar across treatment groups (60.6% to 64.7% participants) as presented in Table 22.

Table 22: Proportion of Patients with BCVA = 69 letters at Week 60 (LOCF) (FAS)

Patients with BCVA >= 69 Adjusted Difference (%2) CMH rest
Treatment letters at Week 60, n (%) (95% CT)* p-value®
HDgl2 (N=328) 2117326 (64.7%) 434(-4.72,1340) 03479
HDql6 (N=163) 101/163 (62.0%) 1.63(-8.91,12.17) 0.7620
2g8 (N=167) 100/165 (60.6%)

Abbreviations: 2q8= Aflibercept 2 mg adnunistered every 8 weeks after 5 initial injections at 4-week intervals;
HDg12= High dose aflibercept 8 mg administered every 12 weeks after 3 initial injections at 4-week intervals;
HDg16= High dose aflibercept 8 mg admunistered every 16 weeks after 3 initial injections at 4-week intervals.
Intercurrent events (ICE) were handled according to Table 1 of SAP (Appendix 16.1.9.1). BCVA: best corrected
visual acuity; CMH=Cochran-Mantel-Haenszel ;CRT= central retinal thickness (or, central subfield retinal
thickness); DME= diabetic macular edema; FAS= Full analysis set; LOCF: the last observation prior to an ICE
defined for the primary estimand was used to impute subsequent and/or missing data; N n=mmber of participants.
# Difference with confidence iterval (CI) was calculated using Mantel-Haenszel weighting scheme adjusted for
stratification factors (baseline CRT (from reading center) [<400um, =400 pm], prior DME treatment [yes, no],
geographical region [Rest of world, Japan])

® Nominal p-value for the 2-sided Cochran-Mantel-Haenszel (CMH) superiority test.

Missing data were not included in the denomunator.

Proportion of Participants Without Fluid at Foveal Center
Week 48

The proportion of participants without fluid (no IRF and no SRF) at the foveal center (as assessed by the central
reading center) at week 48 was 58.5% and 43.8% in the HDg12 and HDq16 groups, respectively, compared
with 54.5% in the 2g8 group (Table 23).

Table 23: Proportion of Participants without Fluid (no IRF and no SRF) at the Foveal
Center at Week 48 (LOCT) (Full Analysis Set)

Patients without fluid, Adjusted Difference (%) CMH test®?
Treatment n{ %) {95% CI)® p-value
HDg12 (N=328) 100/325 (58.5%) 432(-472,1336) 0.3401
HDql16 (N=163) T1/162 (43.8%) 073 (-2034.0.87 0.0757
2q8 (N=167) 00/165 (54.5%)

Abbreviations: 2¢q8= Aflibercept 2 mg administered every 8§ weeks after 5 initial injections at 4-week intervals;
HDyg12= High dose aflibercept 8 mg administered every 12 weeks after 3 initial injections at 4-week intervals;
HDy16= High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4-week intervals.
CI=confidence interval; CMH=Cochran-Mantel-Haenszel; CRT= ceniral retinal thickness (or, central subfield retinal
thickness); DME= diabetic macular edema; ICE=intercurrent events; IRF=intraretinal fluid; LOCF=last observation
carried forward; N n=number of participants; SAP=-statistical analysis plan; SRF=subretinal fluid.

Intercurrent events were handled according to Table 1 of SAP (Appendix 16.1.9.1). LOCF= the last observation prior
to an ICE defined for the primary estimand was used to impute subsequent and/or missing or non-gradable data.
Missing or undetermined data were not included in the denominator.

3 Difference with CI was calculated using Mantel-Haenszel weighting scheme adjusted for stratification factors
(baseline CRT (from reading center) [<400 pm, =400 pm], prior DME treatment [yes, no], geographical region [Rest
of world, Japan]).

® Nominal p-value for the 2-sided CMH superiority test.

Week 60
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The proportion of participants without fluid (no IRF and no SRF) at the foveal center (as assessed by the central
reading center) at week 60 was 61.8% and 58.0% in the HDg12 and HDq16 groups, respectively, compared
with 68.5% in the 2g8 group (Table 24).

Table 24: Proportion of Participants Without Fluid (no IRF and no SRF) at the Foveal
Center at Week 60 (LOCF) (Full Analysis Set)

Patients without fluid,  Adjusted Difference (%) CMH test
Treatment n(%) (95% CIy* p-value®
HDql12 (N=328) 201/325 (61.8%) -5.08(-14.71,2.75) 0.1878
HDql6 (N=163) 04/162 (58.0%) -9.88(-20.31,0.56) 0.0647
2q8 (N=167) 113/165 (68.5%)

Abbreviations: 2q8= Aflibercept 2 mg administered every 8 weeks after 5 inifial injections at 4-week intervals;
HDql12= High dose aflibercept 8 mg administered every 12 weeks after 3 initial injections at 4-week intervals:
HDql6= High dose aflibercept 8 mg administered every 16 weeks after 3 imfial injections at 4-week infervals.
ClI=confidence interval; CMH=Cochran-Mantel-Haenszel; CRT=central retinal thickness (or, central subfield retinal
thickness); DME= diabetic macular edema; ICE=intercurrent events; [RF=intrarefinal fluid; LOCF=last observation
carried forward; N n=mmmber of participants; SRF=subretinal fluid.

Intercurrent events were handled according to Table 1 of SAP (Appendix 16.1.9.1). LOCF= the last observation prior

to an ICE defined for the primary estimand was used to impute subsequent and/or missing or non-gradable data.

Missing or undetermined data were not included in the denominator.

# Difference with CI was calculated using Mantel-Haenszel weighting scheme adjusted for stratification factors
(baseline CRT (from reading center) [<:400 pm, >400 pm], prior DME treatment [yes, no]. geographical region [Rest
of world, Japan]).

® Nominal p-value for the 2-sided CMH superiority test.

Change from Baseline in Central Retinal Thickness
Week 48

Overall, the LS mean (SE) change from baseline in CRT (as assessed by the central reading center) at week 48
was -176.77 (5.73) and -148.84 (9.45) in the HDq12 and HDQg16 groups, respectively, compared with -164.85
(8.79) in the 298 group (Table 27).

Table 27: Statistical Analysis of Change from Baseline in Central Retinal Thickness (microns) at Week 48 (MMRM)(FAS)

Number of
patients
LS Mean (SE) Mean (SD) with Estimate for contrast
Treatment change from BL change from B. BL Mean Week 48 data DF Contrast * t-value  p-value® and 2-sided 95% CI©
HDq12 (N=328) -176.77(5.73)  -171.65 (141.52) 44915 276 2549 HDql2-2q8 -1.2768 02028 -11.92 (-30.30, 6.47)
HDq16 (N=163) -148.84(9.45) -14830(133.20) 46032 149 2053 HDql6-2g8 1.3386 0.1817 16.01 (-7.53, 39.54)
2q8 (N=167) -164.85(8.79) -16531(14022) 457.25 148

Abbreviations: 2q8= Aflibercept 2 mg adnunistered every 8§ weeks after 5 initial injections at 4-week intervals; HDyg12= High dose aflibercept 8 mg admimistered
every 12 weeks after 3 initial injections at 4-week intervals; HDql6= High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4-week
intervals.

CI = Confidence interval CRT = Central retinal thickness. SE = Standard error. 5D = Standard deviation. DF = Degrees of freedom. FAS = Full analysis set. LS
= Least Square. BL = Baseline. MMEM = mixed mode] for repeated measurements. SAP = statistical analysis plan; DME=Diabetic macular edema;
EDC=electronic data capture. A mixed model for repeated measurements (MMEM) was used with baseline CRT measurement as a covariate, treatment group
and the stratification variables (geographic region [Japan vs. Rest of World]; baseline CRT (from reading center) [<400pm vs. ==400um], prior treatment for
DME (per EDC) [ves vs. no]) as fixed factors, and terms for the interaction between baseline and visit and the interaction between treatment and visit. A
Kenward-Roger approximation was used for the denominator degrees of freedom. An unstructured covariance structure was used to model the within-subject
EITOT.

Intercurrent events (ICE) were handled according to Table 1 of SAP (Appendix 16.1.9.1).

* The contrast also included the interaction term for treatment x visit.

® Nominal p-value for the 2-sided superiority test

© Estimate based on the MMRM model. was computed for the differences of HDa12 minus 298 and HDal6 minus 2g8. respectively with 2-sided 95% CIs.

Week 60
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Overall, the LS mean (SE) change from baseline in CRT (as assessed by the central reading center) at week 60
was -181.95 (6.09) and -166.26 (8.56) in the HDq12 and HDq16 groups, respectively, compared with -194.16
(7.15) in the 298 group (Table 28).

The mean changes from baseline in CRT using OC are graphically displayed in Figure 5; the corresponding LS
mean changes from baseline in CRT using MMRM in the FAS are displayed in Figure 6.

Although reductions from baseline in CRT were consistently observed at all timepoints, some fluctuation in
mean CRT was seen by the MAH in all treatment groups with attenuation in magnitude over the course of 60
weeks. The small fluctuations that are observed in all treatment groups over time are not considered to be
clinically relevant by the MAH given the demonstration of the non-inferiority in visual acuity.

Table 28: Statistical Analysis of Change from Baseline in Central Retinal Thickness (microns) at Week 60 (MMRM)(FAS)

Number of
patients
LS Mean (SE) Mean (SD) with Estimate for contrast
Treatment change from BL change from B. BL Mean Week 60 data DF Contrast * t-value  p-value® and 2-sided 95% CI©
HDq12 (N=328) -181.95(6.09) -176.24 (144.71) 44915 251 3468 HDql2-2q8 1.5051 01332 12.21(-3.74, 28.16)
HDq16 (N=163) -166.26 (8.56) -167.18 (127.18)  460.32 137 2834 HDql6-2q8 2.7685 0.0060 27.90(8.06. 47.74)
298 (N=167) -194.16(7.15)  -191.31(142.00) 457.25 131

Abbreviations: 2q8= Aflibercept 2 mg adnunistered every 8§ weeks after 5 initial injections at 4-week intervals; HDyg12= High dose aflibercept 8 mg admimistered
every 12 weeks after 3 initial injections at 4-week intervals; HDql6= High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4-week
intervals.

CI = Confidence interval. CRT = Central retinal thickness. SE = Standard error. SD = Standard deviation. DF = Degrees of freedom. FAS = Full analysis set. LS
= Least Square. BL = Baseline. MMEM = mixed mode] for repeated measurements. SAP = statistical analysis plan

A mixed model for repeated measurements (MMEM) was used with baseline CRT measurement as a covanate, treatment group and the stratification variables
(geographic region [Japan vs. Rest of World]; baseline CRT (from reading center) [<400pum vs. ==400pm], prior treatment for DME (per EDC) [yes vs. no]) as
fixed factors, and terms for the interaction between baseline and visit and the interaction between treatment and visit. A Kenward-Roger approximation was used
for the denominator degrees of freedom. An unstructured covariance structure was used to model the within-subject error.

Intercurrent events (ICE) were handled according to Table 1 of SAP (Appendix 16.1.9.1).

* The contrast also included the interaction term for treatment x visit.

® Nominal p-value for the 2-sided superiority test

¢ Estimate based on the MMEM model, was computed for the differences of HDq12 mims 2q8 and HDq16 minus 2q8, respectively with 2-sided 95% Cls.

Figure 5: Mean Change from Baseline in Central Retinal Thickness (microns) by Visit Through Week 60, OC (Full

Analysis Set)
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Abbreviations: 2q8= Aflibercept 2 mg administered every 8 weeks after 5 initial injections at 4-week intervals: HDql2= High dose aflibercept 8 mg administered

every 12 weeks after 3 initial injections at 4-week intervals; HDql6= High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4-week

intervals.

ICE=intercurrent events; OC=observed case; SE=standard error.

Intercurrent events were handled according to Table 1 of SAP (Appendix 16.1.9.1). OC= observations after an ICE defined for the primary estimand were

excluded.
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Figure 6: Least Square Mean Change from Baseline in Central Retinal Thickness (microns) by Visit Through Week 60,
OC (Full Analysis Set)
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Abbreviations: 2q8: Aflibercept 2 mg administered every 8 weeks after 5 initial injections at 4-week intervals; HDq12: High dose aflibercept 8 mg administered
every 12 weeks after 3 initial injections at 4-week intervals; HDql6: High dose aflibercept § mg administered every 16 weeks after 3 initial injections at 4-week
intervals.
BCVA=best corrected visual activity; Cl=confidence interval; CRT=central retinal thickness; DME=diabetic macular edema; HD=high dose; LS=least square;
OC=cobserved cases.
Intercurrent events (ICE) were handled according to Table 1 of SAP (Appendix 16.1.9.1).
Least square mean (LSM) was generated from a mixed model for repeated measurements (MMEBEM) with baseline CRT measurement as a covariate, treatment
group and the stratification variables (geographic region [Tapan vs. Rest of World]; baseline CRT from reading center [<400um vs. ==400pm)], prior treatment for
DME per EDC [ves vs. no]) as fixed factors, and terms for the interaction between baseline and visit and the interaction between treatment and visit. A Kenward-
Roger approximation was used for the denominator degrees of freedom. An unstructured covariance structure was used to model the within-subject error.

Leakage on Fluorescein Angiography
Week 48

Overall, the proportion of participants without leakage on fluorescein angiography (as assessed by the central
reading center) at week 48 (LOCF) was very low in all 3 treatment groups: 7.6% and 0.7% in the HDq12 and
HDQq16 groups, respectively, compared with 2.5% in the 2g8 group (Table 14.2.3.5.3a).

Table 14.2.3.5.3a Proportion of Patients without Leakage on Fluorescein Angiography by Visit through Week 60 (LOCF)

(Full Analysis Set)
2q8 HDg12 HDql6

Visit Leakage status (N=167) (N=328) (N=163)

Baseline Without leakage 0/164 0/319 0153
With leakage 164/164 (100%) 319/319 (100%) 153/153 (100%)
Undetermined 3 8 10

Week 12 Without leakage 37153 (2.0%) 7280 (2.5%) 5/145  (34%)
With leakage 150/153 (98.0%) 273280 (97.5%) 140/145 (96.6%)
Undetermined 5 20 13

Week 24 Without leakage 37162 (1.9%) 13/300  (4.3%) 3/149  (2.0%)
With leakage 159/162 (98.1%) 287/300 (95.7%) 146/149 (98.0%)
Undetermined 1 6 10

Week 36 Without leakage 6/162  (3.7%) 257302 (8.3%) 3/152  (2.0%)
With leakage 156/162 (96.3%) 277/302 (91.7%) 149/152 (98.0%)
Undetermined 1 7 7

Week 48 Without leakage 3/162  (1.9%) 237303 (7.6%) 1152 (0.7%)
With leakage 159/162 (98.1%) 280303 (92.4%) 151/152 (99.3%)
Undetermined 1 (4] 8

Week 60 Without leakage 7162 (43%) 24303 (7.9%) 3/153  (2.0%)
With leakage 155/162 (95.7%) 279303 (92.1%) 150/153 (98.0%)
Undetermined 1 5 7

2q8: Aflibercept 2 mg administered every 8 weeks after 5 initial injections at 4-week intervals; HDq12: High dose aflibercept 8 mg administered every 12 weeks after 3 initial

injections at 4-week intervals; HDq16: High dose aflibercept 8 mg administered every 16 weeks after 3 imtial injections at 4-week intervals.

Intercurrent events (ICE) were handled according to Table 1 of SAP. LOCF: the last observation prior to an ICE defined for the primary estimand was used to impute subsequent

and/or missing or non-gradable data.
Missing or undeternuned data were not included in the denominator.
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A summary of the change from baseline in total area of fluorescein leakage within the ETDRS grid at week 48
is shown in Table 29.

Table 29: Summary of the Change from Baseline in Total Area of Fluorescein Leakage
within ETDRS Grid (mm2) at Week 48 (OC) (Full Analysis Set)

Statistic 1q% HDqgl2 HDqlé
N=167 N=318 N=163

Baseline n 164 319 153

Baseline mean (SD) 24.6 (13.20) 24.4(1322) 246 (11.73)

Week 48 n 131 224 129

Mean (SD) change from baseline at week 48 92(12.11) -13.9 (13.91) 0.4 (11.50)

Median change from baseline at week 48 -6.8 -133 -1.7

Min Max -85. 18 -88, 52 -39, 55

Abbreviations: 2g8= Aflibercept 2 mg admimstered every 8 weeks after 5 tmitial injections at 4-week intervals;
HDg12= High dose aflibercept 8 mg administered every 12 weeks after 3 initial injections at 4-week intervals;
HDq16= High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4-week intervals;
SAP=statistical analysis plan.

Intercurrent events (ICE) were handled according to Table 1 of SAP (Appendix 16.1.9.1). ETDRS: Early Treatment
Dhiabetic Retinopathy Study; OC: observations after an ICE defined for the primary estimand were excluded; SD;
standard deviation.

Week 60

Overall, the proportion of participants without leakage on fluorescein angiography (as assessed by the central
reading center) at week 60 (LOCF) was very low in all 3 treatment groups: 7.9% and 2.0% in the HDq12 and
HDqg16 groups, respectively, compared with 4.3% in the 2g8 group (Table 14.2.3.5.3a below).

A summary of the change from baseline in total area of fluorescein leakage within the ETDRS grid at week 60
is shown in Table 30.

Table 30: Summary of the Change from Baseline in Total Area of Fluorescein Leakage
within ETDRS Grid (mm2) at Week 60 (OC) (Full Analysis Set)

2q8 HDgql2 HDql6
Statistic N=167 N=318 N=163
Baseline n 164 319 153
Baseline mean (SD) 24.6 (13.20) 24.4(1322) 24.6 (11.73)
Week 60 n 112 202 110
Mean (SD) change from baseline at week 60 -14.4 (12.89) -13.9(13.54) -12.0 (13.26)
Median change from baseline at week 60 -123 -136 -12.6
Min, Max -86, 4 -80, 57 -37, 68

Abbreviations: 2q8= Aflibercept 2 mg administered every 8 weeks after 5 initial injections at 4-week intervals;
HDql12= High dose aflibercept 8 mg admimistered every 12 weeks after 3 initial injections at 4-week intervals;
HDgl6= High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4-week intervals:
ETDRS=Early Treatment Diabetic Retinopathy Study; OC=observed case; SD=standard deviation.

Intercurrent events (ICE) were handled according to Table 1 of SAP (Appendix 16.1.9.1).; OC: observations after
an ICE defined for the primary estimand were excluded..

Change from Baseline in National Eye Institute Visual Function Questionnaire (NEI-VFQ-25) Total
Score
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Week 48

Overall, the LS mean change from baseline in NEI-VFQ-25 total score at week 48 was 4.06 and 2.94 in the
HDqg12, and HDq16 groups, respectively, compared with 2.82 in the 2g8 group (Table 31).

Table 31: Change from Baseline in NEI-VFQ-25 Total Score at Week 48 (MMRM) (Full Analysis Set)

Number of
patients
LS Mean (SE) Mean (SD) with Estimate for contrast
Treatment change from BL change from BL BL Mean Week 48 data DF Contrast* t-value  p-value® and 2-sided 95% CI©
HDq12 (N=328) 4.06 (0.80) 5.64 (12.56) 76.79 276 2514 HDgql2 -2g8 1.0515 0.2041 1.25(-1.09, 3.58)
HDql6 (N=163) 2.94(0.93) 4.16 (10.94) 77.86 149 2618 HDql6 -2q8 0.0995 0.9208 0.13 (-2.37.2.62)
2q8 (N=16T7) 2.82(1.10) 441 (13.84) 76.65 150

Abbreviations: 2q8= Aflibercept 2 mg administered every 8 weeks after 5 initial injections at 4-week intervals; HDql2= High dose aflibercept 8 mg adnunistered
every 12 weeks after 3 initial injections at 4-week intervals; HDql6= High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4-week
intervals; CI = Confidence interval. SE = Standard error. SD = Standard deviation. DF = Degrees of fieedom. LS = Least Square. BL = Baseline. MMPEM = muxed
mode] for repeated measurements. SAP = statistical analysis plan; DME = diabetic macular edema; EDC = electronic data capture

A mixed model for repeated measurements (MMEM) was used with baseline NEI-VFQ-25 total score measurement as a covariate, treatment group and the
stratification variables (geographic region [Japan vs. Rest of World]; baseline CRT (from reading center) [<400um vs. >=400pum], prior treatment for DME (per
EDC) [ves vs. no]) as fixed factors, and terms for the interaction between baseline and visit and the interaction between treatment and visit. A Kenward-Roger
approximation was used for the denominator degrees of freedom. An unstructured covariance structure was used to model the within-subject error.

Intercurrent events (ICE) were handled according to Table 1 of SAP (Appendix 16.1.9.1)

* The contrast also included the interaction term for treatment x visit

* Nominal p-value for the 2-sided superiority test

© Estimate based on the MMEM model, was computed for the differences of HDq12 mimis 2q8 and HDq16 minus 2q8. respectively with 2-sided 95% Cls.

Week 60

Summaries of NEI-VFQ-25 total scores by visit through week 60 are provided in Table 14.2.3.6.3a for the OC,
and in Table 14.2.3.6.4a for the LOCF of the r-14238 report section.

Globally, results tend to differ in the HDg12 and HDg16 groups and are supported by the sensitivity analysis.
Furthermore, some secondary endpoints results tend to stand out more than others in the HD groups rather
than in 298 treatment group. Therefore the MAH was asked to discuss the clinical relevance and the
interpretation of those results with regards to the HD regimen (HDq12 and HDq16) proposed.

Based on the provided responses, the Applicant concluded that all treatment arms achieved similar functional
benefits. Differences in structural endpoints were mostly associated with injection timing and did not
translate into clinically meaningful differences in quality of life or visual acuity.

The eligibility criteria of the PHOTON study aimed to include an informative population in terms of DME
assessment, which does not equate the one selected for DRSS assessment. In PHOTON, despite the limitations
in study design, the evaluation of DRSS was included in the context of the fact that aflibercept 2 mg is in the
US approved not only for the treatment of DME, but also for the treatment of DR. Therefore, evaluating the
effects of aflibercept 8 mg was considered relevant for that territory. The key secondary endpoint of the
proportion of participants with a > 2-step improvement in DRSS score at Week 48 was pre-specified to
potentially support an indication of aflibercept 8 mg for treatment of DR in the US. This endpoint was tested
with a non-inferiority margin of 15% which was met by the HDq12 arm (adjusted difference 1.98%, 95% CI -
6.61, 10.57) but not by the HDgl16 arm (adjusted difference -7.52%, 95% CI -16.88, 1.84). however,
considering that the primary endpoint showed that BCVA improvement as a direct effect of DME treatment was
non-inferior for HDq12 and HDgq16 compared to 2g8, the Applicant concluded that the effect on DRSS stage
improvement does not correlate with the effect on DME, and improvements in DRSS are not a prerequisite for
vision improvements in DME
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Exploratory efficacy endpoints analysis

Proportion of participants without Retinal Fluid in Center Subfield
Week 48

The proportion of participants without fluid (no IRF and no SRF) in the center subfield at week 48 was 27.4%
and 14.8% in the HDq12 and HDq16 groups, respectively, compared with 21.8% in the 2q8 group (Table 25).

Table 25: Proportion of Participants Without Fluid (no IRF and no SRF) at the
Central Subfield at Week 48 (LOCTF) (Full Analysis Set)

Adjusted Difference (%) CMH test ®
Treatment Patients without fluid, n (%) (95% CT)* p-value
HDq12 (N=328) 80/325 (27 4%) 5.84(-2.02,13.71) 0.1610
HDq16 (N=163) 24/162 (14.8%) 6.75(-14.04 1.44) 0.1110

2q8 (N=167) 36/165 (21.8%)

Abbreviations: 2g8= Aflibercept 2 mg administered every 8 weeks after 5 initial injections at 4-week intervals;

HDql2= High dose aflibercept 8 mg administered every 12 weeks after 3 inifial injections at 4-week intervals;

HDql 6= High dose aflibercept 8 mg adnumistered every 16 weeks after 3 mitial mnjections at 4-week intervals;

CI=confidence interval; CMH=Cochran-Mantel-Haenszel; CRT = central retinal thickness; DME = diabetic macular

edema; ICE= intercurrent events; IRF=intraretinal fluid; LOCF=last observation carried forward; N no=number of

pafients; SAP = Statistical analysis plan; SRF=subretinal fluid.

Intercurrent events were handled according to Table 1 of SAP (Appendix 16.1.9.1).

LOCF: the last observation prior to an ICE defined for the primary estimand was to be used to impute subsequent

and/or nussing data

Missing or undetermined data were not included in the denominator.

# Difference with CI was calculated using Mantel-Haenszel weighting scheme adjusted for stratification factors
(baseline CRT (from reading center) [<400um >=400 pum], prior DME treatment [yes, no]. geographical region
[Rest of world, Japan]).

® Nominal p-value for the 2-sided CMH superiority fest.

Additional analyses regarding fluid at the foveal center and the center subfield can be found in tables from the
r-14238 report section:

e Intraretinal fluid at the foveal center and center subfield (Tables 14.2.4.1.1 to 14.2.4.1.4 and 14.2.4.1.13 to
14.2.4.1.16)

e Subretinal fluid at the foveal center and center subfield (Tables 14.2.4.1.5 to 14.2.4.1.8 and 14.2.4.1.17 to
14.2.4.1.20)

e Time to fluid-free retina at foveal center and center subfield over 48 weeks (Tables 14.2.4.1.21 and
14.2.4.1.24 and Figures 14.2.4.1.1 and 14.2.4.1.4)

e Time to IRF and SRF-free retina at the foveal center and center subfield (Tables 14.2.4.1.22, 14.2.4.1.23,
14.2.4.1.25, and 14.2.4.1.26)

e Proportion of participants sustained fluid-free retina over 48 weeks at the foveal center and in the center
subfield (Tables 14.2.4.1.27 to 14.2.4.1.32)

e Time to sustained fluid-free retina (no IRF and no SRF) in the foveal center and in the center subfield through
week 48 (Tables 14.2.4.1.33 to 14.2.4.1.38)

Week 60

The proportion of participants without fluid (no IRF and no SRF) in the center subfield at week 60 was 23.1%
and 15.4% in the HDq12 and HDq16 groups, respectively, compared with 29.7% in the 2g8 group (Table 26).
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Table 26: Proportion of Participants Without Fluid (no IRF and no SRF) at the Central
Subfield at Week 60 (LOCF) (Full Analysis Set)

Adjusted Difference (%) CMH test
Treatment Patients without fluid, n (%) (95% CT) ® p-value®
HDq12 (N=328) 75/325 (23.1%) 6.45(-14.78 . 1.87) 0.1217
HDq16 (N=163) 25/162 (15.4%) -14.19 (-23.03 , -5.36) 0.0021

2q8 (N=167) 49/165 (29.7%)

Abbreviations: 2q8= Aflibercept 2 mg administered every 8 weeks after 5 imifial injections at 4-week intervals;

HDql12= High dose aflibercept 8 mg administered every 12 weeks after 3 initial injections at 4-week intervals;

HDql6= High dose aflibercept 8 mg administered every 16 weeks after 3 inifial injections at 4-week intervals;

CI=confidence interval; CMH=Cochran-Mantel-Haenszel;: CRT = central retinal thickness; DME = diabetic macular

edema; ICE= intercurrent events; IRF=intrarefinal flmd; LOCF=last observation carned forward; N.o=number of

participants; SAP = Statistical analysis plan; SRF=subretinal fluid.

Intercurrent events were handled according to Table 1 of SAP {Appendix 16.1.9.1).

LOCEF: the last observation prior to an ICE defined for the primary estimand was used to impute subsequent and/or

missing data.

Missing or undetermined data were not included in the denominator.

# Difference with CI was calculated using Mantel-Haenszel weighting scheme adjusted for stratification factors
(baseline CRT (from reading cenfer) [<400pum. >==400 pm], prior DME treatment [ves, no], geographical region
[Rest of world, Japan]).

® Nominal p-value for the 2-sided CMH superiority test.

Additional analyses regarding fluid at the foveal center and the center subfield can be found in tables from the
r-14238 report section:

e Intraretinal fluid at the foveal center and center subfield (Tables 14.2.4.1.1a to 14.2.4.1.4a and Tables
14.2.4.1.13a to 14.2.4.1.16a)

e Subretinal fluid at the foveal center and center subfield (Tables 14.2.4.1.5a to 14.2.4.1.8a and Tables
14.2.4.1.17a to 14.2.4.1.20a)

e Time to fluid-free retina at foveal center and center subfield over 60 weeks (Tables 14.2.4.1.21a and
14.2.4.1.24a and Figures 14.2.4.1.1a and 14.2.4.1.4a)

e Time to IRF and SRF-free retina at the foveal center and center subfield (Tables 14.2.4.1.22a, 14.2.4.1.23a,
14.2.4.1.25a and 14.2.4.1.26a)

e Proportion of participants sustained fluid-free retina over 60 weeks at the foveal center and in the center
subfield (Tables 14.2.4.1.27a to 14.2.4.1.32a)

e Time to sustained fluid-free retina (no IRF and no SRF) in the foveal center and in the center subfield through
week 60 (Tables 14.2.4.1.33a to 14.2.4.1.38a)

Proportion of Participants with a = 3-Step Improvement in DRSS Score
Week 48

The proportion of participants with a = 3-step improvement in DRSS at week 48 was 11.9% and 9.2% in the
HDq12 and HDq16 groups, respectively, compared with 14.6% in the 28 group (Table 32).
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Table 32: Proportion Analysis of Participants with a = 3-Step Improvement from
Baseline in DRSS at Week 48 (LOCEF) (Full Analysis Set)

Patients with a = 3-step Adjusted Difference (%) CMH test
improvement from baseline (95% CI) ® p-value®
Treatment in DRSS at Week 48, n (%)
HDql2 (N=328) 37/310 (11.9%) -2.79 (-9.50, 3.91) 03920
HDqgl16 (N=163) 14/153 (9.2%) -5.50(-12.88. 1.70) 0.1310
2q8 (N=167) 23/158 (14.6%)

Abbreviations: 2q8=Aflibercept 2 mg administered every 8 weeks after 5 initial injections at 4-week intervals;

HDgql12=High dose aflibercept 8 mg adnunistered every 12 weeks after 3 imitial injections at 4-week intervals;

HDql6=High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4-week intervals;

DRSS=Diabetic Retinopathy Severity Scale; CRT=Central retinal thickness; DME=Diabetic macular edema;

SAP=statistical analysis plan.

Intercurrent events (ICE) were handled according to Table 1 of SAP (Appendix 16.1.9.1). LOCF: the last observation

prior to an ICE defined for the primary estimand was used to impute subsequent and/or missing or non-gradable data.

Patients were considered as non-responders if all post-baseline measurements were missing or non-gradable.

Missing or ungradable baseline was not included in the denominator.

# Difference with confidence interval (CT) was calculated wsing Mantel-Haenszel weighting scheme adjusted for
stratification factors (baseline CRT (from reading center) [<400pum, ==400 pm], prior DME treatment [yes, no],
geographical region [Rest of world, Japan])

 Nominal p-value for the 2-sided Cochran-Mantel-Haenszel (CMH) superiority test

Week 60

The proportion of participants with a > 3-step improvement in DRSS at week 60 was 15.2% and 10.5% in the
HDq12 and HDQ16 groups, respectively, compared with 17.7% in the 28 group (Table 33).

Table 33: Proportion Analysis of Participants with a = 3-Step Improvement from
Baseline in DRSS at Week 60 (LOCF) (Full Analysis Set)

Patients with a = 3-step Adjusted Difference (%) CMH test
improvement from baseline (95% CI)® p-value®
Treatment in DRSS at Week 60, n (%)
HDq12 (N=328) 47/310 (15.2%) <273 (9.90, 4.44) 0.4412
HDql6 (N=163) 16/153 (10.5%) =734 (-15.16.047) 0.0660
2g8 (N=167) 28/158 (17.7%)

Abbreviations: 2q8= Aflibercept 2 mg administered every 8§ weeks after 5 inifial injections at 4-week intervals;

HDql2= High dose aflibercept &8 mg administered every 12 weeks after 3 initial injections at 4-week intervals;

HDql6= High dose aflibercept 8 mg adnunistered every 16 weeks after 3 imtial imjections at 4-week intervals; CRT=

central refinal thickness (or, central subfield retinal thickness), DMF=diabetic macular edema; DRSS = Diabetic

Retinopathy Severnity Scale.

Intercurrent events (ICE) were handled according to Table 1 of SAP (Appendix 16.1.9.1). LOCF: the last observation

prior to an ICE defined for the primary estimand was used to impute subsequent and/or missing or non-gradable data.

Patients were considered as non-responders if all post-baseline measurements were missing of non-gradable.

Missing or ungradable baseline was not included in the denominator.

Difference with confidence interval (CI) was calculated using Mantel-Haenszel weighting scheme adjusted for
stratification factors (baseline CRT (from reading center) [<400um, =400 pm), prior DME treatment [yes, no],
geographical region [Rest of world, Japan])

* Nominal p-value for the 2-sided Cochran-Mantel-Haenszel (CMH) superiority test
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Change from Baseline in BCVA Averaged Over the Period from Week 36 to Week 48

The mean values of BCVA score averaged from week 36 to week 48 were similar across treatment groups, and
the change from baseline was similar across treatment groups (Table 34).

Table 34: Summary of Averaged BCVA Score: Week 36 to Week 48 (OC) (Full Analysis Set)

Value at Visit Change from Baseline

Treatment Visit n Mean SD SE Q1 Median Q3 Min, Maxn Mean SD SE Q1 Median Q3  Min, Max
2g8 (N=167) BASELINE 167 615 1122 087 540 63.0 700 24.78

WEEK 36 TO48 155 705 1175 094 640 73.0 790 23,90 155 88 8.60 069 40 093 135 -26.48
HDq12 (N=328) BASELINE 328 636 1010 056 570 650 720 27.79

WEEK 36 TO48 286 718 1135 067 653 739 800 22,92 286 81 893 053 30 79 125 -50,38
HDq16 (N=163) BASELINE 163 614 1176 092 550 64.0 71.0 29.78

WEEK 36 TO48 154 691 1277 103 625 72.6 783 21,92 154 72 795 064 28 63 10.3 -12,38

Abbreviations: 2q8= Aflibercept 2 mg administered every § weeks after 5 initial injections at 4-week intervals. HDq12= High dose aflibercept 8 mg administered
every 12 weeks after 3 imitial injections at 4-week intervals; HDql6= High dose aflibercept 8 mg administered every 16 weeks after 3 imitial injections at 4-week
intervals, ICE= intercurrent events; n= number, Q= quartile; SAP= statistical analysis plan; SD= standard deviation; SE= standard error

Intercurrent events (ICE) were handled according to Table 1 of SAP (Appendix 16.1.9.1). OC: observations after an intercurrent event (ICE) defined for the primary
estimand were excluded.

Change from Baseline in BCVA Averaged Over the Period from Week 48 to Week 60

The mean values of BCVA score averaged from week 48 to week 60 are presented in Table 35.

Table 35: Summary of Averaged BCVA Score: Week 48 to Week 60 (OC) (Full Analysis Set)

Value at Visit Change from Baseline
Treatment Visit n Memn 5D SE (1 Median Q3 MinMax n Mean 5D SE Q1 Median Q3 Min, Max
2q8 (N=167) BASELINE 167 61.5 11.22 087 540 630 700 24.78

WEEK48TOG60 150 712 1171 096 650 720 798 20,88 150 93 881 072 43 93 148 -30.45

HDq12 (N=328) BASELINE 328 636 1010 056 570 650 720 27,79
WEEK48TO60 277 725 1072 064 660 743 810 30,94 277 87 861 052 38 80 130 -22.40

HDgl6 (N=163) BASELINE 163 614 11.76 092 550 640 710 29,78

WEEK 48TOG60 149 695 1205 106 625 733 793 20,80 149 76 835 068 30 75 113 -14.40
Abbreviations: 2q8= Aflibercept 2 mg administered every 8 weeks after 5 initial injections at 4-week intervals, HDgq12= High dose aflibercept 8 mg administered
every 12 weeks after 3 initial injections at 4-week intervals; HDql6= High dose aflibercept 8 mg administered every 16 weeks after 3 imitial injections at 4-week
intervals, ICE= intercurrent events; max= maxinmun; mir= minimum; N, n= number of participants; Q1= quartile 1; Q3= quartile 3; SAP= statistical analysis plan;
SD= standard deviation; SE= standard error
Intercurrent events (ICE) were handled according to Table 1 of SAP (Appendix 16.1.9.1). OC: observations after an intercurrent event (ICE) defined for the primary
estimand were excluded.

Proportions of Participants Gaining or Losing = 5, = 10, or = 15 Letters
Week 48

The proportion of participants who gained or lost > 5, = 10, or = 15 letters from baseline through week 48 is
presented in Table 36. Across all treatment groups, more participants gained letters, with the greatest
proportion gaining = 5 letters (approximately 65 to 71% across all treatment groups). A numerically lower
proportion of participants in the HDq12 and HDq16 groups gained = 10 letters or = 15 letters compared to the
298 group. Few participants (approximately 1 to 6%) lost 5 or more letters through week 48 regardless of
treatment group.
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Table 36:

Proportion of Participants who Gained or Lost = 5, = 10, or = 15 Letters in

BCVA from Baseline by Visit Through Week 48 (LOCF) (Full Analysis Set)

2¢8 HDql2 HDql6
Endpoint Visit (N=167) (N=328) (N=163)

Gained == 5 lefters Week 48 113/165 (68.5%) 231/326 (70.9%) 107/163 (65.6%)
Gained == 10 letters ~ Week 48 81/165 (49.1%) 132/326 (40.5%) 57/163 (35.0%)
Gained == 15 letters ~ Week 48 38/165 (23.0%) 61/326 (18.7%) 27/163 (16.6%)
Lost >= 5 letters Week 48 5/165 (3.0%) 21/326 (6.4%) 10/163 (6.1%)
Lost == 10 letters Week 48 2/165 (1.2%) 11/326 (3.4%) 2/163 (1.2%)
Lost >= 15 letters Week 48 2/165 (1.2%) 7/326 (2.1%) 1/163 (0.6%)

Abbreviations: 2g8= Aflibercept 2 mg admunistered every 8 weeks after 5 imtial injections at 4-week intervals;
HDql2= High dose aflibercept 8 mg administered every 12 weeks afier 3 initial injections at 4-week intervals;
HDql6=High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4-week intervals; BCVA=
best corrected visval acuity; ICE=intercurrent events; LOCF=last observation carried forward, SAP=statistical
analysis plan.

Intercurrent events (ICE) were handled according to Table 1 of SAP (Appendix 16.1.9.1). LOCF: the last observation
prior to an ICE defined for the primary estimand was used to impute subsequent and/or missing data.

Missing data were not included in the denominator.

Week 60

The proportion of participants who gained or lost = 5, > 10, or > 15 letters from baseline through week 60 is
presented in Table 37. Across all treatment groups, more participants gained letters, with the greatest
proportion gaining = 5 letters (approximately 64% to 72% across all treatment groups). A numerically lower
proportion of participants in the HDq12 and HDq16 groups gained = 10 letters or > 15 letters compared to the
208 group. Few participants (approximately 3% to 6%) lost 5 or more letters through week 60 regardless of
treatment group.

Proportions of patients gaining and losing > 5, > 10 or > 15 letters in BCVA from baseline at Week 96

Table 37: Proportion of Participants who Gained or Lost = 5, = 10, or = 15 Letters in

BCVA from Baseline by Visit Through Week 60 (LOCF) (Full Analysis Set)
2q8 HDgl2 HDql6

Endpoint Visit (N=167) (N=328) (N=163)

Gained == 3 letters Week 60 119/165 (72.1%) 227/326 (69.6%) 105/163 (64.4%)

Gained == 10 letters Week 60 82/165 (49.7%) 133/326 (40.8%) 56/163 (34.4%)

Gained == 15 letters Week 60 43/165 (26.1%) 70326 (21.5%) 26/163 (16.0%)

Lost == 5 letters Week 60 10/165 (6.1%) 21/326 (6.4%) 5/163 (3.1%)

Lost == 10 letters Week 60 4/165 (2.4%) 11/326 (3.4%) 2/163 (1.2%)

Lost == 15 letters Week 60 1/165 (0.6%) 7/326 (2.1%) 1/163 (0.6%)

Abbrewviations: 2g8= Aflibercept 2 mg adnumistered every 8 weeks after 5 imitial injections at 4-week intervals;
HDq12= High dose aflibercept 8 mg administered every 12 weeks after 3 initial injections at 4-week infervals;
HDyq16=High dose aflibercept § mg administered every 16 weeks after 3 initial injections at 4-week intervals; BCVA=
best comrected wisual acwty, ICE= mfercurrent events; LOCTF= last observation carmed forward;, SAP= stafistical

analysis plan.

Intercurrent events (ICE) were handled according to Table 1 of SAP (Appendix 16.1.9.1). LOCF: the last observation
prior to an ICE defined for the primary estimand was used to impute subsequent and/or missing data.
Missing data were not included in the denonminator.

PHOTON study
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Table 9 PHOTON: Proportion of patients who gained or lost = 5, 10, or 15 letters in BCVA from
baseline through Week 48, Week 60 and Week 96, LOCF (FAS)

Subject: with rezponze category, Humy/Den (%)

Rezponsze category Treatment Week 48 Weels 60 Weel 96
Gained = 15 letters 2q8 (W =16T) 38/163 (23.0%) 43/165 (26.1%5) 43/163 (26.1%5)
HDql2 (M = 328) 61/326 (18.7%) 704326 (21.5%) BO/326 (24.3%)
HDgql6 (I = 163) 27/163 (16.6%) 26/163 (16.0%) 32/163 (19.6%)
Gamed = 10 letters 2q8 (W =16T) 31/165 (49.1%) B2/163 (49.7%) BE/163 (52.1%%)
HDgql2 (N = 328) 132/326 (40.5%) 133/326 (40.8%) 139/326 (42.6%)
HDql6 (I = 163) 377163 (35.0%) 36/163 (34.4%) $4/163 (33.1%)
Gained = § lettars 2q8 (N =16T) 113/1635 (63.5%) 119/165 (72.1%%) 116/165 (70.3%%)
HDql2 (N = 318) 2317326 (70.9%) 227/326 (69.6%) 222/326 (68.1%)
HDql6 (I = 163) 1077163 (65.6%) 105/163 (64.4%) 101/163 (62.0%)
Lost = 5 latters 2g8 (N =16T) 5/165 (3.0%) 10/163 (6.1%) 15/163 (9.1%)
HDgql2 (N = 328) 217326 (6.4%%) 21/326 (6.4%) 26/326 (B.0%)
HDql6 (I = 163) 10/163 (6.1%) 3/163 (3.1%) 16/163 (5.8%)
Lost > 10 lettars 2g8 N =16T) 2/165 (1.2%) 4/163 (2.4%) S/163 (5.5%)
HDql2 (M = 328) 11/326 (3.4%) 11/326 (2.4%) 16/326 (4.9%)
HDgql6 (M = 183) 27163 (1.2%0) 2/163 (1.2%%) 4/163 (2.5%)
Laost > 15 letters 2q8 (W =16T) 27165 (1.2%0) 1165 (0.6%) 6/163 (3.6%)
HDgql2 (N = 328) 70326 (2.1%) T/526 (2.1%) 11/326 (2.4%)
HDgql6 (M = 163) 1/163 (0.6%) 1/163 (0.6%) 2163 (1.2%)

Abbreviations: 2q8= Aflibercept 2 mz administered every 8 weeks affer 3 initiz]l injections at 4-week intervals; HDqll= Hizgh dose
aflibercept 8 mg sdministered every 12 wesks after 3 mitizl injections at 4-week intervals; HDgld= Hizgh dose aflibercept & mz administered
every 16 weelks aftar 3 initial injections at 4-weak intervals; BCVA= hest comrected vizual acuity; ICE=jnteropment events; LOCF=last
obzarvation carried forward; 5.4 P=statisticz]l analysiz plan.

Intercument events (ICE) were handled according to Table 1 of SAP (Appendix 14.1.9.1). LOCF: the last observation prior to an ICE defined
for the primary estimand was usad to impute subzequent and'or missing data
Mizzsing data were not inchided in the denominator.

Source:  Module 5351, PHOTON W60 CSR, W48 Tahle 14.2.4.4.1 and W60 Tzble 14.2.4 4 1a; Module 53.5.1, PHOTON TLF EMA
CHMP Day-120 W96 CSE_key, Table 14.2.4.4.1b (Week 26)

Like for Week 48 and Week 60, across all treatment groups, more patients gained letters in BCVA at Week 96,
compared to those losing letters in BCVA. A similar proportion of patients in the HDq12 and 2g8 groups gained
>5,>10 or > 15 letters through Week 96 compared to slightly lower proportions reported for the HDq16 group.
Indeed, the HDq16 group failed to reach values > 20% for patients who gained > 15 letters through Week 96.
The proportions of patients gaining > 15 letters was 24.5% and 19.6% at Week 96. More globally, the
proportions of patients who gained > 15 letters in BCVA from baseline increased fastest in the 2g8 group,
followed by HDq12 and HDq16

Additional exploratory efficacy results for PHOTON study at Week 96
Change from baseline in CST

The arithmetic mean decreases from baseline in CST over time were similar in both HD treatment groups with
minor numerical differences over time. At Week 96, the mean changes from baseline CST (um) were -194.8
and -157.2 for HDq12 and HDq16, respectively. This is consistent with the results reported for the2gq8 group
at Week 96.

For the subset of patients who completed two 20 intervals and had q20 or longer as the last intended dosing
interval, main CST (um) decreases over time were consistent with the results seen in HDg16 patients who
completed at least one g20 interval.
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Figure 11 PHOTON: Mean change from baseline in CST (pm) by visit, OC prior to ICE (FAS, patients
who completed at least one q20 interval)
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Figure 12 PHOTOMN: Mean change from baseline in CRT {pm) by visit through Week 98 (OC) - (FAS,
patients who completed two q20 dosing intervals and had g20 or longer as the last intended
dosing interval)
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Overall, the provided additional long-term data are globally reassuring both on a quantitative (number of
exposed patients) and qualitative aspects (results on efficacy endpoints). Indeed, based on data from PULSAR
(approx. 80% completed Week 96 data collection) and on the data from all patients in PHOTON, HD aflibercept
dosed every 12 weeks or every 16 weeks showed nearly similar maintained efficacy through Week 96 compared
to 2 mg aflibercept, consistent with the non-inferiority demonstrated at Week 48 and Week 60 with respect to
improvement in BCVA in patients with nAMD or DME.

Proportion of Participants Randomized to High Dose Maintaining = q12 Dosing Intervals

Week 48

Data on the proportion of participants randomized to HDql12 and HDQgl16, respectively, maintaining q12 or
longer and q16 dosing interval through week 48, as well as the proportion of participants with an assigned
injection interval of = 12 or = 16 weeks based on assessment at the last injection visit are presented in Table
11 and Table 13.
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Table 11: Summary of Treatment Exposure in Study Eve Through Week 48 (Safety
Analysis Set)
1q8 HDgl2 HDgl6 All HD
N=16T) N=318) N=163) (N=4921)
Total mumber of active injections 1292 1875 806 2681
Total mumber of sham injections 580 1720 1054 2774
MNumber of active injections per patient,
o (%)
1 2(1.2%) 2 (0.6%) 1 (0.6%) 3 (0.6%)
P 0 T(2.1%) 1 (0.5%) B (1.6%)
3 0 11 (3.4%) 3 (1.8%) 14 (2.9%)
4 2(1.2%) 11 (3.4%) 6 (3.7%) 17 (3.5%)
5 2(1.2%) 12 (3.7%) 146 (89.6%) 158 (32.2%)
[ 3(1.8%) 27383 2% 2(1.2%) 275 (56%)
7 10 (6.0%) 12 (3.7%) 4 (2.5%) 16 (3.3%)
B 143 (88.6%) 0 ] 0
Summary of achive mmjectons
M 167 328 163 491
Mean (SI¥) T.7{(0.98) 5.7(0.96) 4.9 (0.561) 5.5(0.93)
Medizn Al 6.0 5.0 6.0
Q1:Q3 B0O:80 6.0:60 50:50 50:60
Mim : Max 1:8 1:7 1:7 1:7
Treatment duration {(weaks) *
N 167 328 1563 491
Mean (5D 46.71 (6.893) 4567(9.036) 47.10(6.002) 46.14(E17T)
Median 48.00 48.00 48.00 48.00
Q1:Q3 47.90 - 48.70 47.70-4865 4800:4360 47904860
i : Max 40:521 40:644 40:549 40:644

Abbreviations: 2qf8= Aflibercept 2 mg admimistered every 8§ weeks after 5 1mitial injections at 4-week mtervals;
HIdgl2= High dose aflibercept 8 mg admmistered every 12 weeks after 3 mmtial injections at 4-week mtervals;

HDqlé= High dose aflibercept 8§ mg administered every 16 weeks after 3 imtial injections at 4-week infervals;

All HD= Pooled HDgl2 and HDqlé groups; (fl= guartile 1; (3= guarthle 3; mur=mimimuwm; max=maximum;

N r=number; SD=standard deviation.

* Treatment Duration = (Last study treatment [active or sham] date - First study freatment [active or sham] date +

28 days)/7.

The percentage was based on the number of patients 1n each freatment group as a denominator.

Study drugs zmiven at week 48 or beyond were not included 1n this table.
Patients in the HD groups could have had theiwr interval shortened 1f protocol-specified cnteria were met.

Source: FTT 14.14.1
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Table 13: Summary of Treatment Exposure in the Study Eve (Safety Analysis Set Completing Week 48 and Week 60,

respectively)
HD
148 HDgl2 HDgld AllHD
Through Week 45 * N=15T) (N=300) (N=156) (N=456)
Patients maintained with q12 or longer dosing interval, n (%) - 273 (91.0%) 150 (96.2%) 423 (92.8%)
Patients maintained with q16 dosing interval, n (%) - - 139 (89.1%) -
Patients with 12 or longer dosing interval as the last ¥ intended dosing - 262 (87.3%) 146 (93 .6%) 408 (89.5%)
interval m (%)
Patients with q16 dosing interval as the last " intended desing inferval, n (%) - - 136 (B7.2%) -
Patients shortened to q8 dosing interval at week 16, n (%) - 3 (L.0%) 1(0.6%) 4(0.9%)
Patients shertened to g8 dosing interval at week 20, n (%) - 12 (4.0%) 3(1.9%) 15(3.3%)
Patients with a shortened dosing inferval anytime, n (4) - 27 (9.0%) 17 (10.9%) 44 (3.6%)
Patients with a shortened dosing interval to q8 anvtime, n (%0) - 27 (9.0%) 6(3.8%) 33 (7.2%)
Patients with a shortened dosing interval to ql2 anytime, n (%) * - - 13 (B.3%) -
Iq8 HDgl2 HDgl6 All HD
Through Week 60 ¢ MN=155) (N=189) N=152) (N=441)
Patients maintained with q12 or longer desing inferval, n (%) - 261 (90.3%) 142 (93 4%) 403 (91.4%)

Patients maintaimed with q16 or longer dosing inferval, n (%) - - 130 (B5.5%) -
Patients with q12 or longer dosing interval as the last ® intended dosing - 248 (85.8%) 136 (89.5%) 384 (87.1%)

interval, m (%)

Patients with q16 OT ]m]gﬁl’dnsing interval as the last ® infendad dosing - 123 (42.6%) 124 (81.6%) 247 (536.0%)
inferval, n (%)

Patients with q20 dosing interval as the last ¢ intended dosing interval, n (%) - 0 52(34.2%) 52(11.8%)
Patients shortened to g8 dosing inferval at week 16, n (%) - 3 (L.0%) 1(0.7%) 4(0.9%)
Patients shortened to g8 dosing inferval at week 20, n (%) - 12 (4.2%) 3 (2.0%) 15 (3.4%)
Patients with a shortened dosing inferval anytime, n (%) - 28 (9.7%) 22 (14.5%) 50 (11.3%)
Patients with a shortened dosing inferval to g8 anytime, o (%) - 28 (9.7%) 10 (6.6%) 38 (B.6%)
Patients with a shorfened dosing interval to ql2 anytime (without shortening - - 12 (7.9%) 20 (4.5%)
to q8), n (%)

Patients never extended dosing inferval. n (%) 135 (100%) 156 (54.0%) 93 (61.2%) 249 (56.5%)
Patients extended dosing inferval anyfime, n (%) 0 133 (46.0%) 59 (38.8%) 192 (43.5%)

Abbreviafions: 2g8= Aflibercept 2 mg administered every 8 weeks after 5 imitial imections at 4-week intervals; HDql2=Hizgh dose afibercept & mg adnunistered
every 12 weeks after 3 initial injections at 4-week intervals; HDglé= High dose aflibercept 8 mg administered every 16 weeks after 3 initial injections at 4-week
mmtervals; All HD= Pooled HDgl2 and HDgl6 zroups; o = mumber; q8= every § weeks; ql2= every 12 weeks; glf= every 16 weeks.

Hyphen indicates categories that do not apply.

* Study drugs grven at week 48 or beyvond were not included m this table.

® Refers to the patient’s assigned interval at week 48.

¢ Includes participants who were only shortened to ql2 as well as participants who were shortened to ql2 and firther shortenad to g8.

? Study drugs given at week 60 or beyond were not inchoded in this table.

# Refers to the patient’s assigned interval at week 60.

Week 60

Data on the proportion of participants randomized to HDql12 and HDg16 maintaining q12 and q16 dosing
interval or longer, respectively, through week 60, as well as the proportion of participants with an assigned
injection interval of > 12 or = 16 weeks based on assessment at the last injection visit, are presented in Table
12 and Table 13.
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Table 12: Summary of Treatment Exposure in Study Eye Through Week 60 (Safety

Analysis Set)
g8 HDgl2 HDgls AllHD
(N=16T) (N=318) N=163) (IN=491)

Total pnumber of active injections 1592 2167 957 3124
Total number of sham mjections 727 2264 1342 3606
HMNumber of active mjections per patient,
n (%)

1 2 (1.2%) 2{0.6%) 1 (0.6%) 3 (D.6%)

2 0 T(2.1%) 1 (0.6%) 8 (1.6%)

3 0 11 (3.4%) 3(1.8%) 14 (2.9%:)

4 2 (1. 2%) 10 (3.0%) 2(1.2%) 12 (2.4%)

5 2 (1.2%) 5(1.5%) 11 (6.7%) 16 (3.3%)

& 1 (0.6%) 18 (5.5%) 138 (B4.7%%) 156 (31.8%)

7 4 (2.4%) 236 (78.0%) 3(1.8%) 259 (52.7%)

g 6 (3.6%) 18 (5.5%) 3(1.8%) 21 (4.3%)

9 10 (6.0%%) 1 (0.3%) 1 (0.6%) 2 (D 4%)

10 140 (83 8%) 0 0 0
Summary of active injections

N 167 328 163 421

Mean (5D} 95(142 6.6 (1.26) 590 (0.82) 64 (1.19)

Median 10.0 7.0 6.0 7.0

Q1:0Q3 100100 7.0:7.0 6.0:60 6.0:70

Min - Max 1:10 1:9 1:9 1:9
Treatment duration (weeks) *

N 167 328 163 451

Mean (5D 57.79 (9.72T) 5648 5845 (3471) 57.13(11.369)

(12.524)

Median 60.00 60.00 60.10 60.00

Q1:03 59.90 - 60.60 5990 -60.70  60.00 : 60.60 5990 - 60.70

Min - Max 4.0 :67.0 40:750 40:690 40:75.0

Abbreviations: 2q8= Aflibercept 2 mg administered every 8 weeks after 5 mihzl mjections at 4-week infervals;
HDgl2=High dose aflibercept & mg administered every 12 weeks after 3 mmihal mjechions at 4-week mbervals;
HDgl6= High dose aflibercept § mg administered every 16 weeks after 3 mitial mnjections at 4-week mtervals;
All HD= Pooled HDql2 and HDql6 groups; Ql=gquartle 1; Q3= guartile 3; mir=mummmm; max=mmaximunm;

N, r=pumber; SD=standard deviation

# Treatment Dhauration = (Last study treatment [active or sham] date - First study treatment [active or sham] date +
28 days)7.

The percentage was based on the number of patients in each freatment group as a denommator.

Study diugs miven at week 60 or beyvond were not inchuded m thus table.

Patents in the HD groups could have had thewr mmterval shortened 1f protocol-specified entenia were met.

Overall, the exploratory results stand out more in the 2gq8 treatment group compared to the HD groups.
Moreover, identically to PULSAR study, in addition to the shortening of the intervals of IVT injections, some
patients were eligible starting week 52 to extend up by 4 week the interval based on DRM criteria assessed in
HD groups and at 60 weeks (patients in HDql12 group could be injected with a q16 interval and patients in
HDQq16 group could be injected with a q20 interval).

Common MO was raised with the PULSAR study regarding the wording in the section 4.2 in the SmPC and an
OC regarding the clarity of the table presenting the different dosing intervals adopted during the studies by the
patients.

In addition to the clarification discussed above and related to the provided new additional data regarding the
claimed 5 month/20q interval, the following information have been provided.
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As a remainder, all participants in HD groups were eligible for dose interval shortening (to a minimum of g8)
as of Week 16 or extension (by 4-week increments) as of Week 52 according to the pre-specified DRM criteria.
Due to this option for treatment individualization, by the end of Year 2, the HDg12 and HDql16 groups were
allocated into a range of treatment intervals from 8 to 24 weeks. No patient had yet completed a 24-week
interval by Week 96, but patients could have completed one or two g20 intervals. As for the requested 2-year
data, the Applicant provided exposure details for patients who extended their treatment interval to q20 or
longer. Through Week 96, up to 47% and 44.3% of HD patients extended their treatment interval to q20 or
longer intervals in the PULSAR and PHOTON study respectively. Numerically, this corresponds to a total of 185
patients completed at least one q20 interval before Week 96 in PULSAR and 133 patients in PHOTON study.

At Week 96, the proportion of patients with q20 or longer as the last intended dosing interval in the PULSAR
was 36.8% in the HDq12 group and 54.9% in the HDq16 group. Of 216 HD patients that were extended to a
g20 treatment interval at any time through Week 96, the majority of patients maintained on 20 or were
extended even further to g24 (i.e. 53 and 127 HD patients, respectively); only a few patients were shortened
back to q16 (i.e. 3 HD patients).

For the PHOTON study, at Week 96 the proportion of patients with q20 or longer as the last intended dosing
interval was 42.2% in the HDq12 group and 45.3% in the HDq16 group. Of 177 HD patients that were extended
to a g20 treatment interval at any time through Week 96, the majority of patients maintained on q20 or were
extended even further to q24

2.5.4.2. Summary of main efficacy results

The following tables summarise the efficacy results from the main studies supporting the present application.
These summaries should be read in conjunction with the discussion on clinical efficacy as well as the benefit
risk assessment (see later sections).

Table 1 Summary of efficacy for trial PULSAR

Title: Randomized, Double-Masked, Active-Controlled, Phase 3 Study of the Efficacy and Safety of High
Dose Aflibercept in Patients With Neovascular Age-Related Macular Degeneration

Study identifier Study no.: 20968

EudraCT no.: 2019-003851-12

IND no.: 12462 (Regeneron Pharmaceuticals, Inc.)

Design Multi-center, 1:1:1 randomized, double masked, active controlled, comparative
clinical study to evaluate the efficacy and safety between high-dose aflibercept
(8 mg) and licensed Eylea 2mg in subjects with nAMD treated up to 96 weeks.

Duration of main phase: 17 OCT 2022
Duration of Run-in phase: not applicable
Duration of Extension phase: not applicable
Hypothesis Non-inferiority
Treatments groups | HDq12 aflibercept 8 mg 8 mg aflibercept IVT injection every 4 weeks for

a total of 3 injections, and then every 12 weeks
up to Week 48 (6 doses in total at the minimum,
with optional doses to continue at every 8
weeks), n = 336

HDq16 aflibercept 8 mg 8 mg aflibercept IVT injection every 4 weeks for
a total of 3 injections, and then every 8 weeks
up to Week 48 (5 doses in total, with optional
doses to continue at every 8 or 12 weeks), n =
335
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Title: Randomized, Double-Masked, Active-Controlled, Phase 3 Study of the Efficacy and Safety of High

Dose Aflibercept in Patients With Neovascular Age-Related Macular Degeneration
Study identifier Study no.: 20968
EudraCT no.: 2019-003851-12
IND no.: 12462 (Regeneron Pharmaceuticals, Inc.)
Eylea 2 mg aflibercept IVT injection every 4 weeks for
a total of 3 injections, and then every 8 weeks
up to Week 48 (9 doses in total, with optional
doses to continue at every 4 weeks), n = 338
Endpoints Primary Mean change |cjinical equivalence is demonstrated if the 95%
?Igginitions endpoint :’rrloglc\t;zselme CI of the LS mean change from baseline in BCVA
(ETDRS letter [at Week 48 is contained within a 4 letters margin
score) at
Week 48
Key Mean change |[Clinical equivalence is demonstrated if the 95%
secondary from baseline |CI of the LS mean change from baseline in BCVA
endpoint in BCVA at Week 48 is contained within a 4 letters margin
(ETDRS letter
score) at
Week 60
Key Proportion of |[Clinical equivalence is demonstrated if the 95%
secondary patients CI of the LS mean change from baseline in BCVA
endpoint without IRF  |at Week 48 is contained within a 4 letters margin
and SRF in
central
subfield at
week 16
Other Mean change in BCVA over time
secondary
efficacy
endpoints
Proportion of subjects who gained =5, 10 or 15 letters
over time
Proportion of patients without IRF and SRF in central
subfield over time
Number of injections of study drug administered during
the study period
Database lock 04 NOV 2022

Results and Analysis

Analysis description

Primary Analysis: Mean change from baseline in BCVA (ETDRS letter

score)

Analysis population
and time point
description

MMRM

Descriptive statistics
and estimate
variability

Treatment group

298 HDq12 HDqg16

Number of

subject at Week

48

309 316 312

Mean change from

7.03 (0.74)

baseline in BCVA
(ETDRS letter score) LS
mean (SE) at Week 48

6.06 (0.77) 5.89 (0.72)
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Title: Randomized, Double-Masked, Active-Controlled, Phase 3 Study of the Efficacy and Safety of High

Dose Aflibercept in

Patients With Neovascular Age-Related Macular Degeneration

Study identifier

Study no.: 20968
EudraCT no.: 2019-003851-12
IND no.: 12462 (Regeneron Pharmaceuticals, Inc.)

Number of 305 311 309
subject at Week

60

Mean change from 7.23 (0.68) 6.37 (0.74) 6.31 (0.66)

baseline in BCVA
(ETDRS letter score) LS
mean (SE) at Week 60

Effect estimate per Primary HDg12 vs 2¢g8
comparison endpoint:
Change from Comparison groups
baseline in
BCVA at
Week 48
95% confidence interval| -0.97 (-2.87,0.92)
for difference
P-value 0.0009
Comparison groups HDQg16 vs 2908
95% confidence interval| -1.14 (-2.97,0.69)
for difference
P-value 0.0011
Secondary Key Comparison groups HDgl12 vs 2g8
endpoint: Change 95% confidence interval
from baseline in for difference -0.86 (-2.57,0.84)
BCVA at P-value 0.0002
Week 60 Comparison groups HDqg16 vs 2g8
95% confidence interval
for difference -0.92 (-2.51,0.66)
P-value <0.0001
Notes Primary and key secondary endpoint is statistically met in both HD groups with

the two-sided 95% CI of the adjusted mean difference mean change from

baseline in BCVA at Week 48 within a 4 letters margin

Analysis description

Key Secondary Analysis: Proportion of patients without IRF and SRF in

central subfield at week 16

Analysis population
and time point
description

LOCF

Descriptive statistics
and estimate
variability

Treatment group

298

HDq12

HDq16

Number of
subject

336

335

338

Proportion of patients
without IRF and SRF in
central subfield

LS mean (SE) at
Week 16

51.6%

61.6%

65.0%

Number of
subject at Week
48

336

335

338
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Title: Randomized, Double-Masked, Active-Controlled, Phase 3 Study of the Efficacy and Safety of High

Dose Aflibercept in

Patients With Neovascular Age-Related Macular Degeneration

Study identifier

Study no.: 20968

EudraCT no.: 2019-003851-12
IND no.: 12462 (Regeneron Pharmaceuticals, Inc.)

Proportion of patients
without IRF and SRF in
central subfield

LS mean (SE) at
Week 48

59.4%

71.

1% 66.8%

Number of
subject at Week
60

30

311

309

Proportion of patients
without IRF and SRF in
central subfield

LS mean (SE) at
Week 60

74.6% 74

.6%

72.2%

Effect estimate per
comparison

Key secondary
endpoint:
Proportion
of patients
without IRF
and SRF in
central
subfield at
Week 16

Comparison groups

HD (HDg12+HDq16) vs 2q8

95% confidence interval
for difference

11.733 (5.263, 18.204)

P-value

0.0002

Key secondary
endpoint:
Proportion of
patients without
IRF and SRF in
central subfield at
Week 48

Comparison groups

HDqgl12 vs 2g8

95% confidence interval
for difference

11.725 (4.527, 18.923)

P-value

0.0015

Comparison groups

HDg16 vs 2g8

95% confidence interval
for difference

7.451 (0.142, 14.760)

P-value

0.0458

Key secondary
endpoint:
Proportion of
patients without
IRF and SRF in
central subfield
at Week Week
60

Not applicable.

Notes

Key secondary endpoint is statistically met in both HD groups with the two-
sided 95% CI of the adjusted mean difference mean change from baseline in
BCVA at Week 48 within a 4 letters margin
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Table 2 Summary of efficacy for trial PHOTON

Title: A randomized, double-masked, active-controlled Phase 2/3 study of the efficacy and safety of

high-dose aflibercept in

patients with diabetic macular edema

Study identifier

EudraCT No.: 2019-003643-30
IND Number: 12462

Design Multi-center, 1:2:1 randomized, double masked, active controlled,
comparative clinical study to evaluate the efficacy and safety between high-
dose aflibercept (8 mg) and licensed Eylea 2mg in subjects with diabetic
macular edema (DME) treated up to 96 weeks.
Duration of main phase: 29 JUN 2020 - 30 MAY 2022
Duration of Run-in phase: not applicable
Duration of Extension phase: not applicable

Hypothesis Non-inferiority

Treatments groups

HDqg12 aflibercept 8 mg

8 mg aflibercept IVT injection
every 4 weeks for a total of 3
injections, and then every 12
weeks up to Week 48 (6 doses in
total at the minimum, with optional
doses to continue at every 8
weeks), n = 328

HDqg16 aflibercept 8 mg

8 mg aflibercept IVT injection
every 4 weeks for a total of 3
injections, and then every 8 weeks
up to Week 48 (5 doses in total,
with optional doses to continue at
every 8 or 12 weeks), n = 163

Retinopathy
Severity Scale
(DRSS) at
week 48

Eylea 2 mg aflibercept IVT injection
every 4 weeks for a total of 5
injections, and then every 8 weeks
up to Week 48 (9 doses in total,
with optional doses to continue at
every 4 weeks), n = 167
Endpoints and Primary Mean change |clinical equivalence is demonstrated if the
definitions endpoint Erggline in 95% CI of the LS mean change from baseline
BCVA in BCVA at Week 48 is contained within a 4
(ETDRS letters margin
letter score)
at Week 48
Key Mean change [Clinical equivalence is demonstrated if the
secondary from baseline [95% CI of the LS mean change from baseling
endpoint in BCVA in BCVA at Week 48 is contained within a 4
(ETDRS letter |letters margin
score) at
Week 60
Key Proportion of [Clinical equivalence is demonstrated if the
secondary patients with [95% CI of the LS mean change from baseling
endpoint a = 2-step in BCVA at Week 48 is contained within a 4
improvement |letters margin
in Diabetic
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Title: A randomized, double-masked, active-controlled Phase 2/3 study of the efficacy and safety of

high-dose aflibercept in

patients with diabetic macular edema

Study identifier

EudraCT No.: 2019-003643-30

IND Number: 12462

Other Mean change in BCVA over time

secondary

efficacy

endpoints
Proportion of subjects who gained =5, 10 or 15 letters over
time
Number of injections of study drug administered during the
study period

Database lock 7 OCT 2022

Results and Analysis

Analysis description

Primary Analysis : Primary Analysis: Change from baseline in BCVA at

Week 48

Analysis population
and time point
description

MMRM

Descriptive statistics
and estimate
variability

Treatment group

298

HDg12

HDq16

Number of
subject at
week 48

167

328

163

Mean change from
baseline in BCVA
(ETDRS letter
score) LS mean
(SE) at Week 48

8.67 (0.73)

8.10 (0.61)

7.23 (0.71)

Number of
subject at
week 60

167

328

163

Mean change from
baseline in BCVA
(ETDRS letter
score) LS mean
(SE) at Week 60

9.40 (0.77)

8.52 (0.63)

7.64 (0.75)

Effect estimate per
comparison

Primary
endpoint:
Change from
baseline in
BCVA at
Week 48

Comparison groups

HDqg12 vs 298

95% confidence interval
for difference

-0.57 (-2.26, 1.13)

P-value

<0.0001

Comparison groups

HDg16 vs 298

95% confidence interval
for difference

-1.44 (-3.27, 0.39)

P-value

0.0031

Secondary Key
endpoint: Change
from baseline in
BCVA at Week

60

Comparison groups

HDqgl12 vs 2g8

95% confidence interval
for difference

-0.88 (-2.67, 0.91)

P-value

0.0003

Comparison groups

HDg16 vs 298
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Title: A randomized, double-masked, active-controlled Phase 2/3 study of the efficacy and safety of
high-dose aflibercept in patients with diabetic macular edema

Study identifier EudraCT No.: 2019-003643-30

IND Number: 12462

95% confidence interval| -1.76 (-3.71, 0.19)
for difference
P-value 0.0122

Notes Primary and key secondary endpoint is statistically met in both HD groups with
the two-sided 95% CI of the adjusted mean difference mean change from
baseline in BCVA at Week 48 within a 4 letters margin

Analysis description | Key Secondary Analysis: Proportion of patients with a = 2-step|
improvement in Diabetic Retinopathy Severity Scale (DRSS)

Analysis population EP-SAP
and time point
description
Descriptive statistics Treatment group 2g8 HDqg1l2 HDq16
and estimate
variability
Number of 163 328 167
subject at week
48
Proportion of patients 19.6%
with a = 2-step 26.6% 29.0%

improvement in
Diabetic Retinopathy
Severity Scale (DRSS)
mean (SE) at Week 48

Number of 163 328 167
subject at week

60

Proportion of patients 29.1% 31.3% 22.2%

with a > 2-step
improvement in
Diabetic Retinopathy
Severity Scale (DRSS)
mean (SE) at Week 60

Effect estimate per Key secondary HDqg12 vs 2g8
comparison endpoint:
Proportion
of patients
with a = 2-
step
improvemen Comparison groups
t in Diabetic
Retinopathy
Severity
Scale
(DRSS) at
Week 48
95% confidence interval 1.98 ( -6.61, 10.57)
for difference
P-value Not specified
Comparison groups HDQg16 vs 298
95% confidence interval -7.52 (-16.88, 1.84)
for difference
P-value Not specified
Comparison groups HDgl12 vs 2408
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Title: A randomized, double-masked, active-controlled Phase 2/3 study of the efficacy and safety of
high-dose aflibercept in patients with diabetic macular edema
Study identifier EudraCT No.: 2019-003643-30
IND Number: 12462
Exploratory 95% confidence interval 1.87 ( -6.88, 10.63)
endpoint: for difference
Proportion of P-value Not specified
patients with a = Comparison groups HDg16 vs 208
2-step 95% confidence interval -7.47 ( -17.05, 2.12)
improvement in for difference
Diabetic Not specified
Retinopathy
Severity Scale P-value
(DRSS) at Week
60
Notes Key secondary endpoint is considered by the MAH to be statistically met in
HDqgl12 group with the two-sided 95% CI of the adjusted mean difference
change from baseline in patients with a > 2-step improvement in DRSS score
at Week 48.

2.5.4.3. Clinical studies in special populations

Not applicable.

2.5.4.4. In vitro biomarker test for patient selection for efficacy

Not applicable.

2.5.4.5. Analysis performed across trials (pooled analyses and meta-analysis)

Not applicable.

2.5.4.6. Supportive study

Design and conduct of clinical study

A supportive study named CANDELA (21086, VGFTe (HD)-AMD-1905; completed) was planned in the MAH’s
clinical development program. CANDELA study was a multi-center (US sites only), randomized, single-masked,
active-controlled Phase 2 study in participants with nAMD that investigated the efficacy, safety, and tolerability
of HD (high-dose aflibcercept 8 mg) versus IAI (aflibcercept 2 mg).

A total of approximately 100 eligible participants were planned to be randomized into 2 groups (IAI and HD) in
a 1:1 ratio and within each treatment group, 15 participants (total of 30) were also included in the dense PK
substudy. The study duration (44 weeks) is considered long enough to investigate the efficacy and safety profile
of the product.

Three consecutive monthly intravitreal injections (baseline, week 4, and week 8), followed by additional doses
at weeks 20 and 32 in both groups. At week 16, additional treatment (“rescue”) could be given after
consultation with the Sponsor, if in the investigator’s judgement, a patient could not adhere to the protocol-
specified dosing interval due to persistent or worsening disease and required an interim injection. Moreover, at
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weeks 24, 28, 36, and 40, participants were evaluated and given a dose (at their randomized dose level) if
EITHER of the following criteria were met (pro re nata [PRN] criteria):

- Loss of = 5 letters from week 20 Best Corrected Visual Acuity (BCVA) due to disease progression OR

- Anatomical findings that were considered vision-threatening, such as worsening or persistent retinal fluid,
new or worsening retinal pigment epithelial detachment (PED), new or persistent hemorrhage, etc

Wk 4 wk 16 Wk 44
Safety Efficacy Analysis
Analysis Analysis EOS
Screen | Day 1 Wk Wk Wk Wk Wk Wk Wk Wk Wk
182 (BL) Wk4 | Wk | Wke 12 16* 20 24 28 32 36 40 44
IAl = 2 mg x| x x | BY X |PRN|PRN| X |PRN|PRN
50 pl PK
HD - 8 mg BP/
70 ul X ' X X PK _'_ X |PRN|PRN| X |PRN|PRN
Additional visits for Dense PK *Week 16:
Substudy: ?r::;:::tl
* Days2,3,5,8,15,22 allowed after
* BP & PK draws at all visits discussion
= UAatDays 8 & 15 with sponsor

Abbreviations: BL=baseline; BP=blood pressure; EOS=end of study; HD=high-dose aflibercept (8 mg) injection;
IAT=intravitreal aflibercept (2 mg) injection; PK=pharmacokinetics; PRN=pro re nata; wk=week.

Figure 3.6.1 - Dosing schedule

CANDELA study enrolled men or women = 50 years of age subjects with active subfoveal CNV secondary to
nAMD, including juxtafoveal lesions that affect the fovea in the study eye as assessed by an independent
reading center, and BCVA at 4 m from 78 to 24 letters (ETDRS chart) equivalent to Snellen visual acuity of of
20/32 to 20/320 in the study eye. Subject’s selection are considered and similar to the PULSAR study.

The primary efficacy endpoint aimed to determine if HD provides greater intraocular PD effect and/or longer
duration of action compared with 2 mg IAI by assessing the proportion of participants without retinal fluid in
the center subfield at week 16.

No secondary endpoints were planned. Exploratory efficacy endpoints aim generate additional data to
determine the effect of HD vs IAI on anatomical measures of response and on visual acuity.

It is to note that the study enrolment was paused for approximately 3 months during the COVID-19 pandemic
and did not have any significant impact on the conduct of the study or the study participants who were already
enrolled as only one participant discontinue the study.

In total, 106 participants were randomized: 53 to the IAI group and 53 to the HD group and 92.5% and 96.2%
completed the study in IAI and HD groups respectively.

Overall, demographics, baseline disease characteristics and medical history were generally well balanced
between the treatment groups, with the exception of sex (there was a higher proportion of male participants
in the HD group compared with the IAI group).

Assessment report
EMA/538733/2023 Page 157/235



Efficacy data and additional analyses

Overall, all efficacy endpoints were analyzed using the FAS and additional OC, aLOCF, and aOC sensitivity
analyses were performed. All exploratory efficacy endpoints were analyzed descriptively, with nominal p-values.

Through week 44, the mean (SD) duration of treatment in the study eye was 36.9 (7.77) weeks in the IAI
group and 37.7 (4.52) weeks in the HD group with a majority of 5 IVT injections in both groups.

The primary endpoint related to efficacy was the proportion of participants without fluid in the center subfield
of the study eye at Week 16 with an exploratory endpoint at week 44 (Table 3.6.1.). The decreasing tendency
in the proportion of patients without fluid at week 16 (50.9% in HD group and 34% in IAI group) was further
observed at week 44 (39.6% in HD group and 28.3% in IAI group) in both groups with a numerically superiority
in the HD groups (without statistical differences).

Participants Difference (%)
Treatment Without Fluid (95% CI)* p-value®
Week 16
HD (N=53) 27/53 (50.9%) 17.0 (-1.6, 35.5) 0.0770
TAT (N=53) 18/53 (34.0%)
Week 44
HD (N=53) 21/53 (39.6%) 11.3 (-6.6, 29.2) 0.2185
IAT (N=53) 15/53 (28.3%)

Abbreviations: CI=confidence interval; HD=high-dose aflibercept (8 mg) injection; IAT=intravitreal aflibercept
(2 mg) injection; IRF=mtraretinal fluid; LOCF=last observation carried forward; SRF=subretinal fluid.

No fluid=absence of IRF and/SRF in the center subfield. Center subfield=the circular area in 1 mm diameter
centered around the center point of the fovea.

Baseline: the latest available valid measurement taken on Study day 1 prior to administration of study drug.
The percentage is based on the number of participants with available measurements in each treatment group as
denominator.

LOCF=Missing observations were imputed by the last non-missing post-baseline observation. Participants were
considered as non-responders if all post-baseline observations were missing. For participants receiving additional
treatment at week 16, measurements past week 16 were imputed using the last observation prior to additional
treatment.

 The 95% CT is based on normal approximation.

b p-value is calculated using chi-square test at the 2-sided 5% significance level.

Table 3.6.1 - Proportion of Participants without Fluid in the Center Subfield of the Study Eye, LOCF
at Week 16 and Week 44 (Full Analysis Set)

Additional precision on IRF/SRF fluid were indicated by the MAH:

- The proportion of participants without IRF in the center subfield of study eye which were numerically
similar at week 16 (HD: 69.8%; IAI: 67.9%; treatment difference: 1.9%; 95% CI: -15.7,
19.5;p=0.8339) and at week 44 (HD: 60.4%; IAI: 64.2%; treatment difference: -3.8%; 95% CI: -
22.2, 14.7; p=0.6886) in both groups

- The proportion of participants without SRF in the center subfield of study eye at week 16 was
numerically higher in the HD group (69.8%) compared with the IAI group (50.9%; treatment
difference: 18.9%; 95% CI: 0.6, 37.1; p=0.0471) and at week 44 (HD: 69.8%; IAI: 50.9%)
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Other endpoints were also analysis by the MAH, including:

- The proportion of participants without macular fluid in the study eye at week 16 (HD: 43.4%; IAI:
26.4%; treatment difference: 17.0%; 95% CI: -0.9, 34.8; p=0.0667) and at week 44 (HD: 32.1%;
IAI: 15.1%; treatment difference: 17.0%; 95% CI: 1.1, 32.8; p=0.0395). With the precision in the:

o proportion of participants without intraretinal macular fluid in the study eye at week 16 (HD:
58.5%; IAL: 58.5%; treatment difference: 0.0%; 95% CI: -18.8, 18.8; p=1.0000) and at week
44 (HD: 47.2%; IAL: 45.3%; treatment difference: 1.9%; 95% CI: -17.1, 20.9; p=0.8455)

o proportion of participants without subretinal macular fluid in the study eye at week 16 (HD:
67.9%; IAI: 43.4%; treatment difference: 24.5%; 95% CI: 6.2, 42.9; p=0.0110) and at week
44 (HD: 66.0%; IAI: 43.4%; treatment difference: 22.6%; 95% CI: 4.2, 41.1; p=0.0192).
The treatment difference between the 2 groups was nominally statistically significant at both
time points.

- The proportion of participants able to maintain a 12-week dosing interval from week 8 through week
44 (ie, participants receiving only protocol required treatments) was numerically higher in the HD group
(54.7%) compared with the IAI group (45.3%). Of those participants completing the week 16 visit, a
numerically higher proportion of participants in the HD group (81.1%) compared with the IAI group
(72.9%) did not require an additional dose of treatment at week 16. Of those participants completing
the week 44 visit, a numerically higher proportion of participants in the HD group (56.9%) compared
with the IAI group (49.0%) did not require an additional dose of treatment at week 16 or PRN doses
at weeks 24, 28, 36, or 40

- The proportion of participants receiving only protocol required treatments and completing Week 44,
with and without fluid in the center subfield of the study eye (aLOCF) were similar between HD and IAI
groups at weeks 16, 24, 28, 36, and 40.

Additional endpoints as the proportion of participants able to maintain no retinal fluid in the center subfield of
study eye through week 16 and week 44, the time to maintaining no retinal fluid in the center subfield of study
eye through week 44 and proportion of participants without subretinal pigment epithelium fluid in the macula
of study eye, were considered numerically higher in the HD group.

Regarding the change observed from baseline in BCVA score (ETDRS Score) in the study eye, the mean (SE)
change from baseline in BCVA was numerically higher in the HD group compared with the IAI group both at
week 16 (HD: 8.4 [1.31] ETDRS letters; IAI: 6.5 [1.38] ETDRS letters) and week 44 (HD: 7.9 [1.47] ETDRS
letters; IAI: 5.1 [1.52] ETDRS letters). Also, the least squares (LS) mean (standard error [SE]) change in BCVA
from baseline was numerically higher in the HD group compared with the IAI group at week 16 and 44 (Table
3.6.2.).
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Treatment (N=53) MN=53)
Week 16

MNumber of Patients 51 53
Baseline Means (5D} 583 (10.69) 579 (13.58)
Means (5D 64.8 (13.62) 66.2 (15.02)
Mean Change (5D} 6.5 (9.89) 8.4 (9.55)

LS Mean Change (SE}* 6.6 (1.35) 83(13n
p-value® 0.3541
Estimate for Contrast and 95% CI (LS Mean)® 1.76 {-1.99, 5.51)
Week 44

Mumber of Patients 51 53
Baseline Means (5D} 58.3 (10.69) 57.9 (13.58)
Means (5D 63.4 (14.82) 63.8 (16.22)
Mean Change (5D} 5.1 (10.83) 79 (10.73)
LS Mean Change (SE® 5.2(1.51) 7.9 (1.48)
p-value® 0.1957
Estimate for Contrast and 95% CI (LS Mean)* 2.76 (-1.44, 6.95)

Abbreviations: ANCOVA=Analysis of covanance; BCVA=Best Comected Visual Acwuty; Cl=confidence interval;
ETDE S=early treatment of dizbefic retinopathy study; HD=kigh-dose aflibercept (8 mg) injection; [AT=intravitreal
afibercept (2 mg) mjection; LOCF=last chservation carmied forward; SD=standard deviation; SE=standard ermor;
L5=least squares.

LOCF=missing observations were imputed by the last pon-missing post-baseline observation. For patients recerving
addifional treatment at week 16, measurements past week 16 were imputed using the last oebservation prior to
addifional treatment.

Baseline: the latest available valid measurement taken on Study day | prior to administration of study diug. If time
is not collected, it 15 assumed the available day 1 measurement is done before dosmg.

3 ANCOVA model with treatment a5 the main effect and baseline measwrement as covarates.

Table 3.6.2 - ANCOVA of Change from Baseline in BCVA Score (ETDRS Letters) in the Study Eye,
LOCF (Full Analysis Set)

Moreover, the proportion of participants with no vision change or any loss, or who lost = 5, 10, and 15 ETDRS
Letters from Baseline in Study Eye were numerically higher in the IAI group (Table 3.6.3). However, the
proportion of participants who gained = 1, 5, 10, and 15 ETDRS Letters from Baseline in Study Eye were
numerically higher in the HD group (except for =5 letter gain) see Table 3.6.4.
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Treatment (N=53) (N=53)
Proportion of Patients with Any

Letter Loss or No Vision Change

Week 16 11/51 (21.6%) 11/53 (20.8%)
Week 44 14/51 (27.5%) 12/53 (22.6%)
Proportion of Pahients Losing

=5 Letters

Week 16 8/51 (15.7%) 3/53 (5.7%)
Week 44 11/51 (21.6%) 6/53 (11.3%)
Proportion of Patients Losing

= 10 Latters

Week 16 3i51 (5.9%) 153 (1.9%)
Week 44 5/51 (9.8%) 3/53 (5.7%)
Proportion of Pahients Losing

=15 Latters

Week 16 /51 (2.0%) 1/53 (1.9%)
Week 44 3/51 (5.9%) 2/53 (3.8%)

Abbreviations: ETDER S=early treatment of diabetic retinopathy study; HD=high-dose aflibercept (8 mg) injection;
IAT=intravitreal aflibercept (2 mg) injection; LOCF=last observation cammied forward.

LOCF=missing observations were imputed by the last non-missing post-baseline observation. For patients recerving
addiional treatment at week 16, measwrements past week 16 wers imputed using the last observation prior to
additional treatment.

Baseline: the latest available valid measurement taken on Study day | prior to administration of study drug. If time
iz not collected, it 15 assumed the available day 1 measurement is done before dosmg.

Table 3.6.3 - Proportion of Patients With No Vision Change or any Loss, or Who Lost = 5,10 and 15
ETDRS Letters from Baseline in Study Eye by Visit, LOCF (FAS)

IAI HD
Treatment (N=53) (N=53)
Proportion of Pafients Gaining = 1 Letters
Week 16 40/51 (78.4%) 42/53 (79.2%)
Week 44 3751 (72.5%) 41/53 (T74%)
Proportion of Patients Gaining = 5 Letters
Week 16 32151 (62.7%) 33/53 (62.3%)
Week 44 30/51 (58.8%) 30453 (56.6%)
Proportion of Patients Gamning = 10 Letters
Week 16 17/51 (33.3%) 23453 (41.5%)
Week 44 18/51 (353%) 25453 (472%)
Proportion of Pahients Gaining = 15 Letters
Week 16 11/51 (21.6%) 10/53 (18.9%)
Week 44 951 (17.6%) 15/53 (28.3%)

Abbreviations: ETDR S=early treatment of diabetic retinopathy study; HD=high-dose aflibercept (8 mg) injection;
IAT=intravitreal aflibercept (2 mg) imecthon; LOCF=last observation camed forward.

LOCF=missing observations were imputed by the last non-missing post-baseline observation. For patients recerving
additional treatment at week 16, measurements past week 16 were imputed using the last observation prior to
addifional treatment.

Baseline: the latest available vahid measurement taken on Study day | prior to admimistration of study diug. If time
is not collected, it 15 assumed the avalable day | measurement is done before dosmg.
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Table 3.6.4 - Proportion of Patients Who Gained = 1, 5, 10 and 15 ETDRS Letters from Baseline in
Study Eye by Visit, LOCF (FAS)

Additionally, the change from baseline in CRT, total lesion size and Choroidal Neovascularization Size in the
Study Eye were numerically favour of the HD group compared with the IAI group both at week 16 and at week
44,

Overall, the superiority of the HD treatment compared to the IAI group was no met for the primary efficacy
endpoint. However, the efficacy results were numerically in favour of the HD group and were further confirmed
by the sensitivity analysis performed by the MAH. Moreover, the efficacy results CANDELA study support the
initiation dosing regimen in the nAMD patients.

2.5.5. Discussion on clinical efficacy

Design of main studies

This variation include clinical efficacy data of 2 pivotal studies in patients with nAMD (ongoing phase 3 PULSAR,
submitted data at 48 and 60 week) and DME (ongoing phase 2/3 PHOTON, submitted data at 48 and 60 week)
as well as one supportive study in nAMD patients (CANDELA, completed) for the new high-dose strength of
aflibercept 8 mg (114.3 mg/mL). Both pivotal studies were multi-center, randomized, double-masked, active-
controlled and composed of 3 arms (298, HDq12 and HDq16) and were randomized to receive IVT injections
in the study eye of either aflibercept high-dosed (HD) or aflibercept 2 mg in 3 parallel treatment groups. Patient
were treated with 3 (in PULSAR) or 5 (in PHOTON) initial IVT injections at 4-week intervals, followed by IVT
injection every 8 weeks in the 2g8 group (comparator), or with 3 initial injections at 4-week intervals, followed
by IVT injection 12 or 16 weeks in HDq12 and HDq16 groups respectively, with possible interval modification
starting week 16.

A CHMP scientific advice (EMA/CHMP/SAWP/277944/2019) included discussion about both pivotal studies in
term of comparator choice, overall design of the study (non-inferiority, double-masked, randomised, active-
controlled, three-arm), endpoints.

Approximately, 1395 patients had been enrolled in PULSAR (1:1:1 ratio, with 337 patients in 2gq8 arm, 336 in
HDqg12 and 338 in HDq16 arm respectively) and 660 in PHOTON (1:2:1 ratio, with 167 patients in 298 arm,
329 in HDq12 and 164 in HDq16). The patients included were adequately selected with regard to the disease.
Furthermore, patients were stratified on the geographical region (Japan vs Rest of the World) and the BCVA
baseline (<60 vs =60) in PULSAR or CRT baseline (<400um vs =400 uym) and prior DME treatment (yes/no)
in PHOTON. As in PULSAR trial, the granularity of the geographical stratification could seem a bit wide. The
country level could have been an option but no per country patient disposition was found in the trial’'s CSR to
document this point. This per country disposition are of great importance (see comments below) and the
Applicant was requested to provide them with the following 2 regions disposition: Europe, including Czech Rep,
Germany, Hungary and UK, North America including Canada and USA, Japan is already described in the file.
The requested information for the Pulsar trial was provided. The EU population constituted the largest cohort
of subjects included in the trial (39%), followed mainly by cohorts from North America (30%) and Asia (23%),
representing a total of 92% of the study population. Based on these results, homogeneous treatment responses
in these 3 major subgroups should be expected.

Assessment report
EMA/538733/2023 Page 162/235



Additionally, the efficacy populations of analysis in PULSAR study are acceptable, except for PPS which was
planned to be analysed “as treated” while an error of treatment allocation should be considered as a major
deviation to the protocol. Moreover, if the wrong treatment allocation occurred only at some specific time-
points of the 48/60 weeks of exposure (this case is defined as an ICE), the rational for deciding which arm to
assign to patient in the “as treated” strategy is unclear and should be explained. As a response, clarifications
have been brought by the Applicant regarding the “as treated” terminology used in the trial. Only 6 patients
were concerned with the qualification of "as treated", whom only one subject underwent an error of treatment
allocation. The other subjects were affected by deviations in the amount of volume injected or in the modalities
of administration. The issue could be considered as solved though the PP set do not reflect per-se the definition
of such a population where patients presenting deviations in planned regimens potentially affecting the primary
efficacy endpoint should be excluded.

Results of main studies
PULSAR - nAMD

1395 enrolled participants in PULSAR study but 383 participants did not complete screening, therefore, the
Week 48 and Week 60 datasets analysis provided are based on 1011 participants. For these participants,
proportion of male and female were well balanced between the 3 arms, even if slightly more female patients
were included in total (54,5%). Data were mostly well balanced across the treatment groups for the
demographics and disease characteristics at baseline (BCVA, IOP, CST, CNV size, type and classification, total
lesion area and NEI-VFQ-25 total score). The ocular medical and surgical history in the study eye mostly
reported (> 10%) were AMD, Cataract and Cataract operation and the non-ocular medical and surgical history
in the study eye, most commonly reported SOC (> 30%) were Vascular disorders, Metabolism and nutrition
disorders, Surgical and medical procedures, and Musculoskeletal and connective tissue disorders. However, the
MAH was requested to further discuss the clinical relevance of baseline disease characteristics of the following
observed discrepancies in PULSAR study (in patients of certain categories of age (<65, = 65to < 75 and = 75
to < 80 years), with history of ischaemic heart disease and hepatic impairment (mild, severe, moderate),
cataract, CST). The Applicant provides further discussion on clinical relevance of baseline disease characteristics
of the observed discrepancies in PULSAR study. According to the Applicant, the differences are to be considered
as minor numerical differences at baseline without clinical significance relevance.

Moreover, among those participants, it is to note that COVID-19 crisis and Ukraine/Russia conflict had a low
impact on the discontinuation of the participants, however considering that 35.1% of patients across the groups
in PULSAR study reported important protocol deviations, The MAH was requested to further discuss the impact
of each protocol deviation of them on the efficacy analysis. As a response, the Applicant has clarified what was
meant by "important" protocol deviations in Pulsar study and described extensively the corresponding
deviations as well as the decision rules that led to rule out from the primary analysis or the PPS analysis, all or
part of data of patients presenting these deviations, depending on the way the might affect efficacy outcome
and when they occurred. “Important” deviations to protocol were segmented in 3 categories: 1/ the ones not
impacting the efficacy endpoints led to no exclusion from main efficacy analyses; 2/ deviations that might affect
the efficacy endpoints and identified at screening led to excluding affected patients from the per-protocol set;
3/ deviations that might impact the efficacy and occurring after baselines measurements led to excluding from
the main efficacy analyses partial data of affected patients. These last deviations were considered as
intercurrent events and handled according to estimand strategies (mainly, hypothetical and treatment policy
strategies, depending of the strength of the impact on efficacy data). Tables illustrating and justifying the
updated definition and all concerned cases were provided and even though other approaches could have been
considered, the proposed approach is reasonable.
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However, in non-inferiority trials, it is well known that heterogeneity of data is a factor artificially favoring the
non-inferiority, therefore, it would have been relevant to perform a per-protocol analysis excluding all patients
presenting with "important" deviations impacting the primary endpoint within the 48 weeks treatment window,
whatever the reason and the time of occurrence. This analysis, repeated on EU population would have been
interesting too.

Additionally, to be noticed that there were 47 cases of wrong treatment allocation. It was requested to briefly
describe these cases in a table presenting the randomized and actual allocated treatment, the time point(s)
concerned and the “as-treated” arm assigned in the PPS analysis. Thus, all the data requested have been
provided and it is confirmed that except for one patient, all patients had their treatment allocated according to
the randomization. However, it is still questionable to keep in the PPS, patients having received the wrong dose
(as described by the Applicant).

For the analysis of the primary endpoint, a mixed model for repeated measurements (MMRM) was used with
baseline BCVA measurement as a covariate and treatment group, visit, the stratification variables (geographic
region [Japan vs. Rest of World], and baseline BCVA [< 60 vs. = 60]) as fixed factors as well as terms for the
interaction between baseline BCVA and visit and for the interaction between treatment and visit.

The primary endpoint was the change from baseline in BCVA (ETDRS letter score) at Week 48, completed with
a key secondary endpoint of that measure at week 60. The mean BCVA at baseline was 58.9, 59.9 and 60.0
letters for 2q8 (n=336 patients), HDg12 (n=335 patients) and HDq16 (n=338 patients) groups respectively.

The LS mean (SE) change of BCVA from baseline to week 48 observed were: 7.03 (0.74), 6.06 (0.77) and 5.89
(0.72) letters in 298 (n=285 patients), HDgl2 (n=299 patients) and HDql6 (nh=289 patients) groups
respectively with an estimated difference in LS means from baseline to Week 48 in BCVA (with corresponding
95% CI) changes and the p-values for the non-inferiority test at a margin of 4 letters of HDq12 vs. 2g8 -0.97
(-2.87, 0.92; p-value 0.0009) letters and of HDq16 vs. 2g8 was -1.14 (-2.97, 0.69; p-value 0.0011) letters.
At week 60, 7.23 (0.68), 6.37 (0.74) and 6.31 (0.66) letters in 2g8 (n=268 patients), HDql12 (n=283 patients)
and HDg16 (n=282 patients) groups were observed for the LS mean (SE), respectively and the estimated
difference of HDg12 vs. 2g8 was -0.86 (-2.57, 0.84; p-value 0.0002) letters and of HDq16 vs. 2g8 was -0.92
(-2.51, 0.66; p-value < 0.0001) letters.

The MAH also performed subgroup analysis in change from baseline in BCVA measured by the ETDRS letter
score at Week 48 and Week 60 and the results presented were similar with the overall population. Tendency
for higher mean increases in the HD groups compared to the 2g8 group were noted for the Asian and Japanese
subgroups. However, given the smaller size of these subgroups, the validity of these comparisons is limited.

Additionally, two sensitivity analyses were performed regarding the change from baseline in BCVA measured
by the ETDRS letter score at Week 48 and 60, using ANCOVA method. The results were consistent with the
primary analysis.

Overall, the primary and key secondary endpoint criteria, to know, the change from baseline in BCVA measured
by the ETDRS letter score at Week 48 and 60 (non-inferiority of IVT aflibercept therapy HDq12 and HDq16
dosing regimen to the current authorized IVT aflibercept therapy 298 dosing regimen) is considered to be
statistically met (95% credible interval for treatment difference with a non-inferiority margin of 4 letters with
LS mean change from baseline in BCVA to Week 48 and 60), at Week 48 and 60. However, even if the non-
inferiority appear to be statistically met, given the longer intervals in the new proposed dosing regimen (HDq12
and HDq16), more long-term efficacy and safety results are awaited for both PHOTON and PULSAR studies.
Therefore, and as discussed in the previous scientific advice dated from 2019, in order to straighten the efficacy
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and safety results, the Applicant was requested to provide the 2 years data. All the data requested have been
provided.

Consequently, to respond to the requested 2-year data, a snapshot of PULSAR data up to Week 96 was
performed in May 2023. This dataset comprises all patients (100%) enrolled in PULSAR. Of ongoing patients,
approximately 80% (689 out of 875) had already completed the Week 96 visit and almost all had completed
visits up to Week 88. More precisely, of the 1009 randomized patients included in the FAS and the SAF, 689
patients had completed the study through Week 96. 137 patients had discontinued prematurely. For 186
patients (18.4%), according to the Applicant, these patients constitute the ongoing patients at the time of the
data snapshot

The mean number of active injections in the Week 96 completers of the PULSAR SAF population was 12.8, 9.8
and 8.2 in the 208, HDq12 and HDq16 treatment groups, respectively, over the first 96 weeks of the study.

Of note, the proportions of Week 96 completers in the European subgroups were even higher than in the non-
European subgroups given that the recruitment in Europe was completed earlier than in other regions

For the PHOTON study, this later reached Week 96 LPLV in May 2023. Therefore, complete Week 96 key results
for the DME indication are available in full for all study participants. Of the 660 randomized patients included
in the FAS and the SAF, 534 patients completed the study through Week 96. However, 126 patients did not
complete the study, with a higher proportion of patients in the HDg12 group (22.2% vs. 15.2% and 16.8%),
mainly attributable to withdrawal of consent by subject, lost to follow-up and death. Of note, 31 (4.7%) patients
were reported as lost to follow-up through Week 96. As for PULSAR study, the mean number of active injections
in the PHOTON SAF population of Week-96 completers was proportional to allocated interval dosing with a
number of injection of 13.8, 9.5 and 7.8 in the 28, HDql12 and HDq16 treatment groups, respectively over
the first 96 weeks of the study

Overall, the provided additional long-term data are globally reassuring both on a quantitative (number of
exposed patients) and qualitative aspects (results on efficacy endpoints). Indeed, based on data from PULSAR
(approx. 80% completed Week 96 data collection) and on the data from all patients in PHOTON, HD aflibercept
dosed every 12 weeks or every 16 weeks showed nearly similar maintained efficacy through Week 96 compared
to 2 mg aflibercept, consistent with the non-inferiority demonstrated at Week 48 and Week 60 with respect to
improvement in BCVA in patients with nAMD or DME.

The MAH was requested to further discuss clinical relevance of the chosen 4 letters margin rather than a smaller
one as advised in the previous scientific advice in both PULSAR and PHOTON studies. The justification of the
non-inferiority margin provided by the Applicant has been consistent and clinically relevant. This margin
ensures that any difference in visual acuity within one line of the ETDRS chart is not clinically meaningful. This
4-letters margin has been used in many non-inferiority trials investigating visual acuity.

Moreover, the MAH was requested to discuss and justify the initiation dosing regimen of 3 monthly IVT
injections that appears to be 4 times higher exposure than the current regimen authorized and provide efficacy
and safety results regarding that period for both PULSAR and PHOTON studies. Furthermore, for PHOTON study,
the MAH was also requested to discuss the difference in term of number of injections in HD group during that
period compared to the current authorized dosing regimen. It appears that during the loading phase (up to
Week 12), in PULSAR (3 monthly injections in all study arms) and PHOTON studies (5 monthly injections for
28 and 3 monthly injections for all HD) all treatment arms received active monthly injection with either 2 mg
or 8 mg aflibercept at day 1, week 4 and week 8.
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In PULSAR, comparable proportions of ocular TEAE were reported (17,3% for 2g8 vs 18,1% for all HD) and
proportions of TEAE reported in more than 2 patients and with a difference > 0.5% to the 2 mg arm (retinal
haemorrhage, conjunctivitis, IOP increase and vitreous floaters) were low and comparable. Additionally,
comparable proportions were reported for ocular safety topics (cataract, retinal detachment/tear, RPE tear,
and intraocular inflammation) other than IOP increase for which event were all non-serious and without
sustained IOP elevations. Non-ocular TEAE were reported in higher proportions for HD group (22.1% vs 16.7%
in 2g8 arm). For SOC in which a difference of > 1% was observed and higher incidence in the HD arms
(Infections and infestations and Vascular disorders), PT reported in more than 1 patient were Pulpitis dental,
Upper respiratory and Urinary tract infection and Hypertension. Incidence for non-ocular safety topics were low
and comparable between treatment arms.

In PHOTON, incidences of ocular TEAEs were higher in the HD group (2g8: 9.6%, all HD: 17.1%) however
when compared to PULSAR studies a lower proportion of ocular TEAE was reported in 2g8 arm (PULSAR - 2g8:
17.3%, PHOTON - 2g8: 9.6%) and incidences for ocular TEAE in the HD group were nevertheless similar to
PULSAR. Events reported in more than 2 patients and with a difference > 0.5% to the 2 mg arm consisted of
cataract/cataract cortical, conjunctival hemorrhage, photopsia, punctate keratitis, and vitreous detachment for
which no consistent trend were observed across studies. Proportions of ocular safety topics were low and
comparable between treatment arms. Non-ocular event were reported in comparable proportions between
treatment arms. For the SOC with a difference of > 1% and higher incidence in the HD arms (Gastrointestinal
disorders, Infections and infestations, Nervous system disorders, Psychiatric disorders, Renal and urinary
disorders and Respiratory, thoracic and mediastinal disorders), majority of PTs were reported in single patient
with no consistent trend were observed across studies. Incidences for non-ocular safety topics were low and
comparable.

Overall, although exposures to aflibercept in the HD treatment arms in both PULSAR and PHOTON studies were
higher during the loading phase and that the incidence of ocular TEAE in the 298 arms in both groups were
disparate, safety data are still reassuring and in favour of a comparable safety profile with ocular and non-
ocular TEAE being reported in similar range between both studies. No consistent trend could be observed in
both studies.

The second key secondary endpoint concerned the proportion of participants with no intraretinal fluid (IRF) and
no subretinal fluid (SRF) in Central Subfield at Week 16 with a comparison between the 2gq8 group versus
pooled HD groups (HDg12 and HDq16). At week 16, 51.6% in the 2g8 treatment group compared to 63.3% of
participants in the pooled HD groups (61.6% in HDq12 and 65% in HDgl6arm) had no retinal fluid (no IRF and
no SRF) with a difference (95% CI) between pooled HD groups vs. 2g8 treatment of 11.733% points (5.263%,
18.204%) superiority and a p-value of the 1-sided CMH test for superiority of 0.0002. The key secondary
endpoint appears to be statistically met for both HD groups at week 16. More long-term data were provided
for this endpoint (week 48 and 60) and same tendency was observed with an absence of IRF and SRF more
pronounce in the HD groups and more particularly in the HDq12 group.

Subgroups regarding the proportions of participants with no IRF and no SRF in central subfield at Week 16
were analysed by subgroups of age, sex, geographic region, ethnicity, race, baseline BCVA, and baseline PCV
and discrepancies are noted in the following subgroups of patients: < 65 years, = 65 to < 75 years, = 80 to <
85 years, females, from Rest of the world, not Hispanic or Latino, White, with a baseline BCVA < 73 letters,
and no PCV at baseline.
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A sensitivity analyses was performed regarding the presence/absence of IRF/SRF in Central Subfield at Week
16 using LOCF in FAS and the results were consistent with the primary analysis.

Additionally, other secondary endpoints were analysed at week 48 and 60, such as: proportions of participants
gaining at least 15 letters in BCVA, proportion of participants achieving an ETDRS letter score of at least 69
(approximate 20/40 Snellen equivalent), mean change in CNV size, mean change in total lesion area, mean
change in CST and the mean change in NEI-VQF-25 total score. Overall, secondary efficacy endpoints results
for HD groups (HDg12 and HDq16) in PULSAR study appears to be following the same tendency as for the 2g8
group with a slight numerical superiority in favour to the HDg12 regimen compared to the HDq16. Therefore,
the MAH was invited to further discuss the clinical relevance of the secondary endpoint results with regards to
the two new proposed dosing regimen. As requested, the applicant provides a comprehensive discussion
regarding the clinical relevance of the Secondary efficacy endpoints results for HD groups (HDg12 and HDq16)
in PULSAR study (functional and anatomical response based on Change from baseline in BCVA measured by
the ETDRS letter, Proportion of participants with no IRF and no SRF in central subfield, Proportion of participants
gaining > 15 letters in BCVA, Change from baseline in CST...).

Overall, the functional measures show similar outcomes across the 3 treatment groups, with non-inferiority
demonstrated in the key secondary endpoint of change from baseline in BCVA at Week 60, in line with the
primary endpoint results at Week 48. Between the two HD groups, numerical differences in other secondary
endpoints are small, and not always in favour of HDq12 (e.g. proportion of patients gaining at least 15 letters
in BCVA from baseline to Week 48). In conclusion, the results of the secondary efficacy endpoints in PULSAR
are in line with the primary analysis and seem clinically relevant for demonstrating the value of aflibercept for
the treatment of nAMD.

To note, results of exploratory endpoints were similar between groups, except for the presented proportion of
patients with different dosing intervals that appear to be unclear for which the MAH was asked to provide a
Table clearly identifying the patient’s dosing interval of treatment in each arms at Week 48 and 60 (g8, q12,
ql6 and g20). As requested, the Applicant provides details identifying the patient’s dosing interval of treatment
in each arms at Week 48 and 60 (g8, q12, g16 and g20) in both PULSAR and PHOTON studies

Table 51 Actual dosing intervals at Week 48 and 80 by assigned treatment arm - PULSAR and PHOTOMN
Figures denote number (%) of subjects
FULSAR FHOTON
Iq8 HDgl2 HIMg 16 g8 HIxgl2 HDql6
Week 48 bt N=116 N=312 N=157 BN=3(H} N=156
complelers { 100) L] { 100a) { 100G { D) { ey
Interval at Week 48 g8 309 (100%) 65 (20.6%) 40 (12.8%) | 157 (100%) 27 (9.0%) B{3.8%)
ql2 NA 251 (TA%) 33 (10.6%) MA ITIOL0%) 10 (T1%)
qla NA MNA 230 (Teu6%) WA NA 139 (R9.1%4)
Week 60 N=M15 M=211 W=309 N=155 N=1%0 N=152
complelers {1 00) (I00a)y { 100a) { 1D0G) { DD0) { I0ray
Interval at Week 60 gf 305 (100%) 51 (164%) 331007 | 155 (100%:) 23 (8.0%) R (5.3%)
qlz MA 126 (40.5%) 42 (13.6%) MA 13R (47.8%) 12(7.9%)
qlé MA 134 (43.1%) 116 (37.5%) MA 128 (44.3%)  TT(30.7%)
Q20 HNA MNA 118 (38.2%) NA HNA 35 (36.2%)

Manwually calculaied from swimmer plots shown in Figune 18 to Figure 25

For PULSAR study, it appears that the majority of patients were rather maintained on their originally assigned
interval or extended to a greater interval (eg, from gl12 to q16 interval) both on W48 and W60 completers.
However, even low, it should be noted that a certain proportion of patients were shortened their treatment
interval (less than 20% in both HDg12 and HDq16 arm at W48 and W60). In the meantime, and as discussed
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above, a proportion of patients were extended from their original assignment (43.1% of HDql12 arm were
extended to a q16 dosing interval and 38.2% of HDg16 arm were extended to a q20 dosing interval)

For PHOTON study, the proportion of patients who maintained their original interval was greater with around
90% of patients maintained their originally assigned q12 or q16 dosing at W48 and W60 and around 10% who
shortened the originally assigned interval. In parallel, 43.3% and 36.2% of patients were extended to a q16
and 20 dosing interval for HDg12 and HDg16 arm respectively.

This exploratory endpoint appears critical in order to better assess the HD groups given the posology proposed
is also based on the following results:

- No dose modification permitted in 2Q8, (85.7% of participant received 7 IVT injections at week 48 and 77.4%
received 9 IVT injections at Week 60).

- In the HDq12 group: at week 48 with a total of 316 patient, 79.4% of patients stayed with the HDq12 dosing
regimen and 20.6% shortened to g8; at week 60 with a total of 311 patients, 77.8% of patients stayed with
the HDg12 dosing regimen and 22.2% shortened to g8. In total, 77.6% of participant received 6 IVT injections
at week 48 and 71.3% received 7 IVT injections at Week 60.

- In the HDQ16 group: at week 48 with a total of 312 patient, 76.6% of patients stayed with the HDg16 dosing
regimen and 23.4% shortened (12.8% to g8 and 10.6% to HDg12 regimen); at week 60 with a total of 309
patients, 86.9% of patients stayed with the HDq16 dosing regimen and 23.4% shortened (14.6% to g8 and
11.3% to HDQg12 regimen). In total, 77.8% of participant received 5 IVT injections at week 48 and 75.4%
received 6 IVT injections at Week 60.

Overall, the efficacy results issued from PULSAR study are very limited to support the 5 months injection
interval during the maintenance phase. More long-term results are awaited by the sponsor. As a response, the
applicant provides additional new data that could support the claimed g20 (or longer) intervals. Through Week
96, up to 47% and 44.3% of HD patients extended their treatment interval to 20 or longer intervals in the
PULSAR and PHOTON study respectively. Numerically, this corresponds to a total of 185 patients completed at
least one 20 interval before Week 96 in PULSAR and 133 patients in PHOTON study.

At Week 96, the proportion of patients with g20 or longer as the last intended dosing interval in the PULSAR
was 36.8% in the HDg12 group and 54.9% in the HDq16 group. Of 216 HD patients that were extended to a
g20 treatment interval at any time through Week 96, the majority of patients maintained on 20 or were
extended even further to q24 (i.e. 53 and 127 HD patients, respectively); only a few patients were shortened
back to q16 (i.e. 3 HD patients).

For the PHOTON study, at Week 96 the proportion of patients with q20 or longer as the last intended dosing
interval was 42.2% in the HDq12 group and 45.3% in the HDq16 group. Of 177 HD patients that were extended
to a g20 treatment interval at any time through Week 96, the majority of patients maintained on q20 or were
extended even further to q24.

In addition, further discussion was requested to be carried by the MAH on the absence of visits between two
injections during the maintenance phase. In response, the Applicant provides some clarifications regarding the
relevance of absence of visits between two injections during the maintenance phase for patients allocated to
HD intervals.

As discussed in the MO above, considering that the HDgl12 and HDQgl6 treatment regimens have overall
demonstrated BCVA gains non-inferior compared to 298, it is supported that modification of treatment intervals
is not needed between doses and therefore monitoring visits are not a requirement for these regimens.
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Nevertheless, in line with the current practice regarding aflibercept 2 mg and the information included in the
SmPC for aflibercept 2 mg, the Applicant proposes that event for the HD intervals, the frequency of monitoring
visits may be higher than the dosing frequency, based on the discretion of the treating physician. As for
validated regimen, the applicant proposal to leave need for monitoring visits to the physician’s discretion
seems to be acceptable.

PHOTON - DME

Data were mostly balanced across the treatment groups for the demographics and disease characteristics at
baseline for the following assessed criteria: BCVA, I0P, CRT, prior DME treatment. The ocular medical and
surgical history in the study eye mostly reported (> 10%) were AMD, Cataract, cataract nuclear, cataract
operation and retinal laser coagulation. Given that a lot of baseline characteristics appears to be unbalanced
between the 3 groups, the MAH was requested to further discuss the clinical relevance of the following
discrepancies in PHOTON study : patients of different age category (<55, = 55 to < 65), ethnicity (Black or
African American, White), percentage of Hemoglobin Alc at baseline category (8% and = 8%), patients with
history of cerebrovascular disease, history of ischaemic heart disease and diabetes type II (Non/insulin
dependent), BCVA category (<73 and = 73 letters) CRT, DRSS, cataract history, vitreous detachment,
intraocular lens implant, metabolism and nutrition disorders (Hyperlipidaemia, Hypercholesterolaemia, diabetes
mellitus), gastrointestinal disorders (gastroesophageal reflux disease), immune system disorders (seasonal
allergy and drug hypersensitivity) and endocrine disorders (hypothyroidism). Based on the Applicant responses,
regarding the age, in the age group < 55 there were 17.4%, 23.5% and 23.3% subjects and in the > 55 to <
65 group there were 37.7%, 32.9% and 33.1% subjects in the 28, HDql12 and HDq16 group respectively.
Based on the mean and median age including the standard deviation, the Applicant concluded that there was
a similar distribution of age for the treatment groups and thus the minor numerical differences at baseline with
regards to age groups are not considered clinically relevant. Due to the lower sample size per subgroup these
did show some minor variability but did not reveal clinically meaningful differences between the subgroup
populations and the total population.

For the ethnicity and Hemoglobin Alc differences, the observed imbalance among these subgroups is due to
their relatively small sample sizes and is therefore not considered clinically relevant. Indeed, the Applicant
considers that the primary and secondary endpoints are calculated based on the entire population (and not
subgroups), such differences are judged as not clinically relevant.

Regarding the Medical history, the numerical imbalance in the distribution is also explained by the small nhumber
of patients and are not considered clinically relevant.

The primary endpoint analysis assessed the change from baseline in BCVA (ETDRS letter score) at Week 48,
completed with a key secondary endpoint of that measure at week 60. The mean BCVA (SD) from baseline to
week 48 were: +9.21 (8.99), 8.77 (8.95) and 7.86 (8.38) letters for 2g8 (n=167 patients), HDql12 (n=328
patients) and HDq16 (n=163 patients) treatment groups respectively.

The LS mean (SE) change of BCVA from baseline to week 48 were: +8.67 (0.73), 8.10 (0.61) and 7.23 (0.71)
letters in 28, HDg12 and HDq16 groups respectively with an estimated difference in LS means from baseline
to Week 48 in BCVA (with corresponding 95% CI) changes and the p-values for the non-inferiority test at a
margin of 4 letters of HDq12 vs. 2g8 was -0.57 (-2.26, 1.13; p-value <0.0001) letters and of HDg16 vs. 2g8
was -1.44 (-3.27, 0.39; p-value 0.0031). At week 60, 9.4 (0.77), 8.52 (0.63) and 7.64 (0.75) letters in 2g8
(n=167 patients), HDq12 (n=328 patients) and HDq16 (n=163 patients) treatment were observed, respectively
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and differences between HDq12 vs. 28 was -0.88 (-2.67, 0.91; p-value 0.0003) letters and of HDg16 vs. 2g8
was -1.76 (-3.71, 0.19; p-value 0.0122) letters.

Subgroup analysis regarding the change from baseline in BCVA at Week 48 and Week 60 were performed and
stratified by age, sex, geographic region, ethnicity, race, baseline BCVA letters, and baseline PCV in PHOTON
study and discrepancies were noted in patients of 265 - <75 years, Black or African American and with a BCVA
>73 letters across the 3 treatment arms. However, given the smaller size of these subgroups, the validity of
these comparisons appears limited.

Overall, the primary and key secondary endpoint criteria, to know, the change from baseline in BCVA measured
by the ETDRS letter score at Week 48 and 60 (non-inferiority of IVT aflibercept therapy HDg12 and HDq16
dosing regimen to the current authorized IVT aflibercept therapy 2g8 dosing regimen) is considered to be
statistically met (95% credible interval for treatment difference with a non-inferiority margin of 4 letters with
LS mean change from baseline in BCVA to Week 48) and were confirmed by sensitivity analysis.

The other key secondary endpoint concerned the proportion of participants with a =2-Step improvement in
DRSS Score at Week 48. At week 48, 26.6% participants in the 2g8 treatment group compared to 29% in
HDq12 and 19.6% in HDgl6arm had >2-Step improvement in DRSS Score with a difference (95% CI) between
HDq12 vs. 2g8 treatment of 1.98% (-6.61, 10.57) and -7.52% (- 16.88, 1.84) for HDq16 vs. 2g8 treatment.
Results at Week 60 followed the same tendency, with a proportion of participants with > 2-step improvement
in DRSS score of 29.1%, 31.3%, and 22.2% at week 60 in the 298, HDg12, and HDg16 groups, and an adjusted
difference (95% CI) versus 2g8 of 1.87 (-6.88, 10.63) for HDql12 and -7.47 (-17.05, 2.12) for HDq16,
respectively. The key secondary endpoint appears to be statistically met in the HDg12 arm but not in the HDg16
and the sensitivity analyses supported the results at week 48 and 60. The MAH was requested to further discuss
this point and the impact on the dosing regimen proposed in the SmPC. As a response, The Applicant concluded
that all treatment arms achieved similar functional benefits. Differences in structural endpoints were mostly
associated with injection timing and did not translate into clinically meaningful differences in quality of life or
visual acuity.

The eligibility criteria of the PHOTON study aimed to include an informative population in terms of DME
assessment, which does not equate the one selected for DRSS assessment. In PHOTON, despite the limitations
in study design, the evaluation of DRSS was included in the context of the fact that aflibercept 2 mg is in the
US approved not only for the treatment of DME, but also for the treatment of DR. Therefore, evaluating the
effects of aflibercept 8 mg was considered relevant for that territory. The key secondary endpoint of the
proportion of participants with a > 2-step improvement in DRSS score at Week 48 was pre-specified to
potentially support an indication of aflibercept 8 mg for treatment of DR in the US. This endpoint was tested
with a non-inferiority margin of 15% which was met by the HDg12 arm (adjusted difference 1.98%, 95% CI -
6.61, 10.57) but not by the HDgl6 arm (adjusted difference -7.52%, 95% CI -16.88, 1.84). however,
considering that the primary endpoint showed that BCVA improvement as a direct effect of DME treatment was
non-inferior for HDq12 and HDg16 compared to 2g8, the Applicant concluded that the effect on DRSS stage
improvement does not correlate with the effect on DME, and improvements in DRSS are not a prerequisite for
vision improvements in DME.

Additionally, subgroups analysis by sex, age group, race, ethnicity, baseline BCVA, geographic region, baseline
CRT category, and prior DME treatment were performed at 48 and 60 week and discrepancies in the HD groups
compared to the 298 group were observed for the following subgroups: <50 years, = 55- < 65 years, = 65 to
< 75 years, males, females, White, Asian, with a baseline BCVA < 73 letters or > 73 letters, and CRT <400
micron or = 400 micron at baseline .
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Additionally, other secondary endpoints were analysed at week 48 and 60, such as: proportions of participants
gaining at least 15 letters in BCVA, proportion of participants achieving an ETDRS letter score of at least 69
(approximate 20/40 Snellen equivalent), proportion of participants without retinal fluid (total fluid, IRF, and/or
SRF) at the foveal center, proportion of participants without leakage, mean change in CRT and the mean change
in NEI-VQF-25 total score. Globally, results tend to differ in the HDgq12 and HDq16 groups and some secondary
and exploratory endpoints results tend to stand out more than others between groups with a worrying tendency
not in favor of the HD regiment. In its response, the Applicant concluded that all treatment arms achieved
similar functional benefits. Differences in structural endpoints were mostly associated with injection timing and
did not translate into clinically meaningful differences in quality of life or visual acuity.

The eligibility criteria of the PHOTON study aimed to include an informative population in terms of DME
assessment, which does not equate the one selected for DRSS assessment. In PHOTON, despite the limitations
in study design, the evaluation of DRSS was included in the context of the fact that aflibercept 2 mg is in the
US approved not only for the treatment of DME, but also for the treatment of DR. Therefore, evaluating the
effects of aflibercept 8 mg was considered relevant for that territory. The key secondary endpoint of the
proportion of participants with a > 2-step improvement in DRSS score at Week 48 was pre-specified to
potentially support an indication of aflibercept 8 mg for treatment of DR in the US. This endpoint was tested
with a non-inferiority margin of 15% which was met by the HDq12 arm (adjusted difference 1.98%, 95% CI -
6.61, 10.57) but not by the HDgl16 arm (adjusted difference -7.52%, 95% CI -16.88, 1.84). however,
considering that the primary endpoint showed that BCVA improvement as a direct effect of DME treatment was
non-inferior for HDg12 and HDq16 compared to 2g8, the Applicant concluded that the effect on DRSS stage
improvement does not correlate with the effect on DME, and improvements in DRSS are not a prerequisite for
vision improvements in DME.

2.5.6. Conclusions on the clinical efficacy

The development plan and more specific points of aflibercept 8 mg for the treatment of NAMD and DME subjects
was discussed in the Scientific Advice EMA/CHMP/SAWP/277944/2019. The MAH present 2 pivotal studies, one
regarding each of the indication: PULSAR in patients with nAMD (phase 3 study) and PHOTON in patients with
DME (phase 2/3 study). Both studies assessed the change of BCVA (ETDRS score) change from baseline to
week 48 as a primary endpoint and at week 60 as a key secondary endpoint. Those endpoints were considered
statistically met for both the new proposed formula with the new dosing regimen (HDg12 and HDq16). However,
given the large IVT injections intervals of the new dosing regimen at this point further long-term results were
considered as mandatory in order to straighten the efficacy results for both HDql12 and HDql16 treatment
regimen in patients with nAMD and DME.

As a remainder, the PHOTON and PULSAR studies met their primary efficacy endpoint of non-inferiority to 2
mg Eylea at the dosing intervals of HDq12 and HDq16 after 48 weeks in both indications DME and nAMD.
Moreover, the maintenance of efficacy were also confirmed after 60 weeks on the basis of the corresponding
key secondary endpoint which also met non-inferiority

Regarding this long-term 2 years efficacy results requested in order to ensure the maintenance of treatment
efficacy, the Applicant provides long-term data from PULSAR study where around 80% of patients completed
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Week 96 and PHOTON study where 100% completed Week 96. Overall and based on the provided long-term
data, it appears that the product dosed every 12 weeks (HDql2) or every 16 weeks (HDql6) showed
maintained non-inferior efficacy through Week 96 compared to 2 mg aflibercept, consistent with the results
demonstrated at Week 48 and Week 60 with respect to improvement in BCVA and CST in patients with nAMD
or DME. Indeed, a snapshot of PULSAR data up to Week 96 was performed in May 2023. This dataset comprises
all patients (100%) enrolled in PULSAR. Of ongoing patients, approximately 80% (689 out of 875) had already
completed the Week 96 visit and almost all had completed visits up to Week 88. More precisely, of the 1009
randomized patients included in the FAS and the SAF, 689 patients had completed the study through Week 96.
137 patients had discontinued prematurely. For 186 patients (18.4%), according to the Applicant, these
patients constitute the ongoing patients at the time of the data snapshot.

Moreover, regarding the second part of the MO related to the lack of sufficient data that could support the
claimed 20 (or longer) intervals, it should be noted that through Week 96, up to 47% and 44.3% of HD
patients extended their treatment interval to q20 or longer intervals in the PULSAR and PHOTON study
respectively. Numerically, this corresponds to a total of 185 patients completed at least one q20 interval before
Week 96 in PULSAR and 133 patients in PHOTON study.

At Week 96, the proportion of patients with g20 or longer as the last intended dosing interval in the PULSAR
was 36.8% in the HDq12 group and 54.9% in the HDq16 group. Of 216 HD patients that were extended to a
q20 treatment interval at any time through Week 96, the majority of patients maintained on gq20 or were
extended even further to q24 (i.e. 53 and 127 HD patients, respectively); only a few patients were shortened
back to q16 (i.e. 3 HD patients).

For the PHOTON study, at Week 96 the proportion of patients with q20 or longer as the last intended dosing
interval was 42.2% in the HDg12 group and 45.3% in the HDq16 group. Of 177 HD patients that were extended
to a q20 treatment interval at any time through Week 96, the majority of patients maintained on gq20 or were
extended even further to g24.

2.5.7. Clinical safety

This submission summarizes the safety data for aflibercept 8 mg (114.3 mg/mL) in two indications: nAMD
(phase 3 PULSAR ongoing and phase 2 CANDELA completed) and DME (phase 2/3 PHOTON ongoing). The
objective was to demonstrate the non-inferiority of aflibercept 8 mg (70uL of 114.3 mg/mL), every 12 or 16
weeks compared to aflibercept 2 mg (50 uL of 40 mg/mL), every 8 weeks. In this submission, the safety data
up to week 44 for the completed CANDELA study and up to week 48 and week 60 for the ongoing PULSAR and
PHOTON studies were provided. The Applicant also provided as requested in the LoQ efficacy and safety data
up to 96 weeks all patients in PHOTON and approximately 80% in PULSAR.
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Table 1: Studies conducted in the HD aflibercept program for nAMD and DME

Study / CSR/ Study design Study objectives MNo. of participants in
location SAFIFAS per treatment
arm and total

PULSAR Phase 3, multi- Primary: 2q8" N=336

(nAMD) center, To determine if treatment with HD aflibercept at )
randomized, intervals of 12 or 16 weeks provides non-inferior Bova  HDg12*: N =335

Study 20968 double-masked,  change compared to aflibercept 2 mg every 8 weeks in X

rsu'Igd;Ie active-controlled  paticipants with nAMD HDq16*: N =338

351,
PULSAR Treatment duration Secondary: Total: N =1009
W48 CSR 95 weeks ** + To determine the effect of HD versus 2 mg aflibercept

on other visual and anatomic measures of response

» To assess the efficacy of HD compared to 2 mg
aflibercept on vision-related quality of life

» To evaluate the safety of aflibercept

= To evaluate the PK and immunogenicity of aflibercept

CANDELA Phase 2, multi- Primary: IAl 2 mg™ M =53
(nAMD) center, » To determine the safety of aflibercept 8 mg .
Study 21086 rs_lndlnmlzei.ﬁd + To determine if aflibercept & mg provides greater HD® N = 53
VE‘FE (HD) zﬂ?uzﬁ:imnéd intraccular pharmacodynamic effect and/ or longer Total: N = 106
AMD-1905 duration of action compared to aflibercept 2 mg :
Module Treatment duration Secondary:
5351, 44 weeks There were no secondary objectives in this study
CANDELA
CSR
PHOTOMN Phase 2/3, multi-  Primary: 2q8*: N=167
(DME}) cantar, To determine if treatment with HD aflibercept at intervals

randomized, of 12 or 16 weeks provides non-inferior BCVA compared HDg12°: N=328
Study 21081 double-masked, g aflibercept 2 mg dosed every 8 weeks
W5FTe-HD-  active-controlled HDg16*: N=163
DME-1934 Secondary:
Module Treatment duration ® To determine the effect of HD versus 2 mg aflibercept Total: N=658
5351, 96 weeks on anatomic and other visual measures of response
PHOTOM » To evaluate the safety. immunogenicity, and PK of
W48 CER aflibercept

BCVA = best comected visual acuity, LAl = intravitreal aflibercept injection, CSR = clinical study report, DME = diabetic
macular edema, FAS = full analyzsis set, HD = high dose, IWVT = intravitreal, M = number of participants, naMD =
neovascular age-related macular degeneration, PK = pharmacokinetics, SAF = safety analysis set

FAS and SAF are identical.

* See for treatment arms descripfion.

** Studies are planned to be extended beyond Week 96 by approximately 1 year (60 weeks).

The SAF included all randomized patients who received at least one dose of study treatment (n=1115 patients
for nAMD and n=658 patients for DME). Safety variables consisted of ocular and non-ocular AEs (including
AESI ), ocular examination including IOP measurement, vital signs, clinical laboratory testing and ECG. The
Applicant also assessed safety topics of interest (ocular and non-ocular). For both PHOTON and PULSAR, the 2
HD groups (i.e. HDg12 and HDq16) were pooled into the Pooled HD group and were also presented for the 2
HD groups separately. For CANDELA study, only the Pooled HD group was presented which is acceptable
considering the size of the population (n=106).

For description on dosing regimen modification, study design, demographic characteristics and medical history
at baseline, see Efficacy section and clinical AR. Overall, for both PULSAR and PHOTON, the Applicant was
requested to further discuss the clinical relevance of the observed differences regarding demographic
characteristics and reported medical history for nAMD and DME population in Efficacy section (see OC). In both
AMD and DME studies, prior and concomitant treatments were reported in similar proportions and the most
reported ATC in both indications were consistent with medical history.
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2.5.7.1. Patient exposure

In PULSAR (nAMD), at week 60, the mean number of injections in the study eye were 8.5, 6.9 and 6.0 in the
298, HDg12 and HDqg16 treatment groups respectively. In PHOTON (DME), patients received in 298, HDq12
and HDq16 respectively 10.0, 7.0 and 6.0 injections. Overall, this is coherent with the protocol’s dosing
schedule.

Up to week 96, the mean number of injections were respectively in the 28, HDq12 and HDql6 treatment
groups 12.8, 9.8 and 8.2 for PULSAR and 13.8, 9.5 and 7.8 for PHOTON.

Table 5 AMD: Exposure to study eye treatment through Week 48 (PULSAR, safety
analysis set)

2q8 HDg12 HDg16 All HD
MN=336 (100%)  N=335 (100%) N=338 (100%) N=673 (100%)
Total number of active injections, n 2267 1986 1703 3689
Total number of sham injections, n 1212 1515 1793 3308
Number of active injections, n (%)
1 1(0.3%) 2 (0.6%) 2 (0.6%) 4 (0.6%)
2 1(0.3%) 2 (0.6%) 1(0.3%) 3(0.4%)
3 4(1.2%) 3(0.9%) 9 (2.7%) 12 (1.8%)
4 6 (1.8%) T (2.1%) 22 (6.5%) 29 (4.3%)
5 6 (1.8%) 22 (6.6%) 263 (77.8%) 285 (42.3%)
<] 29 (8.6%) 260 (77.6%) 11 (3.3%) 271 (40.3%)
T 288 (85.7%) 39 (11.6%) 29 (8.6%) 68 (10.1%)
8 1(0.3%) 0 0 0
Summary of active injections
n 336 aas 3ar- 672
Mean (SD) 6.7 (0.8) 5.9(0.8) 5.11(0.8) 5.5(0.9)
Median 7.0 6.0 50 6.0
Min, Max 1.8 1,7 1.7 1.7
Summary of sham injections
n 327 328 330 658
Mean (SD) 3.7(0.7) 4.6(0.7) 54(1.0) 5.0(1.0)
Median 4.0 5.0 6.0 5.0
Min, Max 1.5 1,5 1.6 1.6
Total amount (mg)
m 336 aas 337 672
Mean (SD) 13.4845 47 3671 40 4324 43 8894 (7.2650)
(1.5942) (6.2219) (6.5479)
Median 14.0000 48 0060 40.0050 468830
Min, Max 2,16 8.001,56.007 8.001,56.007 8.001,56.007
Duration of treatment (weeks)
n 336 3as 3T 672
Mean (SD) 46.28 (6.62) 46.54 (6.56) 46.18 (6.97) 46.36 (6.77)
Median 48.00 48.00 48.00 48.00
Min, Max 4,50.9 4,52 4,53.3 4,53.3

Max = maximurm, Min = minimum, n = number of participants, SD = standard deviation

* Exposure information is missing for one participant.

See Definition of terms for treatment arms description.

Duration (weeks) = [(date of last study treatment) — (date of first study treatment) +28)/7; 28 days were added
because of the minimum 4-week dosing interval in the study.

Study treatment given at Week 48 visit or beyond is not included in this table. Week 48 visit could occur later than
the actual Week 48.
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Table 2 DME: Summary of treatment exposure in study eye through Week 48
(PHOTON, safaty analysis seat)

2q8 HDg12 HDqg16 All HD
N=167 {100%]) N=328 (100%) N=183 (100%) N=401 {100%)
Total number of active injections 12692 1875 806 2681
Total number of sham injections 580 1720 1054 2774
Mumber of active injections per
participant, n (%)
1 2 (1.2%) 2 (0.6%) 1 (D.6%) 3 (D.6%)
2 0 T(2.1%) 1 (D.5%) B (1.6%)
3 0 11 (3.4%) 3(1.8%) 14 (2.9%)
4 2 (1.2%) 11 (3.4%) B (3.7%) 17 (3.5%)
5 2 (1.2%) 12 (3.7%) 146 (89.6%) 158 (32.2%)
B 3(1.8%) 273 (83.2%) 2(1.2%) 275 (56.0%:)
7 10 (6.0%) 12 (3.7%) 4 (2.5%) 16 (3.3%)
-] 148 (BB.6%:) 0 V] 0
Summary of acfive injections
N 167 328 163 481
Mean (S50 7.7 (0.98) 5.7 (0.96) 4.9 (0.61) 5.5 (0.94)
Median 8.0 6.0 5.0 6.0
Q1:03 B.0:80 6.0:6.0 50:50 5.0:6.0
Min : Max 1:8 1:7 1:7 1:7
Treatment duration (weeks) 4
M 167 328 163 491
Mean (SO 46.71 (6.893)  45.67 (9.028) 47.10 (8.002) 46.14 (B.177)
Median 48.00 48.00 48.00 48.00
Q1:03 4790 : 48.70 4770 : 48.65 48.00 - 48.60 47.90 : 48.60
Min : Max 4.0 : 52.1 4.0 : B4.4 4.0 :54.9 4.0 : 64.4

Sea Definition of tarms for treatment arms description.

HD=high dose , Q=quartile; Min=minimum; Max=maximum; n=number; PRMN=pro re nata; SD=standard deviation.
[2] Treatmeant Duration = (Last study treatment [active or sham] —date - First study treatment [active or sham] date
+ 28 days)7

Study interventions given at Wesak 48 visit or beyond wera not included in this table. Weak 48 visit could ocowr
later than the actual Week 48.

Source: Module 5.3.5.1, PHOTON W48 CSR, Table 14.1.4.1

Patients in both phase 2/3 studies (PULSAR and PHOTON) were exposed to at least three times the dose of
aflibercept in HD group compared to 28 group during the initiation phase. The Applicant provided safety data
for the initiation phase in which all treatment arms received active monthly injection with either 2 mg or 8 mg
aflibercept at day 1, week 4 and week 8. Although exposures to aflibercept in the HD treatment arms in both
PULSAR and PHOTON studies were higher during the loading phase and that the incidence of ocular TEAE in
the 2g8 arms in both groups were disparate, safety data are still reassuring and in favour of a comparable
safety profile with ocular and non-ocular TEAE being reported in similar range between both studies. No
consistent trend could be observed in both studies.

Participants in PULSAR and PHOTON were eligible for dose interval shortening (to a minimum of g8) starting
from week 16 or 20 or extension (by 4-week increments) starting from week 52. In PULSAR, the majority
(more than >75%) of the patients at week 48 and week 60 in HD group maintained their dosing regimen (q12
or ql16). Less than 10% of the HDq12 participants shortened to HDg8 and 38.5% of the patients in HDq16
extended to HDg20 at week 60. In PHOTON, a large majority of the patients (more than 90%) maintained their
assigned dosing regimen (HDg12 or HDg16) at week 48 and week 60. A total of 34.2% in HDq16 extended to
HD@g20 and 14.5% shortened to HDq12 or HD@g8. In the fellow eye, slightly less patients received treatment in
HD group (18.5% vs 20.2 % at week 60) in PULSAR while similar proportions were observed between groups
in CANDELA and PHOTON.

The Applicant provided safety data for the patients shortened to HDg8 and extended to HDg20 up to week 60.
As the patient with an HD@20 interval regimen are less exposed, no worsening of the safety profile is expected.
Safety data for HDg8 were submitted and compared to not modified HDq12/Hdq16 and 2g8. No consistent
trend could be observed for higher reported ocular and non-ocular TEAE and the safety profile seems similar
to the known safety profile of aflibercept 2 mg. In PHOTON in particular, lower ocular TEAE rates were reported.
Up to week 96, the majority of the patient had a treatment interval of > 12 weeks (all HD 87.1% PULSAR and
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92.9% in PHOTON) and = 16 weeks (all HD 69.2% PULSAR and 72.4% in PHOTON) and more than 40% of the
patient in both studies had extended to q20 (46.6% in PULSAR and 44.8% in PHOTON). Proportion of patient
shortened to HDg8 were higher for PULSAR (21.3% in all HD group) compared to PHOTON (10.6% in all HD
group) and with a similar trend for proportions of patients in HDg8 regimen which were low in both studies and
higher in nAMD population (13.1% in PULSAR and 7.3% in PHOTON).

2.5.7.2. Adverse events

2.5.7.2.1. nAMD indication (CANDELA and PULSAR)

In CANDELA, for the study eye, a higher proportion of TEAE were reported in the HD group due to non-ocular
TEAE being more reported (52.8% HD vs 45.3% IAI) while ocular TEAE were reported with similar frequencies
(37.7% in both group). The most reported PT were vitreous detachment (higher in HD group) and nAMD (higher
in IAI 2 mg group). Regarding non-ocular TEAE in CANDELA, while a higher frequency was reported in the HD
group, the majority of the TEAE were mild or moderate and the proportion of severe non-ocular TEAE was
similar between the two groups.

Table 14 AMD: Overall summary of adverse events through Week 48 (PULSAR, safaty

analysis set)
Mumber (%) of participants with g8 HDg12 HDg16 All HD
MN=3386 N=335 N=338 N=673
{100%:) {100%) (100%) {100%)
Any TEAE* 235 (69.9%) 239 (71.3%) 249 (73.7%) 488 (T2.5%)
Owcudar in sbudy eye 130 (38.7%) 129 (38.5%) 127 (37.6%) 256 (38.0%)
Mon-ocular 178 (53.0%) 175 (52.2%) 182 (53.8%) 357 (53.0%)
Any study drug related TEAE® 13 (3.9%:) 22 (6.6%) 13 (3.8%) J35(5.2%)
Owcudar in sbudy eye 0(2.7%) 20 (6.0%) 11 (3.3%) 31 (4.6%)
Mon-acular 3 (0.9%) 3 (0.9%) 2 (0.6%) 5 (0.7%)
Any TEAE related to IWT injection procedune® AT (11.0%) 36 (11.3%) 33 (8.E%) 71 (10.5%)
Ocudar in sbudy eye 35 (10.4%) 32 (9.6%) 32 (9.5%) 64 (D.5%)
Mon-ocular V] 401.2%]) 1{0.3%) 5 (0.7%)
Any TEAE related fo protocol procedune® 18 (5.7%) 13 (3.9%) 15 (4.4%) 28 (4.2%)
Orcular in study eye 11 (3.3%) T (2.1%) 9(2.7%) 16 (2.4%)
Mon-ocular T (2.1%) B (1.8%) 6 (1.8%) 12 {1.8%)
Any TEAE leading to study drug discontinuation® 5 (1.5%) 5 (1.5%) 5(1.5%) 10 {1.5%)
Owcudar in sbudy eye 1(0.3%) 3 (0.9%) 3 (0.9%) 6 (0.9%)
Mon-acular 4 11.2%) 2 (0.6%) 2 (0.8%:) 4 (0.6%)
Any serious TEAE® 49 (14.8%) 41 (12.2%) IT(10.9%) 78 (11.6%)
Orcudar in sbudy eye 2 (0.6%) G (1.8%) 5(1.5%) 11 (1.6%)
Mon-ocular 46 (13.7%) 34 (10.1%) 32 (0.5%) 66 (0.8%)
Any study drug related serious TEAE* 2 (0.E%) 1 (0.3%) 3 (0.9%) 4 (0.6%)
Owcudar in sbudy eye o 1 (0.3%) 1(0.3%) 2 (0.3%)
Mon-ocular 2 (0.68%) i) 2 (0.6%) 2 (0.3%)
Any serious TEAE related to IVT injection procedure i} 3 (0.8%) 2 (0.6%) 5(0.7%)
Ocudar in sbudy eye o 2 (0.6%) 2 (0uB%) 4 (0.6%)
MNon-ocular i) 1 (0.3%) 0 1 (0.1%)
Any serious TEAE related to protocol procedure* 1] 1 (0.3%) i} 1 (0.1%)
Owcudar in study eye i} i} i} 1]
Mon-ocular i) 1 (0.3%) 0 1(0.1%)
Any AE with outcome death 5 (1.5%) 3 (0.9%) 1 (0.3%) 4 [0.6%)

AE = adverse event, HD = high dose, IVT = intravitreal, M = number of participants in a group, TEAE = treatment-
emergent adwarse event

* This includes events in the fellow eye.

Sea Definition of ferms for treatment arms description.

Source: Module 5.3.5.1, PULSAR W48 CSR, Table 14.3.1/1

In PULSAR, at week 48 and 60, for the study eye, comparable proportion of TEAE (any TEAE, ocular TEAE and
non-ocular TEAE) were reported between groups. While the SOC “Eye disorders” was reported in slightly higher
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proportion in the HDql12 at week 48, proportions were comparable at week 60 (38.1% in 2g8 vs 37.1% in all
HD group). The most reported ocular TEAEs consisted of “Visual acuity reduced”, “Cataract” (slightly higher in
HDqg12) and “Retinal haemorrhage”. Ocular events were for the majority mild or moderate in severity. Severe
TEAE were reported in low and similar proportions with retinal haemorrhage, solely, being reported in more
than one patient (n=2). Slight ddifferences can be observed up to week 60 between all HD group and 2g8 but
also between HDq12 and HDq16 regarding the PT “Visual acuity reduced” (higher in HDq16 5.3% than in HDq12
3.6%), “Vitreous floaters” (higher in HDg16 4.1% than HDq12 1.2%), “Vitreous detachment” (1.5% in 2g8 vs
2.5% in HD group (3.0% in HDq16)), "nAMD"” (0.6% vs 2.1% vs 2.1%), and “Macular oedema” (2.4% vs 0.3%
vs 2.1%). However, incidences in the HDq12 arm were comparable to 2g8 or lowest although exposure is the
highest except for the PT "nAMD"” however this seems to reflect underlying conditions with similar proportions
between HDg16 and 2g8 at week 96 which is not in favour of a dose related effect. For known PT, observed
incidences remains below or in the same range as compared to the frequency listed for EYLEA 2 mg.

Table 16 AMD: Ocular TEAES in the study eye occurring in 21% of the participants in
any treatment group through Week 48 (PULSAR, safety analysis set)

Primary system organ class

Preferred term 2g8 HDgi2 HDg1& AllHD
MedDREA version 25.0 M= 336 (100%)M = 335 (100%)M = 338 (100%) N = 673 (100%)
Mumber (%) of participants with at least one 130 (38.7%) 129 (3B.5%) 127 (37.6%) 256 (38.0%)
such adverse event

Eye disorders 110 (32.7%) 114 (34.0%) 111 (32.8%) 225 (33.4%)
\isual acuity reduced 20 (6.0%) 12 (3.6%) 18 (5.3%) 30 (4.5%)
Cataract 10 (3.0%) 12 (3.6%) 12 (3.6%) 24 (3.6%)
Retinal haemorrhage 14 (4.2%) 11 (3.3%) 10 (3.0%) 21 (3.1%)
itreous floaters 11 (3.3%) 4 (1.2%) 12 (3.6%) 16 (2.4%)
Subretinal fluid 11 (3.3%) 10 {3.0%) 5 (1.5%) 15 (2.2%)
\itreouws detachment 5(1.5%) 6 (1.8%) B (2.7%) 15 (2.2%)
MWeovascular age-related macular 2 (0.6%) T(2.1%) T(21%) 14 (2.1%)
degeneration
Conjunctival haemomrhage 5(1.5%) B (2.4%) 5(1.5%) 13 (1.8%)
Macular thickening 3(0.9%) T(2.1%) 6 (1.8%) 13 (1.9%)
Dy eye 4 (1.2%) 5(1.5%) 5 (1.5%) 10 (1.5%)
Eve pain 2 (0.6%) 51(1.5%) 4 [1.2%) 8 (1.3%)
Retinal pigment epithelial tear 3 (0.9%) 6 (1.8%) 3 (0.9%) B (1.3%)
Age-related macular degeneration 1(0.3%) 5(1.5%) 3 (0.9%) B(1.2%)
Macular oedema B (2.4%) 1 (0.3%) T(2.1%) B (1.2%)
Macular fibrosis 4 (1.2%) 3 (0.8%) 3 (0.9%) G (0.9%)
Ocular hypertension 1 (0.3%) 2 (D.6%) 4 (1.2%) B (0.9%)
Eye irritation 0 1 (0.3%) 4 (1.2%) 5 (0.7%)
Punciate keratitis 4 (1.2%) 1 (0.23%) 4 (1.2%) 5 (0.7%)
Retinal oedema 2 (0.6%) 1 (0.3%) 4 (1.2%) 5 (0.7%)
Retinal pigment epitheliopathy 4 (1.2%) 2 (D.8%) 2 (0.6%) 4 (0.6%)
Dry age-related macular degeneration 4 (1.2%) 1(0.3%) 2 (0.6%) 3 (0.4%)
Detachment of macular retinal pigment 4 (1.2%) o 1(0.3%) 1 (0.1%)
epithelium

Investinations T(2.1%) 14 (4.2%) 12 (3.6%) 26 (3.9%)
Intrasocular pressure increased T(21%) 11 {3.3%) O (2 7%) 20 (3.0%)

General disorders and administration site 12 (3.6%) B (2.7%) B (2.7%) 18 (2.7%)

conditions
Sansation of foreign body T(2.1%) 3 (0.8%) 4 (1.2%) T (1.0%)

Infections and infestations 5(1.5%) O (2.7%) 3 (0.9%) 12 (1.8%)
Conjunctivitis 4 (1-2%) 5 (1.5%) 3 (0.9%) B (1.2%)

Injury, poisoning and procedural complications 6 (1.8%) 6 (1.8%) 4 (1.2%) 10 (1.5%)
Comeal abrasion 4 (1.2%) 2 (0.6%) 2 (0.6%) 4 (0.6%)

MedDRA=medical dictionary for regulatory activities, N = number of participants in a group, TEAE = treatmeant-
emergent adverse event

The threshold of > 1% was applied to any system organ class and any preferred term in any treatment group.
Systern organ classes and preferred terms that met the threshold are sorted by decreasing order of frequency in
the Pooled HD group. System organ classes that met the threshold but none of the underlying preferred terms are
not displayed. The number (%) of participants with at least one TEAE overall and in each system organ class are
without consideration for the threshold.

See Definition of lerms for treatment arms description.

Source: Module 5.3.5.1, PULSAR W48 CSR, Table 14.3.1/2

Up to week 96, similar tendencies could be observed for ocular TEAE with slightly lower incidence in the HD
group (53.6% in 2g8 vs 50.5§ in all HD). Most reported ocular PT were consistent with the known safety
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profile of aflibercept and incidences were comparable except for cataract (listed ADR and important identified
safety concern for aflibercept) however this could be explained by the reported medical history of cataract
being higher in the HD group and comparable proportions were reported when looking at all PT related to
cataract.

Regarding non-ocular TEAE in PULSAR, more than half of the patient in all group reported at least one non-
ocular TEAE up to week 60 and with comparable proportions. The most reported SOC were “Infections and
Infestations” (most reported PT being "COVID-19"), “Gastrointestinal disorders” (slightly higher in HDq12, the
most reported PT was” Nausea”) “Musculoskeletal and connective tissues disorders” (most reported PT was”
Back pain”) and “Vascular disorders” (higher in HDql12 8.7% vs 5.4% with the most reported PT being
‘Hypertension”). A higher incidence was reported for HDq16 compared to HDq12 at week 60 in the SOC Cardiac
disorders (5.9% vs 3.0%), Metabolism and nutrition disorders (5.0% vs 2.7%) and Psychiatric disorders (2.7%
vs 1.2%). However, this is not in favour of a dose related effects as lower incidences were reported in the
HDg12 arm in which exposure is the highest. Additionally, these differences could be explained by the higher
incidences of medical history of hypertension and psychiatric disorders. When looking per TEAE (SOC
gastrointestinal disorders), events were low or reported in single patients. Up to week 96, similar tendencies
could be observed.

Non-ocular TEAE were mostly mild to moderate in severity and severe non-ocular TEAE were more reported in
the 2g8 group (8.3% vs 5.1% in HDq12 and 3.6% in HDq16). At week 60, similar tendencies were observed.
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Table 17 AMD: Non-ocular TEAEs occurring in >1% of the participants in any
treatment group through Week 48 (PULSAR, safety analysis sot)

Primary system organ class 28 HDqg12 HDg16 All HD
Preferred term M =336 M =335 N=338 N =873
MedDRA version 25.0 (100%:) (100%) (100%:) (100%:)
Mumber (%) of participants with at least one such event 178 (53.0%) 175 (52.2%) 182 (53.8%) 357 (53.0%)
Infections and infestations T3 (21.7%) T3 (21.8%) T7(22.8%) 150 (22.3%)
COVID-18 11 (3.3%) 10 (3.0%) 21 (6.2%) 31 (4.8%)
Masopharyngitis 15 (4.5%) 12 (3.6%) 14 (4.1%) 26 (3.9%)
Urinary fract infection 9{2.7%) T (2.1%) 10 (3.0%) 17 (2.5%)
Asympiomatic COVID-18 4(1.2%) T(21%:) 8 (2.4%) 15 (2.2%)
Cystitis 3(0.9%) 5 (1.5%) 1 {0.3%e) 6 (0.9%)
Pneumaonia 4(1.2%) 4 (1.2%) 2 (D.E%) 6 (0.9%)
Upper respiratory tract infection 1(0.3%) 4 (1.2%) 0 4 (0.6%)
Sinusitis 4 (1.2%) 0 2 (D6 2 (0.3%)
Gastrointestinal disorders 30(8.9%) 34 (10.1%) 29(86%) 63 (94%)
Mausea 4(1.2%) 3 (0.9%:) 4 (1.2%) T (1.0%)
Womiting 2 (D.6%) 1 (0.3%:) B (1.8%) 7 (1.0%)
Diarhoea 401.2%) 5 (1.5%) 1 {D.3%) 6 (0.9%)
Gastrooesophageal reflux disease 1(0.3%) 2 (0.6%) 4 (1.2%) B (D.9%)
Dental caries 3 (0.9%) 4 (1.2%) 0 4 (0.6%)
Musculaskeletal and connective tissue disorders ar{11.0%) 32 (06%) 30 (8.9%) B2 (9.2%)
Back pain 15 (4.5%) 12 (3.6%) 13(3.8%) 25(3.7TH)
Arthralgia 51(1.5%) T(2.1%) T(2.1%) 14 (2.1%)
Oistecarthritis 2 (D.6%) 1 (0.3%) 4 (1.2%) 5 (0.7%)
Mervous system disorders 21(68.3%) 23 (6.9%) 21(6.2%) 44 (B.5%)
Headache B {1.8%) 6 (1.8%) T(2.1%%) 13 (1.9%)
Dizziness 6 ({1.8%) 1 (0.3%:) 3 (0.9%) 4 (0.6%)
Vascular disorders 12 (3.68%) 22 (6.6%) 19 (5.6%) 41 (6.1%)
Hypertension B{24%) 14 (4.2%) 13(3.8%) 27 (4.0%)
Injury, poisoning and procedural complications 25 (74%) 19(5.7%) 17 (5.0%) 36 (5.3%)
Contusion 3(D.8%) 4 (1.2%) 2 (D.E%) 6 (0.9%)
Fall 51(1.5%) 2 (0.6%:) 2 (D.E%) 4 (0.6%)
Upper limb fracture 3 (0.9%) [i] 4 (1.2%) 4 (0.6%)
Respiratory, thoracic and mediastinal disorders 16 (4.8%) 14 (4.2%) 17 (5.0%) 31 (4.6%)
Cough 4(1.2%) 4 (1.2%) B (2.4%%) 12 (1.8%)
Oropharyngeal pain 4(1.2%) 1 (0.3%) o 1 (0.1%)
Cardiac disorders 15 (4.5%) B (24%) 16 (4.7%) 24 (3.6%)
Atrial fibrillation 7(2.1%) 2 (0.6%:) 3 (0.9%) 5 (0.7%)
General disorders and administration site conditions 13 (3.9%) 12 (3.6%) 11 (3.3%) 23 (3.4%)
Pyrexia 51(1.5%) 3 (0.9%:) 1 {D.3%e) 4 (0.6%)
Fatigue 4(1.2%) 1 (0.3%:) 2 (D.6%) 3 (D.4%)
Skin and subcutaneous tissue disorders 10 (3.0%) 12 (3.8%) 10 {3.0%) 22 (3.3%)
Dermatitis [1] 4 [1.2%) 2 (D.6%) 6 (0.9%)
Psychiatric disorders 2 (D.6%) 4 (1.2%) B (2.4%) 12 (1.8%)
Aniety 1] 0 4 (1.2%) 4 (0.6%)
Reproductive system and breast disorders 5(1.5%) 2 (0.6%) 4 (1.2%) B (D.9%)
Benign prostatic hyperplasia 3(0.9%) 1 (0.3%:) 4 (1.2%) 5 (0.7%)
Blood and lymphatic system disorders B {1.8%) 1 (0.3%) 1 {D.3%) 2 (0.3%)
Angemis 5(1.5%) 1 {0.3%) 1 {030 2 (0.3%)

In CANDELA, for the study eye, one ocular TEAE (iritis, mild, non-serious) and one non-ocular TEAE
(Transient ischemic attack, mild, serious) in the HD group were assessed as drug study related. Proportion of
injection related ocular TEAE were similar between groups (7.5%) with the most reported PT being
Conjunctival haemorrhage (2 patients in IAI 2 mg and 3 in HD group) and one non-ocular TEAE ( Facial pain)
was assessed as injection related in IAI while none in the HD group. No TEAEs were assessed as protocol-
specified procedure related. In the fellow eye, ocular TEAE were reported in similar proportion in both groups
(24.5%) with the most reported ocular TEAE being Conjunctival haemorrhage (higher in HD group) and
nAMD (higher in HD). No severe ocular TEAE were reported. No ocular TEAE were assessed as study drug
related and one event of “"Conjunctival haemorrhage” in both groups were assessed as injection procedure
related. No serious ocular TEAE were reported.
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Table 20 AMD: Ocular TEAE= in the study eye related to the study drug through
Week 48 (PULSAR, safety analysis set)
Primary system organ class

Preferred term 2g8 HDg12 HDg1& All HD
MedDRA version 25.0 M=336 (100%) N =335 (100%) N =338 (100%) N =873 (100%)
Mumber (%) of subjects with at least one 9 (2.7%) 20 (6.0%) 11 (3.3%) 31 (4.6%)
such adverse event
Eye disorders 6 (1.8%) 17 (5.1%) 9 (2.7%) 26 (3.9%)

Visual acuity reduced i} 4(1.2%) 1(0.3%) 5(0.7%)

Refinal pigment epithelial tear 1 (0.3%) 3(0.9%) 1(0.3%) 4 (0.6%)

Age-related macular degeneration 1(0.3%) 2 (0.6%) 0 2 (0.3%)

Refinal haemorrhage v] 1(0.3%) 1(0.3%) 2(0.3%)

Angle closure glaucoma o i} 1(0.3%) 1 (10.1%)

Cataract v] [i] 1(0.3%) 1 (0. 1%)

Chorpidal detachment ¥] 1(0.3%) 0 1(0.1%:)

Eye pain 4] 1(0.3%) 0 1 (0.1%)

Glaucoma 4] 1(0.3%) 0 1(0.1%)

Iridocyclitis 1 (0.3%) 4] 1(0.3%) 1 (0.1%)

Maculopathy 4] 1] 1(0.3%) 1(0.1%)

Meovascular age-related macular i i} 1(0.3%) 1 {0.1%)

deneneration

Ocular hypartension i i} 1(0.3%) 1 (0.1%)

Retinal detachment ¥] 100.3%) 0 1 (0.1%)

Rhegmatogenous retinal detachment i 1 (0.3%) 0 1 (0.1%)

Subretinal fibrosis V] 1(0.3%) 0 1 (0.1%)

Subretinal fluid o [i] 1 (0.3%) 1 (0.1%)

Vitreows floaters 2 (0.6%) 1 (0.3%) 0 1 00.1%)

Vitreous haemorrhaga V] 1(0.3%) 0 1 (10.1%)

Vitritis 4] 100.3%) 0 1 (0.1%)

Macular degeneration 1 (0.3%) [i] 0 o

Metamorphopsia 1 (0.3%) 4] 0 4]

Vigion blurred 1 (0.3%) 1] 0 o

\itreal cells 1 (0.3%) 0 0 i)
Investinations 2 (0.6%) 100.3%) 2 (D.6%) 3(0.4%)

Intraccular pressure increased 2 (0.6%) 1 (0.3%) 2 (D.6%) 3 (0.4%)
General disorders and administration site o 1 (0.3%) 1(0.3%) 2 (10.3%)
conditions

Afrophy 4] 1(0.3%) 0 1(0.1%)

Injection site pain 4] 0 1(0.3%) 1 (0. 1%:)
Injury, poisoning and procedural o 1(0.3%) o 1 (10.1%)
complications

Intra-ocular injecfion complication i 1 (0.3%) a0 1 (10.1%)
Mervous system disorders i 1 (0.3%) a0 1 (0.1%)

Headache 1] 1(0.3%) 0 1 00.1%)
Skin and subcutaneous tissue disorders 1 (0.3%) [i] 0 o

Pigmentation disorder 1 (0.3%) 0 a0 o

MedDRA=medical dictionary for regulatory activities, M = number of participants in a group, TEAE = treatment-
emergent advarse event.

Sea Definifion of ferms for treatment arms description.

Source: Module 5.3.2.1, FULSAR W48 C5R. Table 14.3.1/5

In PULSAR, ocular study drug related TEAE in the study eye were reported in higher proportion in the HD
group (higher in HDq12: 6.0%) compared to 2g8 group (3.6%) at week 48. All reported PT occurred with low
incidence (<1%). PT reported in more than one patient (all PT were reported in less than 1%) at week 48
and 60 were “Visual Acuity Reduced” (in HD groups only and higher in HDg12), “Retinal pigment epithelial
tear” (higher in HDq12), “"Age-related macular degeneration” (higher in HDg12) and “Intraocular pressure
increased” (higher in 2g8 group). Non-ocular study drug related TEAEs were reported in similar proportions
between groups and PT reported in more than one patient were “Myocardial infarction” (in HDgq16, n=2 at
week 96) and “Cerebrovascular accident” for non-ocular TEAE (in 298 group, both serious). Up to week 96,
similar tendencies were observed.

Assessment report
EMA/538733/2023 Page 180/235



Table 21 AMD: Ocular TEAES in the study eye related to injection procedure through
Week 48 (PULSAR, safety analysis set)

Primary system organ class 2q8 HDg12 HDgl& AllHD
Preferred term N =336 N =335 W =338 WN=E73
MedDRA version 25.0 (100%) (100%) (100%) (100%)
Mumbser (%) of subjects with at least one such 35 (10.4%) 32 (0.8%) 32 (0.5%) B4 (0.5%)
adverse event
Eye disarders 21 (8.3%) 24 (72%) 23 (6.8%) 47 (7.0%)
Conjunctival haemorrhage 3 (D.8%) 6 (1.8%) 2 (0.6%) B(1.2%)
\itreous floaters. T(2.1%) 1(0.3%) 5 {1.5%) B (0.9%)
Ocular hypertension 1 (0.3%) 2 (0.6%) 3 (0.9%) 5 (0.7%)
Eye imitation L] 1(0.3%) 3 (0.9%) 4 (0.6%)
Eye pain 2 (D.6%) 2 (D.6%) 2 (0.6%) 4 (0.6%)
Vitreous detachment 2 (D.6%) 2 (0.6%) 2 (0.6%) 4 (0.6%)
Corneal erosion 0 Li] 2 (0.B%) 2 (0.3%)
Amaurosis fugax ] 1 (0.3%) 0 1 (0.1%)
Angle closure glaucoma 0 Li] 1 (0.3%) 1 (0.1%)
Blindness transient 0 1 {0.3%) [i] 1 (0.1%)
Cataract 1 (0.3%) L] 1 {0.3%) 1 (0.1%)
Choroidal detachment ] 1 (0.3%) 1] 1 {0.1%)
Conjunctival irritation 1] 1(0.3%) 1] 1 {0.1%)
Conjunciival suffusion 0 Li] 1 (0.3%) 1 (0.1%)
Episcleritis ] 1 (0.3%) 0 1 {0.1%)
Eye pruritus 0 1 (0.3%) 1] 1 (0.1%)
Foreign body sensation in ayes 0 1 (0.3%) [i] 1 (0.1%)
Meovascular age-related macular degeneration 0 Li] 1 (0.3%) 1 (0.1%)
Ocular discomifort 1 (0.3%) 1 (0.3%) 0 1 {0.1%)
Ocular surface disease 0 Li] 1 (0.3%) 1 (0.1%)
Punctate keratitis 1] L] 1 {0.3%) 1 (0.1%)
Retinal detachmeant 1] 1(0.3%) 1] 1 {0.1%)
Retinal microangiopathy ] 1 {0.3%) 0 1 (0.1%)
Retinal pigmeant epithelial tear 0 Li] 1 (0.3%) 1 (0.1%)
Ulcerative keratitis ] 1 (0.3%) 1] 1 {0.1%)
\itreous opacities 0 0 1 {0.3%) 1 {0.1%)
\itritis 0 1(0.3%) 0 1(0.1%)
Xerophthalmia ] 1 (0.3%) 0 1 (0.1%)
Ocular hyperaamia 1 (0.3%) Li] [i] o
Photopsia 1 (0.3%) L] 0 0
Swelling of evelid 1 (0.3%) L] 0 0
Vitreal cells 1 (0.3%) 1] 0 [i]
Witreous degenaration 1 {0.23%) Li] a o
itreows haemorthage 1 (0.3%) 0 0 1]
General disorders and administration site conditions 9(2.T%) 5(1.5%) G (1.8%) 11 (1.6%)
Sansation of foreign body B (1.8%) 3 (0.9%) 2 (D.8%) 5 (0.7%)
Injection site pain 3 (D.8%) 1 (0.3%) 3 (0.9%) 4 (0.6%)
Injection site haemorrhage 0 Li] 2 (0L8%) 2 (0.3%)
Pain 0 1 (0.3%) 1] 1 (0.1%)
Investigations 4 (1.2%) 5 (1.5%) 5(1.5%) 10 (1.5%)
Intraccular pressure increased 4 (1.2%) 5 (1.5%) 5 (1.5%) 10 {1.5%)
Injury, poisoning and procedural complications 3 (0.9%) [1] 2 (0.6%) 2 (0.3%)
Corneal abrasion 3 (0.89%) Li] 1 (0.3%) 1(0.1%)
Skin laceration a 0 1 (0.3%) 1 (0.1%)
Immune systemn disorders 1] 1] 1 (0.3%) 1(0.1%)
lodine allergy [1] [1] 1 (0.3%) 1(0.1%)
Infections and infestations [i] 1 (0.3%) 1] 1(0.1%)
Conjunclivitis 1] 1 (0.3%) 1] 1(0.1%)
Mervous system disordars [1] 1 (0.3%:) [1] 1(0.1%)
Headache 4 1] 1 {0.3%) 1] 1 (0.1%)
Surmical and medical procedures L] 1 (0.3%) 1] 1 (0.1%)
Ophthalmic fluid-air exchange procedura 0 1 (0.3%) [i] 1 (0.1%)

MEODRA=TEdICal QICHONETy fof Teguiatony aCiviles. M = HumDer of pariGpants in A grolp, TEAE = Neatment-emergent

Bdvarss avant
* Reporied &3 an ocular TEAE by the study site

See Defindtion of terms for treaiment arms description.
Source: Module 5.3.5.1, PULSAR W48 CSR, Tabke 14.3.1/8

At week 48 and 60, proportions of ocular TEAE related to IVT were slightly higher in 2g8 group and slight
differences could be observed between HD group and 2g8 and HDql12 and HDq16 (7.1% in 28 vs 6.9% in
HDq12 vs 8.9% in HDq16 at week 60). At week 96, similar proportions were observed (9.2% in 298, 8.7% in
HDg12 and 9.5% HDq16). The most reported PT for ocular TEAE assessed as related to IVT were “Conjunctival

haemorrhage”, “Vitreous floaters» and “Sensation of foreign body”.

Incidences in HDq12 (highest exposure)

were lower or comparable to observed incidences in 2g8. The majority of the events were reported in single
patients. Non-ocular TEAE assessed as related to IVT injection were reported in the HD group only (in solely
one patient in each HD group) and consisted of chest pain, cerebral ischemia, head discomfort, headache,
trigeminal neuralgia and hypertension. The Applicant provided the narratives of the cases and all event were
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majorly non serious, resolved, mild to moderate in intensity and with no drug change. Ocular and non-ocular
TEAE assessed as protocol-specified procedure related were low and comparable between groups. The most
reported PT consisted of “"Corneal abrasion” (0.6% at week 60 in HD group) for ocular TEAE and “Nausea” and
“Vomiting” for non-ocular TEAE.

In the fellow eye at week 48, ocular TEAE were reported in similar proportions with the most reported PT
being nAMD. One event of Cataract (HDq16) and one event of nAMD (2g8) were assessed as drug related.
Similar proportions of injection and protocol required procedure related ocular TEAE were reported and the
most reported PT was “Conjunctival haemorrhage”. Ocular TEAE were mostly mild to moderate and severe
TEAE were reported in low proportions and in single participants only. At week 60, similar tendencies were
observed. Additional events of “Iridocyclitis” (HDg16) and “Endophthalmitis” (298) were assessed as drug
related. Up to week 96, similar tendencies were overall observed.

2.5.7.2.2. DME indication (PHOTON)

At week 48, TEAE were more reported in all HD group (70.3%) than in the 298 (63.5%) and proportions were
slightly higher in the HDq16 (72.4%) than in the HDq12 (69.2%).

Table 8 DME: Summary of adverse evants through Week 48 (PHOTON, safety analysis sat)

Mumber of participants, n (%), with 2gB HDg12 HDg16 All HD
M=167 (100%) N=328 (100%) MN=163 (100%) N=401 (100%)
Any TEAE® 106 (B3.5%) 227 (88.2%) 118 (72.4%) 345 (70.23%)
Ocular in study aye 46 (27 5%) 104 {31.7%) 48 (20.4%) 152 (31.0%)
MWon-ocular TEAE 70 (47.3%) 174 (53.0%) 85 (58.3%) 260 (54.8%)
Any study drug related TEAE®* 3(1.8%) 5 (1.5%) 1(0.6%) 6 (1.2%)
Ocular in study aye 3(1.8%) 5 (1.5%) 0 5(1.0%)
MWon-ocular 0 0 1 (0.6%) 1 (0.2%)
Any injection procedure related TEAE* 18 (10.8%) 43 (13.1%) 13 (8.0%) 56 (11.4%)
Ocular in the study eye 15 (8.0%) 40 (12.2%) 13 (8.0%) 53 (10.8%)
Mon-ocular 4] 2 (0.6%) 1 (0.6%) 3 (0.6%)
Any TEAE related to profocol procedure® 2 (1.2%) 6 (1.8%) 0 B (1.2%)
Ocular in study eye o 2 (0.6%) ] 2 (D.4%)
Mon-ocular 2{1.2%) 4 {1.2%) 0 4 (D.8%)
Any serious TEAE* 31 {18.6%) 55 (16.8%) 24 (14.7%) 79 (16.1%)
Ocular in study eye 1(0.6%) 2 {0.6%) 1(0.6%) 3 (D.6%)
Mon-ocular 26 [(15.6%) 52 (15.9%) 22 (13.5%) 74 (15.1%)
Any study drug related serious TEAE* [i] 0 0 0
Any serious TEAE related o IVT injection i 1(0.3%) 0 1 (0.2%)
procedure®
Ocular in study eye o 1(0.3%) ] 1 (D.2%)
MNon-ocular 0 0 0
Any serious TEAE related to protocol 4] 0 0 0
procedure®
Any TEAE leading to discontinuation of 2(1.2%) B (2.4%) 2(1.2%) 10 (2.0%)
study drug*
Ocular in study eye i 2 (0.6%) 0 2 (D.4%)
Mon-ocular 2(1.2%) 6 (1.8%) 2(1.2%) B (1.6%)
Any death* 4 (2.4%) 9 (2.7%) 3(1.8%) 12 (2.4%)
Any TEAE 4 (2.4%) B (2.4%) 2(1.2%) 10 (2.0%)
Any post-treatment AE 0 1 (0.3%) 1 (0.6%) 2 (0.4%)

AF=adverse event; VT = intravitreal; M=numbser of participanis; TEAE = treatment-amergent adversa event
* This includes events in the fellow eye.

Sea Definition of ferms for treatment arms description.

Source: Module 5.3.5.1, PHOTOMN W48 CSR, Tabla 14.3.1.1

Ocular TEAE in study eye were reported in slightly higher incidences (31.0% in all HD group vs 27.5% in 2g8).
Non-ocular TEAE were reported in higher proportion in HDq16 group (58.3%) than in the 2g8 group (47.3%)
and the HDg12 group (53.0%). Similar tendencies were observed at week 96.
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The most reported PT for ocular TEAE in the study eye were IOP (in higher proportions with 3.6% in 2gq8 group),
vitreous floaters (in higher proportions with 4.9% in HDq12 group), retinal haemorrhage (in higher proportions
with 4.9% in HDql16 group), Conjunctival haemorrhage (comparable proportions) and Cataract (in higher
proportions with 4.9% in HDg16 group). Ocular TEAE in the study eye were for the majority mild in severity
and in higher proportions in the HDq16 group (28.2% in HDQ16 vs 26.2 % in HDg12 vs 22.8% in 2g8 at week
60) although exposure was highest in the HDq12 and this could be explained due to higher reported medical
history in HDq16. Comparable proportions were observed between the 2gq8 and HDgl12 arms, comparable or
higher proportion were reported in the fellow eye which is not in favour of a drug-related treatment effect.
Reported ocular TEAEs were consistent with the known safety profile of aflibercept and underlying conditions.

Table 9 DME: Ocular TEAES in the study eye occurring in > 1.0% of participants in
any treatment group through Week 48 (PHOTON, safety analysis set)

Primary System Organ Class

Preferred Term 2q8 HDg12 HDg16 All HD
MedDRA Version 25.0 N=167 (100%)  MN=328 (100%) N=163 (100%) N=401 {100%])
Mumber (%) of participants with at least 48 (27.5%) 104 (31.7%) 48 (29.4%) 152 (31.0%)
one such adverse event
Eye disorders 41 (24.6%) 04 (28.7%) 46 (28.2%) 140 (28.5%)
Cataract 2(1.2%) 5(1.5%) B (4.9%) 13 (2.6%)
Cataract nuclear 2(1.2%) 1(0.3%) 1 (0.6%) 2 (0.4%)
Canjunctival haemarrhage B (3.6%) 14 (4.3%) 6 (3.7%) 20 (4.1%)
Cormeal erosion [i] o 2 (1.2%) 2 (0.4%)
Diabetic retinal oedema 3(1.8%) 9 (2.7%) 3(1.8%) 12 (2.4%)
Diry eye 1 (D.6%) 2 (D.6%) 2(1.2%) 4 (0.8%)
Epiretinal mambrana 2(1.2%) 1(0.3%) a0 1 (0.2%)
Eye irritation 1 (D.6%) 2 (D.6%) 2 (1.2%) 4 (0.8%)
Eye pain 4 (2.4%) T(2.1%) 1 (0.6%) B (1.6%)
Keratitis 0 0 2 (1.2%) 2 (0.4%)
Macular oedama 2 (1.2%) 3 (0.8%) 1 (0.6%) 4 (0.8%)
Ocular hypertension 1 (D.E%) 4 (1.2%) 0 4 (0.8%)
Posterior capsule opacification 2(1.2%) ] 2 (1.2%) 2 (0.4%)
Punctate keratitis 1 (D.6%) 5(1.5%) 6 (3.7%) 11 (2.2%)
Retinal aneurysm 2(1.2%) 0 1 (0.6%) 1 (0.2%)
Retinal exudates 2 (1.2%) 1(0.2%) 1 (0.6%) 2 (0.4%)
Retinal haemorrhage 1 (D.6%) 0 6 (3.7%) B (1.2%)
Vision blured 3 (1.8%) 4 (1.2%) 2 (1.2%) B (1.2%)
Visual acuity reduced 3(1.8%) 3 (0.9%) 1 (0.6%) 4 (0.8%)
Visual impairment 1 (D.6%) 4 (1.2%) 2(1.2%) B (1.2%)
Vitreous detachment 2 (1.2%) 11 (3.4%) 3(1.8%) 14 (2.9%)
Vitreous floaters 4 (2.4%) 16 (4.9%) 3(1.8%) 19 (3.9%)
\itreous haemarrhage 1 (0.8%) 5 (1.5%) 1 (0.6%) B i1.2%)
Infections and infestations 1 (D.6%) 1(0.3%) 2(1.2%) 3 (06%)
Conjunctivitis 0 0 2 (1.2%) 2 (0.4%)
Injury, poisoning and procedural 2 (1.2%) 4 (1.2%) 1 (0.6%) 5 (1.0%)
complications
Corneal abrasion 2 (1.2%) 3 (0.9%) 1 (0.6%) 4 (0.8%)
Investigations 7 (4.2%) T(2.1%) 1 (0.6%) B (1.6%)
Intraocular pressure increased B (3.6%) T (2.1%) 1 (0.6%) B (1.6%)

HD = high dose, MedDRA=medical dictionary for regulatory activities, N=number of participants;
TEAE=Treatment-emergent adverse event

See Definition of ferms for treatment arms description.

Source: Module 5.3.5.1, PHOTON W48 CSR, Table 14.3.1.2.1

Incidence of ocular TEAE in the fellow eye were comparable with the study eye and between the HDg16 group
(27.6%) and the 2g8 group (26.3%) but reported in less proportion in the HDg12 group (31.7% in the study
eye vs 23.8% in the fellow eye). Higher incidences of injection related TEAE were reported for the study eye
compared to the fellow eye in all groups. Ocular TEAE in the fellow eye were for the majority mild and in
comparable proportions between all groups. The most reported PT in the fellow eye were Cataract, vitreous
floaters and diabetic retinopathy. At week 60, similar tendencies were observed.
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The most reported non-ocular TEAE (more than 10%) were the SOC Infections and infestations, Vascular
disorders (with the PT Hypertension reported in similar proportions between all HD group and 2g8 group: 9.6%
and slightly higher in HDq16 12.3%), Gastrointestinal disorders (Higher in HD group) and Metabolism and
nutrition disorders. Events were either reported majorly in single patients or could be due to a higher medical
history for these SOCs being reported in HDq16 arm. Non-ocular TEAE were for the majority mild (in higher
proportion 30.7% in HDg16 vs 25.0 % in HDg12 vs 25.7% in 2g8 at week 60) or moderate in severity.

Table 10 DME: Non-ocular TEAEs occurring in 2 2.0% of the participants in any
treatment group through Week 48 (PHOTON, safety analysis sat)

Primary System Organ Class
Prefemred Term 2g8 HDg12 HDg16 AllHD
MedDRA Version 25.0 N=167 (100%) N=328 {(100%) N=163 (100%) N=491 (100%)
Mumbser (%) of participants with at least one T8 (47.3%) 174 (53.0%) 95 (58.3%) 269 (54.8%)
such adverse evant

Blood and lymphatic system disorders 6 (3.6%) B (2.4%) 9 (5.5%) 17T (3.5%)
Anaemia 3 (1.8%) B (1.8%) 7 (4.3%) 13 (2.6%)
Cardiac disorders 13 (7.8%) 18 (5.8%) 8 (4.9%) 27 (5.5%)
Afrial fibwrillation 4 (2.4%) 1 (0.3%) 0 1 (0.2%)
Gastrointestinal disorders 12 (7.2%) 28 (B.5%) 23 (14.1%) 51 {10.4%)
Diarrhoea 1 (0.6%) 5(1.5%) 6 (3.7%) 11 (2.2%)
Gastrooesophageal reflux disease 1 (0.6%) T (2.1%) 4 (2.5%) 11 (2.2%)
Infections and infestations 35 (21.6%) 63 (18.2%) AT (22.7T%) 100 (20.4%)
COVID-18 5 (3.0%) 109 (5.8%) 17 (10.4%) 36 (7.3%)
Masopharyngitis 6 (3.6%) 10 (3.0%) 7 (4.3%) 17 (3.5%)
Urinary tract infection 5 (3.0%) 4 (1.2%) 5 (3.1%) 0 (1.8%)
Investigations 11 (6.6%) 23 (7.0%) 15 (8.2%) 3B (7.7%)
Blood pressure increased 3 (1.8%) B (2.4%) 4 (2.5%) 12 (2.4%)
Metabalism and nutrition disorders 20 (12.0%) 26 (7.9%) 18 (11.0%) 44 (8.0%)
Diabetes mellitus 5 (3.0%) 6 (1.8%) 5(3.1%) 11 (2.2%)
Hyperkalaemia V] 2 (0.6%) 4 (2.5%) G (1.2%)
Hyponatraemia 4 (2.4%) 1 (D.3%) 1 (0.6%) 2 (0.4%)
Musculoskeletal and connective tissue 15 (0.0%) 28 (8.5%) 12 (7.4%) 40 (B.1%)
disorders
Arthralgia 3(1.8%) 2 (D.6%) 4 (2.5%) 6 (1.2%)
Back pain 1 (0.6%) 7(2.1%) 2 (1.2%) 9 (1.8%)
Mervous system disorders 15 (8.0%) 21 (B.4%) 16 (9.8%) a7 (7.5%)
Headache 4 (2.4%) 10 (3.0%) 4 (2.5%) 14 (2.9%)
Cerebrovascular accident 0 2 (0.6%) 4 (2.5%) B (1.2%)
Renal and wrinary disorders 11 (6.6%) 20 (B.1%) 12 (7.4%) 32 (6.5%)
Acute kidney injury 4 (2.4%) 5 (1.5%) 3 (1.8%) B (1.6%)
Respiratory, thoracic and mediastinal T (4.2%) 14 (4.3%) 9 (5.5%) 23 (4.7%)
disorders
Acule respiratory failure 4 (24%) 1 (0.3%) 2 (1.2%) 3 (0.6%)
Skin and subcutaneous tissue disorders T (4.2%) 13 (4.0%) 10 (6.1%) 23 (4. 7%)
Skin ulcer 4 (2.4%) 3 (0.9%) 1 (0.6%) 4 (0.8%)
Vascular disorders 19 (11.4%) a7 (11.3%) 24 (14.7%) 61 (12.4%)
Hypertension 16 (9.6%) 27 (8.2%:) 20 (12.3%) 47 (8.6%)

AE=adverse event; COVID-19=Coronavires Disease 2019; MedDRA=Medical Dictionary for Regulatory Activities,
M=numbser of participants; TEAE=Traatment-emergant adverse event.

Sea Definition of ferms for treatment arms description.

Source: Module 5.3.5.1, PHOTOMN W48 CSR, Table 14.3.1.2.3

Study drug related TEAE were ocular TEAE for the majority and reported in less than 2% of the patients and
proportions were similar between all HD group and 2g8 group. The only TEAE reported in more than one patient
up to week 48 and 60 was IOP increase (3 patient 0.9% in the HDg12 group only). One non-ocular study drug
related TEAE was reported in the HDq16 group (Lacunar infarction) through week 48 and 60. The Applicant
provided the case narrative as requested. The event occurred in a bilaterally treated patients with confounding
factors (hypertension, hypercholesterolemia) and resolved with no treatment and no recurrence were observed.
Up to week 96, similar tendencies were observed. One additional event of cerebrovascular accident was
reported at week 96 (HDQ16).
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Tabla 11 DME: Ocular TEAE= related to study drug In the study eye through Weak 48
(PHOTOM, safety analysis sat)

Primary System Organ Class

Preferred Term 2q8 HDg12 HDg16 AllHD
MedDRA Wersion 25.0 W=167 (100%) N=328 (100%) MN=163 (100%) N=401 {100%)
Mumber (%) of participants with at least 3 (1.8%) 5(1.5%) 0 5 (1.0%)
one such adverse event
Eye disarders 3 (1.8%) 3 (0.9%) 0 3 (0.6%)
Iritis 1] 1(0.3%) 0 1 (0.2%)
Ocular hyperension L1} 1(0.3%) 0 1 (0.2%)
Retinal arbery stenosis 1 (D.6%) ] 0 1]
Vision blurred 1 (0.6%) 0 0 V]
Vitreous floaters 1 (D.6%) a0 o i]
Vitreous opacities 1 (D.6%) ] 0 1]
\itritis [1] 1(0.3%) 0 1 (0.2%)
Investigations 1 (D.6%) 3(0.9%) 0 3 (0.6%)
Intraocular pressure decreased 1 (D.6%) o 0 1]
Intrapcular pressure increased 0 3 (0.8%:) 0 3 (0.6%)

AFE=adverse event; MedDRA=Medical Dictionary for Regulatory Aclivities, TEAE=Treatment-emergent adverse
event; N=number of participants.

See Definition of ferms for treatment arms description.

Source: Module 5.3.5.1, PHOTOMN W48 CSR, Table 14.3.1.3.1

Injection related TEAE were ocular TEAE for the majority and slightly more reported in the HDgl12 group
(13.1%) than HDQ16 (8.0%) but in similar proportions between 2g8 group (10.8%) and all HD group (11.4%).
Ocular IVT-injection-related TEAEs were reported in more than 2 patients in all groups up to week 48 for
Conjunctival haemorrhage, Eye pain (comparable proportions between all HD group and 2g8 for all three PT),
Intraocular eye pressure increased (slightly higher in 28 group 2.4% vs 1.2% in all HD group) and Vitreous
floaters (slightly higher in HDg12 2.1% vs 0.6% in other groups). Ocular IVT-injection-related TEAEs in the
fellow eye were reported in similar proportions between all groups.

Non-ocular IVT-injection-related TEAEs in the HD group only (3 patients 0.6% in all HD group) and consisted
of Nausea, Vomiting and Headache.
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Table 12 DME: Ocular TEAES in the study eye related to injection procedure through
Woeek 48 (PHOTON, safety analysis sat)

Primary System Organ Class

Preferred Term 28 HDg12 HDg16 AllHD
MedDRA Version 25.0 W=16T (100%)  N=328 (100%)  N=163 (100%)  N=481 (100%)
Mumber (%) of participants with at least 15 (9.0%) 40 (12.2%) 13 (B.0%) 53 (10.8%)
ome such adverse event
Eye disorders 10 (B.0%:) 32 (9.8%) 12 (T7.4%) 44 (9.0%:)
Conjunctival haemorrhage B (3.6%) 10 (3.0%) 5(3.1%) 15 (3.1%:)
Eye imritation 1 (0.6%) 2 (D.6%) 1 (0.6%) 3 (0.6%)
Eye pain 1 (D.8%) 5 (1.5%) 1 (0.6%) B(1.2%)
Foreign body sensation in eyes 1] 1(0.3%) 0 1(0.2%)
Keratopathy 0 1(0.3%) 0 1(0.2%)
Lacrimation increased 0 1(0.3%) 0 1 (0.2%)
Ccular discomfort 1 (0.6%) 1(0.3%) 1 (0.6%) 2 (0.4%)
Ocular hyperension 0 1(0.3%) 0 1 (0.2%)
Punctate keratitis 0 0 1 (0.6%) 1 (0.2%)
Reatinal artery occlusion [i] 1(0.3%) 0 1(0.2%)
Retinal vascular disorder 0 1(0.3%) 0 1 (0.2%)
Vision blured 0 1(0.3%) 1 (0.6%) 2 (0.4%)
Visual impairmeant 0 1{0.3%) 1 (0.6%) 2(0.4%)
Vitreous detachment 0 1(0.3%) 1 (0.6%) 2 (0.4%)
Vitreous floaters 1 (0.8%) T(2.1%) 1 (0.6%) B(1.6%)
Vitreous haemarrhage 0 2 (D.E%) 0 2 (0.4%%)
\irifis 0 1(0.3%) 0 1(0.2%)
General disorders and administration [i] 3 (0.9%) 0 3 (0.6%)
site conditions
Injection site irritation 0 1{0.3%) 0 1(0.2%)
Injection site pain 1] 2 {0.6%) o 2 (0.4%)
Injury, poisoning and procedural 1 (0.6%) 2 (D.6%) 1 (0.6%) 3 (0.6%)
complications
Comeal abrasion 1 (D.6%) 1(0.3%) 1 (0.6%) 2 (0.4%)
Intra-ocular injection complication 1] 1(0.3%) 0 1 00.2%)
Investigations 4 (2.4%) 5(1.5%) 1 (0.6%) B (1.2%)
Intraocular pressure increased 4 (2.4%) 5 (1.5%) 1 (0.6%) B (1.2%)

AE=adverse event; MedDRA=Medical Dictionary for Regulatory Activities, TEAE=Treatment-emergent adverse
event; N=number of participants.

See Definition of terms for treatment arms description.

Source: Module 5.3.5.1, PHOTON W48 CSR, Table 14.3.1.4.1

Incidence of protocol procedure related TEAE were low (none in the HDg16), consisted for the majority of non-
ocular TEAE and were comparable between HDql2 group and 2g8 group. Ocular TEAEs related to other
protocol-specified procedures in the study eye were reported in low proportions and in the HDq12 group only
(Conjunctival haemorrhage and Injection site irritation). No ocular study-conduct-related TEAEs in the fellow
eye were reported.

Non-ocular TEAEs related to other protocol-specified procedures were reported in low proportions and included
Nausea, Vessel puncture site haematoma, Contrast media allergy, Post procedural pruritus, Rash, and Vein
rupture. Overall, similar tendencies were observed up to week 96.

2.5.7.3. Serious adverse event/deaths/other significant events

2.5.7.3.1. nAMD indication (CANDELA and PULSAR)

In CANDELA study, one patient died of glioblastoma in HD group after study discontinuation and was not
assessed as related to study drug.
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Table 22 AMD: Number of participants with AEs with fatal outcome through Week 48
(PULSAR, safety analysis set)

Primary system organ class

Preferred term 2q8 HDg12 HDg16 All HD
MedDRA version 25.0 M =336 (100%) N =335 (100%) M =333 (100%) N =673 (100%)

Mumbser (%) of subjects with at least one 5(1.5%) 3 (0.9%) 1 (0.3%) 4 (0.6%)
such adverse event
Meoplasms benign, malignant and o 2 (0.6%) 0 2 (0.3%)
unspecified (incl cysts and polyps)

Metastatic neoplasm i] 1 (0.3%) 0 1 (0.1%)

Mon-small cell lung cancer i 1 (0.3%) o 1 (0.1%)
General disorders and administration site o [i] 1(0.3%) 1 (0.1%)
conditions

Death 0 0 1(0.3%) 1 (0.1%)
Infections and infestations 1 (0.3%) 1 (0.3%) i 1 (0.1%)

COVID-18 pneumania v] 1 (0.3%) 0 1 (0.1%)

Pneumonia aspiration 1 (0.3%) [i] o 0
Cardiac disorders 1(0.3%) 1] 0 1]

Cardiac armest 1 (0.3%) [i] o 0
Gastrointestinal disorders 1 (0.3%) Li] 0 li]

Abdominal strangulated hernia 1 (0.3%) [i] o 0
Injury, potsoning and pracedural 1(0.3%) [i] 0 [i]
complications

Skull fracture 1 (0.3%) 0 0 0
Mervous system disorders 1 (0.3%) 0 0 V]

Cerebral infarction 1 (0.3%) [i] 0 a0

AE = adverse events, MedDRA=medical dictionary for regulatory activities, M = number of paricipants in a group

See Definition of ferms for treatment arms description.

Source: Module 5.3.5.1, PULSAR W48 CSR. Table 14.3.1/80
In PULSAR, a total of 9 deaths occurred at week 48 (1.5% in 298, 0.9% in HDq12 and 0.3% in HDg16) and
one additional death (PT sepsis) was recorded at week 60. None were assessed as related to study drug. Up to
week 96, incidences of deaths were lower in the HD group (2.1% and 3.6% in PULSAR).

In CANDELA, ocular serious TEAE occurred in three patients (1 event of “Visual acuity reduced “in IAI 2 mg
and 2 events of “"Retinal tear” and “Visual impairment” in HD group). None were assessed as drug related and
no action with drug were taken. One severe event of “"Retinal tear” was assessed as injection related. Non
ocular serious TEAE were reported in similar proportions. One mild event of “Transient ischemic attack” was
assessed as study related and occurred with a TTO of 2 months after last dose in a patient with risk factors.

Table 23 AMD: Ocular serious TEAES in the study eye through Weak 48 (PULSAR,
safety analysis set)

Primary system organ class

Preferred term 2q8 HDg12 HDg16 All HD
MedDRA version 25.0 N =336 (100%) M=335 (100%) MN=2338 (100%) N =673 (100%)
Mumber (%) of subjects with at least one 2 (0.6%) 6 (1.8%) 5(1.5%) 11 (1.6%)
such adverse event
Eve disorders 2 (0.6%) 4 (1.2%) 4 (1.2%) B (1.2%)

Retinal detachmeant 1] 3 (0.8%) 1 (0.3%) 4 (0LE%)

Retinal haemorrhaga 1 (0.3%) 1 (0.3%) 1 (0.3%%) 2 (0.3%)

Angle cosure glaucoma 1(0.3%) [i] 1(0.3%) 1 (0.1%)

Cataract 1] 1(0.3%) 0 1 {0.1%)

Chaoroidal detachment v] 1(0.3%) 0 1 (0.1%)

\itreous haemorrhage 0 [i] 1(0.3%) 1 (0.1%)
Inwestigations 1] 2 (0.6%) 0 2 (0.3%)

Intraocular pressure increased [i] 2 (0.6%) o 2 (0.3%)
Injury, poisoning and procedural 1] 1] 1(0.3%) 1 (0.1%)

complications

Skin laceration 0 0 1(0.3%) 1(0.1%)
HD = high dose, MedDRA=madical dictionary for regulatory activities, N = numbser of paricipants in a group,
TEAE = treatment-emergent adverse event
See Definition of ferms for treatment arms description.
Source: Module 5.3.5.1, PULSAR W48 CSR, Table 14.3.1/48

In PULSAR, ocular serious TEAE were reported in low proportions (<2%) with a slightly higher frequency in the
HD group at both week 48 and 60. Reported ocular SAE at week 48 and 60 occurring in n=2 were “Retinal
haemorrhage” (in both HD groups) and “IOP increased” (in HDq12). The majority of serious ocular TEAE in the
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study eye were moderate in intensity. Ocular serious TEAE assessed as drug study related at week 60 was
“Angle closure glaucoma” (1 in HDg16). Ocular serious TEAEs assessed as IVT injection procedure related were
“Angle closure glaucoma” (HDg16) “Skin laceration” (HDq16) “Endophthalmitis” (2g8) and “IOP increased”
(HDg12). For the fellow eye, ocular serious TEAE were reported in similar proportion and none were assessed
as related. The majority of serious ocular TEAE in the fellow eye were moderate in intensity. Up to week 96,
serious ocular TEAE were low in rate and proportions were slightly higher in all HD group (2.8% vs 1.2% in
2@8) in PULSAR. In both PHOTON and PULSAR, most serious TEAE were reported in single patients (except for
cataract (n=2 HDq16), retinal detachment (n=5 all HD group), retinal hemorrhage (n=4 all HD group) and IOP
increase (n=2 HDq12) for PULSAR and vitreous detachment (n=2 HDq16) for PHOTON)).

Tabla 24 AMD: Non-ocular serious TEAEs occurring In 2 2 participants In any
treatment group through Week 48 (PULSAR, safety analysis set)

Primary system organ class

Prefemed term 2q8 HDg12 HDg16 All HD
MedDRA version 25.0 M =336 (100%) M =335 [100%) N =338 (100%) N =673 [100%)
Mumbser (%) of subjects with at least ona 46 (13.7%) 34 (10.1%) 32 (9.5%) G (9.8%)
such adverse event
Infections and infestations B (1.8%) B (2.4%) T (2.1%) 15 (2.2%)

Preumonia 1 (0.3%) 3 (0.9%) 1 {0.3%) 4 (0.6%)

Callulitis o 2 (0.6%) Li] 2 (0.3%)

Pyelanephritis acute o 0 2 (0.6%) 2 (0.3%)

Urinary fract infection 4 [(1.2%) 1 (0.3%) 0 1 (0.1%)
Meoplasms benign, malignant and B (2.4%) 8 (2.7%) B (1.8%) 15 (2.2%)
unspecified (incl cysts and polvps)

Bladder neoplasm 3 (0.9%) o 0 o
Cardiac disorders G (1.8%) 3 (0.9%) B (1.8%) 8 (1.3%)

Angina pectoris i) 0 3 (0.9%) 3 (0.4%)
Musculoskeletal and connective tissue B (2.4%) 3 (0.9%) 5 (1.5%) B(1.2%)
disorders

Orsteoarthritis 1 (0.3%) 1 (0.3%) 2 (0.6%) 3 (0-4%)
Mervous system disorders 4 (1.2%) 4 (1.2%) 3 (0.9%) T (1.0%)

Syncope i) 1 (0.3%) 1 {0.3%) 2 (0.3%)

Cerabrovascular accident 2 (0.E%) 1 (0.3%] 1] 1 (0.1%)
Respiratory, thoracic and mediastinal 3 (0.9%) 4 [1.2%) 3 (0.9%) T (1.0%)
disonders

Chranic obstructive pulmonary disease 1] 1 (0.3%) 1 (0.3%) 2 (0.3%)
General disorders and administration site i} 2 (0.6%) 2 (0.6%) 4 (0.6%)
conditians

Chest pain i) 2 (0.6%) 0 2 (0.3%)
Injury, poisoning and procedural B (2.7T%) 1 (0.3%) 1 {0.3%) 2 (0.3%)
complications

Upper limb fracture 2 [0.6%) 0 0 a0
Metabaolism and nutrition disorders 3 (0.9%) 0 2 (0.6%) 2 (0.3%)

Hyponatraemia 2 (0.6%) 0 2 (0.6%) 2 (0.3%)

MedDRA=medical dictionary for regulatory activities, M = number of participants in a group, TEAE = treatment-

emergent adverse event

Sea Definition of ferms for treatment arms description.

Source: Module 5.2.5. 1. PULSAR W48 CSR. Table 14.2.1/50
Non-ocular serious TEAE were observed in similar proportions with comparable frequency between groups for
each reported SOCs at week 48 and 60. Non-ocular serious TEAE assessed as drug related occurred in 6 patients
(2 in HDg16 and 4 in 2g8). The most reported serious TEAE assessed as study related was “Cerebrovascular
accident” (n=2) observed in 2g8. Additionally, one event of “Chest pain” in HDq12 occurred on the day of the
first injection in a 91 years old patient with history of hypertension and was attributed to anxiety. The event
was assessed as injection and procedure related and resolved on the same day. The majority of serious non-
ocular TEAE were moderate in intensity. Most reported serious non-ocular PT were consistent with underlying
conditions and no similar trends were seen between both studies.

AESI
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AESI were presented by the Applicant for each study and consisted of intraocular inflammation, IOP increase,
retinal pigment epithelium tear, retinal tear/detachment, cataract, hypersensitivity, arterial thromboembolic
events and adjudicated Anti-platelet Trialists’ Collaboration (APTC) events, venous thromboembolic events,
hypertension, non-ocular bleedings, and nasal mucosal findings.

e Intraocular inflammation (I0I)

Table 27 AMD: TEAEs of intraccular inflammation of study eye through Week 48:
number of participants (PULSAR, safety analysis set)

Preferred term g8 HDg1z HDq16 All HD

MedDRA version 25.0 M=336 N=335 W=338 N=G73

{100%) {100%) {100%) (100%:)

Mumber (%) of participants with at least 2 (D.6%) 4 (1.2%) 1(0.3%) 5 (0.7%)
one such adverse event

Choriaretinitis [i] 1 (0.3%) 0 1 (0.3%)

Iridocyclitis 1 (D.3%) 0 1(0.3%) 1 (0.3%)

Iritis [i] 1 (0.3%) 0 1 (0.3%)

Vitreal cells 1 (D.3%) 1(0.3%) 0 1 (0.3%)

Vitritis [i] 1 (0.3%) o 1 (0.3%)

MedDRA=medical dictionary for regulafory activities, M = number of participants in a group
See Definition of ferms for treatment arms description.
Sowrce: Module 5.3.5.3, PH-42T61, Tabde 3.3.1.3/12

For CANDELA, one mild, non-serious, resolved event of Iritis and assessed as related to study drug was reported
in the HD group. Low and comparable proportions of TEAE of intraocular inflammation were reported for PULSAR
in HD group and 2g8 at week 48 and 60. Events were non-serious, mild for the majority and resolved or
resolving. 2 cases of Endophthalmitis were reported in the 2g8 groups at week 60. No cases of Occlusive retinal
vasculitis were reported. In the 2g8 group and in the HDg16, one event (each) of Iridocyclitis were assessed
as related to study drug.

Up to week 96, no cases of Endophthalmitis, ocular vasculitis and occlusive retinitis were reported for the all
HD group.

e Intraocular pressure (IOP) increased

Table 28 AMD: TEAEs of intraccular pressure increase in study eye through Week 48:
number of participants (PULSAR, safety analysis sat)

Preferred term 2q8 HDqgi2 HDgl16 All HD
MedDIRA version 25.0 N=336 (100%) N=335 [(100%) N=338 (100%) N=673 (100%)
MNumber (%) of participants with at least 8(2.4%) 12 (3.6%) 12 (3.6%) 24 (3.8%)
one such adverse event
Intraocular pressure increased T(2.1%) 11 (3.3%) B(2.7%) 20 (3.0%)
Ocular hypertension 1 (0.3%) 2 (0.6%) 4 {1.2%) 6 (0.9%)

MedDRA=medical dictionary for regulatory activities, N = number of participants in a group
See Definition of ferms for treatment arms description.
Source: Module 5.3.5.3, PH42761, Table 3.3.1.3/3
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Figure 1 AMD: Mean change in pre-injection intraccular pressure (mmHg) through
Week 48 = study eye (PULSAR, safety analyzis set)
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See Definition of terms for ireatment arms description.
Source: Module 5.3.5.1, PULSAR W48 CSR. Figure 14.3.711

In CANDELA, no TEAEs of Intraocular pressure increased or Ocular hypertension were reported. In PULSAR,
comparable proportion of IOP increase were observed. Majority of the events were mild and non-serious. The
frequencies of pre- and post-injection IOP increase from baseline at all values (> 10 mmHg through > 35 mmHg)
were comparable across groups at week 48 and 60. In both studies, pre-dose intraocular pressure > 21 mmHg
at any visit was numerically higher in the HD group however there were no clinically meaningful trends in mean
or median changes from baseline in pre-dose intraocular pressure in the study eye in either treatment group.
Similar tendencies were observed up to week 96.

e Retinal pigment epithelial tear

Table 30 AMD: TEAEs of retinal pigment epithaelial tear in study eye through Weak 48:
number of participants (PULSAR, safety analysis sat)

Prefarred term 208 HDgi2 HDg186 All HD
MedDRA version 25.0 MN=338 N=335 N=338 N=673
(100%) (100%) {100%) {100%)
Mumber (%) of participants with at least 3 (D.8%) G (1.8%) 3 (0.9%) 9(1.3%)
one such adverse event
Retinal pigment epithelial tear 3 (0.8%) B (1.8%) 3 (0.9%) 9 (1.3%)

MedDRA=medical dictionary for regulatory activities, N = number of participants in a group, ...
See Definition of ferms for treatment arms description.
Source: Module 5.3.5.1, PULSAR W48 C5R, Table 14.3.1/2

In CANDELA, one non-serious, mild and unrelated event of Retinal pigment epithelial tear was reported. In
PULSAR, frequencies of Retinal pigment epithelial tear were higher in HDq12 at week 48 and 60. Events were
mild or moderate, non-serious and not resolved for the majority of the patients. Five were assessed as drug
related (4 in the pooled HD) and one event was assessed as related to IVT procedure.

RPE tear is a known and listed ADR for Eylea 2 mg/8 mg. Although a higher proportion was reported at week
48 and 60 for HDq12 compared to HDq16 and 2g8; the rate of 1.8% is in line with the pooled incidence found
in previous studies in AMD (VIEW 1/VIEW 2) which was 1.6%. Furthermore, all events of RPE tears occurred
up to 12 weeks (loading phase) in which exposure to Eylea was similar between HDq12 and HDq16 groups and
similar proportions were reported for HDq16 and 2g8 (0,9%). Thus occurrence of RPE tears does not seems to
be dose-dependent or injection frequency related.
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e Retinal tear/detachment

Table 31 AMD: TEAEs of retinal tear / detachment in study eye through Week 48:
number of participants (PULSAR, safety analysis set)

Preferrad term 208 HDgi2 HDg186 All HD
MedDRA version 25.0 N=336 N=335 N=338 MN=&73
(100%) {100%) {100%:) {100%)
Numbser (%) of participants with at least 0 3 (0.9%) 3 (0.9%) B {D.0%)
one such adverse event
Retinal detachment 0 3 (0.9%) 1(0.3%) 4 (D.6%)
Retinal tear 0 0 2 (0.6%) 2(0.3%)

MedDRA=medical dictionary for regulatory activities, N = number of participants in a group
Sea Definition of ferms for treatment arms description.
Source: Module 5.3.5.3, PH-42T61, Tabde 3.3.1.3/13

In CANDELA, no events of retinal detachment were reported and retinal tear occurred in 2 patients in HD group.
Events were assessed as unrelated, one serious retinal tear was resolved and treated by laser while the other
was non-serious, mild and not resolved. At week 48 and 60, 6 patients presented “Retinal detachment/retinal
tear” in the study eye (3 in the HDq12 group). One patient in the HDq16 group discontinued the study drug
and events of retinal detachment and retinal tear were serious in one patient in HDg12 and one patient in 2g8.
Events were for the majority moderate, assessed as unrelated to study drug or IVT and resolved or resolved
with sequelae.

e (Cataract

Tabla 32 AMD: TEAEs of cataract in study eye through Week 48: number of
participants (PULSAR, safety analysis sat)

Preferred term 208 HDgi2 HDg16 All HD
MedDRA version 25.0 N=336 N=335 N=338 M=673
(100%) (100%:) (100%) (100%:)
Mumbser (%) of participants with at least 13 (3.9%) 14 (4.2%) 15 (4.4%) 20 (4.3%)
one such adverse event
Cataract 10 (3.0%) 12 (3.6%) 12 (3.6%) 24 (3.8%)
Cataract cortical 1 (0.3%) v] 0 0
Cataract subcapsular 1 (0.3%) 0 1 (0.3%) 1 (0.1%)

MedDRA=medical dictionary for regulatory activities, N = number of parficipants in a group

See Definition of terms for treatment arms description.

Source: Module 5.3.5.3, PH-42761, Table 3.3.1.31
In CANDELA, two non-serious, non-related events of cataract (1 Cataract subcapsular in IAI 2mg and 1
Posterior capsule opacification) occurred in the study eye. In PULSAR patients in the HDg16 group had more
reported medical history of cataract (60.9% vs 50.4% in the HDgl12 and 53.9 in the 298 group) while
proportions were similar between the pooled HD group and the 2g8 group. At week 48 and 60, events of
cataract were reported in comparable proportions between all groups and all events were for the majority non-
serious, mild or moderate and assessed as unrelated (in HDq16 one event was related to study drug and one
to IVT, in 298 one event was related to IVT). No events lead to discontinuation of study drug. However,
considering the imbalance of incidence of cataract as medical history for the study eye at baseline, the Applicant
was requested to provide further discussion on the clinical relevance (discussed in Efficacy section). Similar
tendencies were observed up to week 96, incidences were 9.1% in all HD group vs 6.5% 2g8 for PULSAR.
Higher proportions of TEAE were also seen for subtypes of cataract (cataract cortical, cataract nuclear and
cataract subcapsular) but when looking at pooled data slightly lower or comparable proportions were reported

Assessment report
EMA/538733/2023 Page 191/235



between all HD and 2g8 groups (frequency uncommon for all in SmPc Eylea 8 mg). Cataract is listed in the

SmPc of Eylea 2 mg (common: 8%) and Eylea 8 mg (common: 4%) and is an important identified safety
concern in the RMP of Eylea.

e Hypersensitivity

Tabla 33 AMD: TEAEs of hypersanzitivity through Weeak 48: number of participants
(PULSAR, safety analysis set)

Preferred term 208 HDqgi2 HDg16 All HD
MedDRA version 25.0 M=336 MN=335 N=338 N=6T3
(100%) {100%) {100%) (100 %:)
Mumber (%) of participants with at least 3(0.9%) 4 [1.2%) 5(1.5%) 9(1.3%)
one such adverse event
Cormeal oedema o 1 (0-3%) 4] 1 (0.1%)
Eye swelling o i} 1(0.3%) 1 (D.1%)
Eyelid oedema o i} 1 (0.3%) 1 (0.1%)
Pruritus o 1 (0-3%) 1(0.3%) 2 (0.3%)
Rash 1 (0.3%) i} 1(0.3%) 1 (D.1%)
Swelling of eyelid 1 (D.3%) i} o o
Urticaria 1 (0.3%) 2 [0_6%) 1 (0.3%) 3 (0.4%)

MedDRA=medical dictionary for regulatory activities, N = number of participants in a group
See Definition of terms for treatment arms description.

All ocular TEAEs, including TEAES in the fellow eye, are included in the tabla.

Source: Module 5.3.5.3, PH-427T61, Table 3.3.1.3/8

No events of Hypersensitivity were reported in CANDELA. In PULSAR, incidences were low and comparable.
Events were mild or moderate, non-serious and not assessed as related to study drug.

e Arterial thromboembolic events/APTC

Table 34 AMD: TEAEs of arterial thromboembaolic events through Week 48
adjudicated by APTC: number of participants (PULSAR, safety analysis set)

Preferred term 2q8 HDgi2 HDqg16 All HD
MedDRA wersion 25.0 N=336 (100%)  MN=335 (100%)  N=338 (100%) MN=673 (100%)
Mumber (%) of participants with at 5(1.5%) 1(0.3%) 2 (0.6%%) 3(0.4%)"
least one such adverse event
Acute coronary syndroma 1(0.3%) o o o
Cardiac arrest 1 (0.3%) o] o] 0
Cerebral infarction 1(0.3%) o] o] 0
Carebrovascular accident 1(0.3%) 1(0.3%) o 1 (D.1%)
Death 0 4] 1 (0.3%) 1 {0.1%)
Myocardial infarction 1 {0.3%) 0 1 (0.3%) 1 {0.1%)

APTC = Antiplatelet Trialists™ Collaboration, MedDRA=medical dictionary for regulatory activities, N = number of
participants in a group, TEAES = treatment-emergent adverse events

* One APTC event in HDq 16 group was not displayed in the source table, because it was not cormectly displayed
in the database but is shown in this table. For more details, see Module 5.3.5.1, PULSAR W48 CSR. Seclons
10.3.3.4.2 and 16.4.2 (Database errata).

See Definition of terms for treatment arms description.

Source: Module 5.3.5.3, PH-42761, Table 3.3.1.3/M1

In CANDELA, one serious, mild in intensity, assessed as related to study drug and resolved event of Transient
ischaemic attack occurred in HD group. Incidences for APTC events were low and events were less reported
in the HD group compared to 2g8 group.
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Table 35 AMD: TEAEs of arterial thromboembolic events through Week 48: number of
participants (PULSAR, safaty analysis sot)

Preferred term 2q8 HDgi2 HDgi6 All HD

MedDRA version 25.0 N=338 M=335 N=338 N=G73

(100%:) {100%:) {100%:) (100%:)
Mumbsar (%) of participants with at least T(2.1%) 11 (3.3%) T{2.1%) 18 (2.7%)

one such adverse event

Acute coronary syndrome 1 (0.3%) i} o 0
Acute myocardial infarction 1 (0.3%) i} i} 0
Amaurosis fugax i} 1 (0.3%) i} 1 (0.1%)
Angina pectoris 4] 2 (0.6%) 3(0.9%) 5(0.7%)
Angina unstable i} 1 (0.3%) i} 1 (0.1%)
Areriosclerosis coronary arery 1 (0.3%) 0 ¥] 0
Carotid artericsclenosis 4] 1 (0.3%) 1{0.3%) 2 (0.3%)
Cerebral infarction 1 (0.3%) ] v] 0
Cerebral ischasmia 4] 1 (0.3%) 1{0.3%) 2 (D.3%)
Cerebrovascular accident 2 (0.6%) 1 (0.3%) o 1 {0.1%)
Carebrovascular disorder i} i} 1(0.3%) 1 (0.1%)
Myocardial infarction 1 (0.3%) 0 1(0.3%) 1 (0.1%)
Myocardial ischasmia 4] 1 (0.3%) 1{0.3%) 2 (D.3%)
Precarabral artenosclerosis i} 1 (0.3%) i} 1(0.1%)
Stroke in evolution i] 1 (0.3%) [i] 1 (0.1%)
Transient ischaemic attack 4] 2 (0.6%) 4] 2 (0.3%)
Verebrobasilar insufficiency i 1] 1 (0.3%) 1 (0.1%)

MedDRA=medical dictionary for regulatory activities, N = number of participants in a group, ...
Sea Definition of terms for treatment arms description.
Source: Module 5.3.5.3, PH-42T61, Table 3.3.1.3/10

Arterial thromboembolic events were reported in slightly higher proportion in HDg12 (3.3% vs 1.1%) but
events were overall mild or moderate in severity and resolved. Events of Angina pectoris, Cerebrovascular
accident and Transient ischaemic attack were reported in more than 1 patient. Frequencies in SOC Cardiac
disorders and Nervous system disorders were low and comparable. No dose dependency was observed. At
week 96, for ATE events, incidences were low and similar proportions were reported in both studies (ATEs 4.8%
28 and 5.3% all HD group for PULSAR).

e Venous thromboembolic events

Table 38 AMD: TEAEs of venous thromboembeolic events through Week 48: number of
participants (PULSAR, safety analysis sat)

Preferred term 2g8 HDgi12 HDg1& All HD
MedDRA version 25.0 N=336 N=335 N=338 N=673
(100%:) {100%) {100%) 100%)
Murmbser (%) of participants with at least one 1(0-3%) 4(1.2%) 1(0.3%) 5 (0.7%)
such adverse event
Deep vein thrombosis 0 2 (0.6%) 0 2 (0.3%)
Pulmonary embaolism o o 1{0.3%) 1(0.1%)
Retinal vein thrombasis 1(0.3%) o 0 0
Superficial wein thrombosis V] 1 (0.3%) 0 1 (D.1%)
Venous thrombosis limb 0 1 (0.3%) 0 1 (0.1%)

MedDRA=medical dictionary for regulatory activities, M = number of participants in a group
Sea Definition of ferms for treatment arms description.
Source: Module 5.3.5.3, PH-42T61, Table 3.3.1.37

No venous thromboembolic events were reported in CANDELA. In PULSAR, at week 48 and 60, incidences
were low and comparable. Two serious events were reported Pulmonary embolism (resolved, in patient
treated by bilateral therapy, in HDq16 group) assessed as related to study drug and Venous thrombosis limb
(resolved, in HDg12 group) not assessed as related. Both events were severe in severity.

e Hypertension
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Table 37 AMD: TEAEs of hypertension through Week 48:

{PULSAR, safety analysis seat)

number of participants

Preferred term 2gB HDg12 HOq16 All HD
MedDRA version 25.0 MN=336 N=335 W=338 MN=£73
(100%%) (100%%) (100%:) (100%)
Mumbser (%) of participants with at least one 12 (3.6%) 16 (4.8%) 16 (4.7%) 32 (4.8%)
such adverse event
Blood pressure diastolic increased 1(0.3%) i o a
Blood pressure increased 2 [0.6%) 1(0.3%) 3 {0.9%) 4 (0.6%)
Blood pressure systolic increased 1 (0.3%) 2 (0.6%) o 2 (D.3%)
Diastolic hyperension 0 4] 1(0.3%:) 1 (0.1%)
Hypertension B (2.4%) 14 (4.2%) 13 (3.8%) 27 (4.0%)
Systolic hypertansian 4] 1 (0.3%) 0 1 {0.1%)
‘White coat hypertension 1(0.3%) i} o L1}

MedDRA=medical dictionary for regulatory activities, N = number of parlicipants in a group, TEAE = treatmeant-

emergent adverse event

See Definition of terms for treatment arms description.
Source: Module 5.3.5.3, PH-42T61, Table 3.3.1.3/4

In CANDELA, one non-serious, mild event of hypertension was reported. Medical history of hypertension was
reported in 2/3 of the patients (60.7% in 2g8 and 65.5 in pooled HD group). Incidence of hypertension in
PULSAR was slightly higher in the pooled HD group and similar between HDgl12 and HDql16. One mild in
severity, serious, non-related event of hypertension was reported in HDq12.
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Figura 3 AMD: Mean change from baseline in systolic and diastolic blood pressure
(mmHg) through Week 44 (CANDELA, safety analysis set)
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BL = baseline, SE = standard error, WK = week

See Definifion of terms for ireatment arms description.

Baseline for blood pressure was defined as the average of all 3 valid measurements taken prior to administration
of study drug.

Source: Module 5.3.5.1, CANDELA CSR, Figure 14.03.03/1_a and Figure 14.03.032.a

No increase from baseline in mean systolic and diastolic blood pressure were observed. As hypertension is a
listed event for aflibercept administered by IV although at a much higher posology, the topic is actually followed
through the PSUR and that a difference could be observed up to week 60, the Applicant further discussed on
the topic of Hypertension with the newly proposed regimen. At week 96, incidences were similar in PULSAR
(298: 7.4%, all HD 8.0%). Proportion of patient with medical history of hypertension was similar with and
without hypertension event although higher blood pressures at baseline were higher in HD group (PULSAR:
141 mmHg (SBP)/77.3 mmHg (DBP) vs 133.3 mmHg (SBP)/76.4 mmHg (DBP)). In PULSAR, the lowest
incidence (15,5%) was reported in HDg12 group in which the exposure is the highest. Onset of hypertension
TEAEs over time (up to week 60) were well distributed and is not in favour of a correlated aflibercept induced
hypertension. Pooled mean changes in blood pressure (CANDELA/PULSAR/PHOTON) for 8 mg were lower than
the baseline through week 60. Pre-defined treatment-emergent potentially clinically significant values of
systolic blood pressure related to elevations and decrease were comparable or slightly higher in the all HD
group for both PULSAR and PHOTON. Compared to previous experience with Eylea 2 mg, similar or higher
incidence were observed at 1 and 2 year in the 2 mg group compared to week 60 and 96 with 8 mg (for DME
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25.8 % 2 mg at 2 years vs 17.3% at week 96 for all HD and for AMD 14.7% 2 mg at 2 years vs 8.0% at week
96 for all HD). Furthermore, the risk of hypertension is currently monitored through the PSUR.

e Non-ocular haemorrhages and Nasal mucosal findings

Table 38 AMD: TEAEs of non-ocular hemorrhages through Week 48: number of
participants (PULSAR, safety analysis sat)

Preferred term Zq8 HDql1z HDql6 All HD
MedDRA version 25.0 M=336 MN=335 WN=338 N=ET3
(100%) (100%) {100%) (100%:)
Mumber (%) of participants with at least one 10 (3.0%) B (2.4%) 5 (1.5%) 13 (1.9%)
such adverse event
Blood loss anaemia 1 (0.3%) L1} o 1]
Caonfusion 3 (0.5%) 4 1.2%) 2 (0.6%) 6 (D.9%)
Cystitis haemoarrhagic 1 (0.3%) L1} o 1]
Epistaxis 0 4] 2 (0.6%) 2(0.3%)
Haematoma 1 (0.3%) a o 0
Haematuria 2 (0.6%) L1} o 1]
Haemorrhage 1 {0.3%) 2 (0.6%) 4] 2 (D.3%)
Post procedural haemarrhage o 1 (0.3%) o 1(0.1%)
Rectal haemarrhage 0 0 1 (0.3%) 1(0.1%)
Upper gastrointestinal haemarrhage 1 (0.3%) a o 0
‘Vaginal haemorrhage o 1 (0.3%) o 1(0.1%)
Vein rupture 1 {0.3%) 1] i} 0

MedDRA=medical dictionary for regulatory activities, N = number of participants in a group
See Definition of ferms for treatment arms description.
Source: Module 5.3.5.3, PH-42T61, Table 3.3.1.3/8

In CANDELA, no events of non-ocular haemorrhages were reported. In PULSAR, at week 48 and 60, incidences
were comparable and events were for the majority non-serious, mild in intensity and resolved. Four serious
non-ocular haemorrhage events were reported (one event of Epistaxis in HDgl16 and events of blood loss
anaemia, upper gastrointestinal haemorrhage and cystitis haemorrhagic).

In CANDELA, no TEAE of nasal mucosal findings were reported. In PULSAR, at week 48 and 60, 2 events (one
serious, moderate, unrelated and resolved) of Epistaxis in HDq16 were reported.

2.5.7.3.2. DME indication (PHOTON)

A total of 16 deaths occurred up to week 48 and 2 additional deaths were recorded up to week 60. All deaths
were associated to an SAE and none were considered as related to study drug or study procedure. The most
reported SOC was Cardiac disorders (3 deaths in each group at week 60). The cause of death was unknown for
2 patients in HDq12 group and for one patient in HDq12. All three patients had cardiovascular risk factors
(cardiac stent, hypertension,) and the chronology did not evocate a causal relationship with aflibercept. Up to
week 96, incidences of deaths were lower in the HD group (4.7% vs 5.4% 2g8 in PHOTON).
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Table 13 DME: Number of participants with AEs with fatal outcome through Week 48
(PHOTON, zafety analysis set)

Primary System Organ Class 2q8 HDg12 HDg1& All HD
Preferrad Term N=16T MN=328 N=183 M=481
MedDRA Version 25.0 (100%:) {100%:) {100%) (100%:)
Mumber (%) of participants with at least one such 4 (2.4%) 9 {2.7%) 3(1.8%) 12 (2.4%)
adverse event
Cardiac disorders 3(1.8%) 3 (0.9%) 2{1.2%) 5 (1.0%%)
Cardiac arrest 2 (1.2%) 2 (0.6%) 0 2 (0.4%)
Cardio-respiratory arrest i} a 1 (008%) 1 (0.2%)
Left wantricular faiure 0 [i] 1(0.6%) 1(0.2%)
Myocardial infarction 1 (0.6%:) 1 {0.3%) a 1 (0.2%)
General disorders and administration site conditions 0 2 (0.6%h) 1(0.6%) 3 (0.6%)
Death 0 2 {0.6%) a 2 (0.4%)
Sudden Death 0 [1] 1 (0.6%) 1 (0.2%)
Infections and infestations ] 2 (0.B%) 0 2 (0.4%)
COVID-18 0 1 {0.3%) o 1(0.2%)
Pneumonia 0 1 {0.3%:) o 1 (0.2%)
Metabolism and nutrition disorders 1 (0.6%) a 1] [1]
Diabetic metabolic decompensation 1 (0.6%) i} o 4]
Meoplasms benign, malignant and unspecified (incl i} 1 (0.3%) o 1 (0.2%)
cysis and polyps)
Endometrial cancer 1] 1 {0.3%) 1] 1 (0.2%)
Renal and urinary disorders i} 1 {0.3%) o 1(0.2%)
Acute kidney injury 0 1 {0.3%:) 0 1 (0.2%)

AE=adverse event; COVID-189=Coronavines Disease 2019; MedDRA=Medical Dictionary for Regulatory Activities

See Definifion of erms for treatment arms description.

Source: Module 5.3.5.1, PHOTON W48 CSR, Table 14.3.1.17
Up to week 48 and 60, 5 ocular serious TEAE occurred in 4 participants and consisted of Ulcerative keratitis
(moderate in intensity) in 2gq8, Cataract subcapsular (severe in intensity), and Intraocular pressure increased
in HDg12 (moderate in severity, assessed as related to injection procedure) and Retinal detachment (severe
in intensity) and Vitreous haemorrhage (severe in intensity) in HDql16. All events, except for Vitreous
haemorrhage, resolved. In the fellow eye, 11 ocular serious TEAE occurred and none were assessed as related
to study drug. Up to week 96, serious ocular TEAE were low in rate and proportions were similar in PHOTON
(1.2%). In both PHOTON and PULSAR, most serious TEAE were reported in single patients (except for cataract
(n=2 HDQq16), retinal detachment (n=5 all HD group), retinal hemorrhage (n=4 all HD group) and IOP increase
(n=2 HDQg12) for PULSAR and vitreous detachment (n=2 HDq16) for PHOTON)).
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Table 14 DME: Non-ocular serlous TEAEs events in 2 2 participants in any treatment
group through Week 48 (PHOTON, safety analysis sot)

Primary System Organ Class

Preferred Term 2q8 HDg12 HDgi6 All HD
MedDRA Version 25.0 N=167 {100%) N=323 (100%) N=183 (100%) N=491 (100%)
Mumbser (%) of participants with at least one such 26 (15.6%) 52 (15.9%) 22 (13.5%) T4 (15.1%)
advarse evant
Blood and lymphatic system disorders 1 (0LE%) 1 (0.3%) 1 (0.6%) 2 (0.4%)
Anzemia 1 (0.E%) 1 (0.3%) 1 (0.6%) 2 (0-4%)
Cardiac disorders B (5.4%) 13 (4.0%) 4 (2.5%) 17 (3.5%)
Acufe left ventricular failure 3 (1.8%) 1 (0.3%) 1] 1(0.2%)
Acute myocardial infarction 2(1.2%) 1 (0.3%) 1 (0.6%%) 2 (0.4%)
Cardiac arrest Z(1.2%) 2 [0.6%) V] 2 (0.4%)
Cardiac failure 1 (0LE%) 2 (0.6%) V] 2 (0.4%)
Coronary artery disease 1 (0LE%) 1 (0.3%) 2 (1.2%) 3 (0.6%)
Coronary artery occlusion 1] 1 (0.3%) 1 (0.6%) 2 (0.4%)
Myocardial infarction 2 [1.2%) 3 (0.9%) 1 (0.6%) 4 (0.8%)
General disorders and administration site 2 (1.2%) 2 [0.6%) 2 [1.2%) 4 (0.8%)
conditions
Chest pain 1 {0.E%) 1 (0.3%) 1 (0.6%) 2 (0-4%)
Infections and infestations B (4.8%) 13 (4.0%) 2 [1.2%) 15 (3.1%)
COovID-15 [i] 3 (0.9%) 1 (0.6%%) 4 (0.8%)
COVID-18 pneurnonia 2 (1. 2%) 2 [0.6%) V] 2 (0.4%)
Gangrena Z(1.2%) [i] li] [i]
FPneumonia 1 {0.E%) 4 [1.2%) 0 4 (0.8%)
Metabaolism and nutrition disorders 5 (3.0%) 1 (0.3%) 2 [1.2%) 3 (0.6%)
Hyponatraemia 2(1.2%) i] V] i]
Musculoskeletal and connective tissue disorders 1] 3 (0.9%) 2 [1.2%) 5(1.0%)
Neurcpathic arthropathy 0 1 (0.3%) 1 (0.6%) 2 [0.4%])
Mervous system disorders 2(1.2%) 51.5%) B (3.7%) 11 (2.2%)
Cemebrovascular accident 1] 2 [0.6%) 4 (2.5%) B (1-2%)
Renal and wrinary disorders 1] B (2.4%) 1 (0.6%) 9 (1.8%)
Acufe kidney injury 1] 4 (1.2%) 0 4 (0.8%)
Respiratory, thoracic and mediastinal disorders 3 (1.8%) 4 (1.2%) 2 [1.2%) B (1-2%)
Acute respiratory failure 2(1.2%) 1(0.3%) 2(1.2%) 3 (0.6%)
Pulmonary embalism 1] 2 [0.6%) 0 2 [0.4%)

AE=adverse event; MedDRA=Medical Dictionary for Regulatory
Sea Definition of ferms for treatmeant arms description.
Source: Module 5.3.5.1, PHOTON W48 C5SR, Table 14.3.1.8.3

Regarding non-ocular serious TEAE, similar proportions were reported between treatment arms and none were
assessed as related to study drug. The most reported SOC was Cardiac disorders reported in slightly higher
proportion in the 2g8 group at week 48 but in similar proportion between 2g8 group (5.4%) and all HD group
(5.5%) at week 60. The SOC Nervous system disorders was reported in higher proportion in the HDg16 group
(3.7%) and the PT Cerebrovascular accident was reported with higher incidence in HDq16 (4 in the HDq16, 2
in the HD12 and none in the 2g8) of which none were assessed as drug related. Furthermore, HDq16 arm had
higher reported medical history of hypertension, insulin dependent diabetes mellitus and obesity and incidences
in the HDQ12 arm and 2g8 arm were similar.

Up to week 96, lower proportions were observed in PHOTON (2g8: 25.1, all HD: 23.2%) with PT majorly
reported in single patients. Most reported serious non-ocular PT were consistent with underlying conditions and
no similar trends were seen between both studies.

AESI

e Intraocular inflammation
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Table 15 DME: TEAEs of intraccular inflammation in the study eye through Week 48:
number of participants (PHOTON, safety analysis seat)

Preferred Term 2q8 HDg12 HDg16 AllHD
MedDRA Version 25.0 WN=167 (100%) N=328 (100%)  N=163 (100%)  N=491 (100%)
Mumber (%) of participants with at least 1 (0.6%) 4(1.2%) o 4 (0.8%)
one such adverse event ) ’ .
Iridocyclitis 1 (0.8%) 0 0 v]
Iritis 0 1(0.3%) 0 1(0.2%)
Unveitis 0 1(0.3%) 0 1 (0.2%)
Vitreal cells 0 1(0.3%) 0 1(0.2%)
itritis 0 1(0.3%) 0 1 (0.2%)

MedDRA=Medical Dictionary for Regulatory Activities, TEAE=Treatment-emergent adverse event.
See Definition of terms for treatmeant arms description.
Source: Module 5.3.5.3, PH-42T61, Table 3.3.1.3 7 40

Ocular TEAE of intraocular inflammation in the study eye occurred for the majority in the HDq12 group with
comparable proportions between all HD group and 2g8 (none in the HDqgl6 group). No events of
Endophthalmitis and no Occlusive retinal vasculitis were reported. All events were mild or moderate, non-
serious and all resolved apart from one event of iritis in the HDq12 assessed as study drug related which
lead to study discontinuation.

Up to week 96, no cases of Endophthalmitis, ocular vasculitis and occlusive retinitis were reported for the
all HD group in PHOTON and overall incidence of IOI events are low and comparable between arms.

¢ Intraocular pressure (IOP) increase

Table 16 DME: TEAE= of intrascular prassurs increasa in the study eye through Week
48: number of participants (PHOTON, safety analysis set)

Preferred Term 2q8 HDg12 HDg16 All HD
MedDRA Version 25.0 W=16T (100%) N=32ZB (100%) N=163 (100%) N=497 (100%)
Mumber (%) of participants with at least T (4.2%) 11 (3.4%) 1 (0.6%) 12 (2.4%)
one such adverse event
Intraocular pressure increased, study eye T(4.2%) 11 (3.4%) 1 (0.6%) 12 (2.4%)
Intrasocular pressure increased 6 (3.6%) T(2.1%) 1 (0.6%) B (1.6%)
Oicular hypertension 1 (0.6%) 4 (1.2%) 0 4 (0.8%)

MedDRA=Medical Dictionary for Regulatory Activities, TEAE=Treatmant-emergent adwerse event.
See Definition of ferms for treatment arms description.
Source: Module 5.3.5.3, PH-42T61, Table 3.3.1.3/ 3
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Tabla 17 DME: Number of participants mesting Intraocular pressure Increase criteria
in study eye at any visit through Week 48 (PHOTON, safety analysis set)

Analysis category 2q8 HDgi2 HDgi& All HD
(number of parficipants) M=167 (100%) N=328 (100%) N=163 (100%) N=491 (100%)

Increase = 10 mmHg in pre-dose intraocular 4 (2.4%) 12 (3.7%) 6 (3.7%) 18 (3.7%)

prassure from baseline

= 21 mmHg pre-dose measurement 30 (18.0%) 54 (16.5%) 26 (16.0%) 80 (16.3%)

z 28 mmHg pre-dose measwrament 2 (1.2%) 12 (3.7%) 3(1.8%) 15 (3.1%)

z 35 mmHg pre-dose or post-dose measwrament 2{1.2%) 10.3%) 0 1(0.2%)

HD=high dose; MedDRA=Medical Dictionary for Regulatory Activities, TEAE=Treatment-emergent adverse event.
See Definition of terms for treatment arms description.
Source: Module 5.3.5.1, PHOTOMN W48 CSR, Table 14.3.5.3.12

Figure 4 DME: Mean change in pre-injection intraocular pressure (mmHg) through
Week 48 - study eye (PHOTOM, safety analysis set)
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See Definition of terms for treatment arms description.
Source: Module 5.3.5.1, PHOTON W48 CSR, Figure 14.3.5.3.1

TEAE of IOP increase and Ocular hypertension were slightly more reported in the 2g8 group than in the HDq12
and the HDq16 groups. Furthermore, more events were reported in the HDg12 than the HDq16 (3.4% vs
0.6%). All events were mild or moderate and non-serious apart from one TEAE of IOP increase in the HDg12
group (moderate, resolved on the same day and related to injection procedure).

Number of patients with pre-dose IOP >25 mmHg was higher in HDq12 (3.7% vs 1.2% in 2g8 and 1.8% in
HDq16) however no relevant clinical differences could be observed regarding mean change in pre-injection IOP.
IOP incidence was highest in the 2g8 arm (4.2% vs 3.4% in HDq12 and 0.6% in HDq16) in which there was
the lowest aflibercept exposure in the compared to HDq12 and HDq16.

e Retinal pigment epithelial tear

No events of Retinal pigment epithelial tear were reported in PHOTON.

e Retinal tear/detachment

One serious and severe in severity event of Retinal detachment assessed as unrelated to study drug or injection
procedure occurred in the HDql6 group after 2 injections (TTO 58 days after first dose). The patient also
experienced vitreous haemorrhage which was severe in severity. The patient was treated for the event of
Retinal detachment. Both events resolved (on day 124) after drug interruption and study drug was resumed
on day 134.
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e (Cataract

Table 18 DME: TEAEs of cataract in the study eye through Week 48: number of
participants (PHOTON, safety analysis set)

Preferred Term 2qB HDqg12 HT‘.Iq‘IE ANl HD
MedDRA Version 25.0 N=167 (100%) N=328 (100%%) N=163 (100%) MN=491 (100%)
Mumber (%) of participants with at least T(4.2%) 11 (3.4%) 12 (7 4%) 23 (4.T%)
one such adverse event
Cataract 2(12%) 5 (1.5%) B (4.9%) 13 (2.6%)
Cataract cortical 1 (0.6%) 2 (0.6%%) 1 {0.6%) 3 (0.6%)
Cataract nuclear 2(1.2%) 1(0.3%) 1(0.6%) 2 (0.4%)
Cataract subcapsular 1 (0.6%) 3 (0.9%) o 3 (0.6%)
Postarior capsule opacification 2 {1.2%) o 2 (1.2%) 2 (0.4%)

MedDRA=Medical Dictionary for Regulatory Activities, TEAE=Treatment-emargent adverse event.
Sea Definition of ferms for treatment arms description.
Source: Module 5.3.5.3, PH42T61, Table 3313729

Medical history of cataract in the study eye were more reported in the HDq16 group (39.3% vs 34.5% in the
HDqg12 and 33.5% in the 2g8 group). Events of cataract were slightly more reported in the HDq16 group (4.9%)
than in the HDg12 group (1.5%) and 2g8 group (1.2%). All events were non-serious, mild or moderate except
one event of Cataract Subcapsular (serious and severe in intensity in the HDg12 group) which occurred after
2 injections and was associated with visual acuity loss. The event was resolved after cataract surgery. The dose
of study drug was unchanged. The event was assessed as unrelated to study drug and injection procedure.
Similar tendencies were observed up to week 96, incidence of cataract were 7.5% in all HD vs 3.6% for 2g8
for PHOTON. Higher proportions of TEAE were also seen for subtypes of cataract (cataract cortical, cataract
nuclear and cataract subcapsular) but when looking at pooled data slightly lower or comparable proportions
were reported between all HD and 2g8 groups (frequency uncommon for all in SmPc Eylea 8 mg). Cataract is

listed in the SmPc of Eylea 2 mg (common: 8%) and Eylea 8 mg (common: 4%) and is an important identified
safety concern in the RMP of Eylea.

e Hypersensitivity

Tabls 19 DME: TEAE: of Hypersansitivity through Week 48: number of participants
(PHOTON, safety analysis set)

Preferred Term 2q8 HDg12 HDg16 All HD
MedDRA Version 25.0 N=16T (100%) N=32B(100%) N=163 (100%) N=481 (100%)
Mumber (%) of participants with at least 2 (1.2%) 5 (1.5%) 1 (0.6%) 6 (1.2%)
one such adverse event
Conjunctival oedama® [} 1 (D.3%) o 1 (0-2%)
Comeal oedema® 1 {0.6%) i} o i}
Pruritus® 4] 0 1 (0.6%) 1 (0-2%)
Rash [u] 1 (0.3%) 0 1(0.2%)
Swelling face [i] 1 {0.3%) o] 1 (0-2%)
Swelling of eyelid* 1 {0LE%%) 1 {0.3%) 4] 1 (0-2%)
Swollen tongue* 1] 1 (0.3%) i} 1 (0-2%)

MedDRA=Medical Dictionary for Regulatary Activities, TEAE=Treatment-emargent adverse event.
See Definition of ferms for treatment arms description.

* All ocular TEAES, including TEAES in the fellow eye, are included in the table.

Source: Module 5.3.5.3, PH42761, Table 3.3.1.3 736
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TEAE events of Hypersensitivity were reported in less than 2% of the participants in all groups and reported in
similar proportions between all HD group and 2g8 group. All events were non-serious, mild in intensity and
unrelated to study drug.

e Arterial thromboembolic events/APTC

Tabla 21 DME: TEAE: of arterial thromboesmbolic events through Week 48: number of
participants (PHOTON, safety analysis set)

Preferred ferm 2g8 HDg12 HDg16 All HD
MedDRA Version 25.0 M=167 (100%) N=328 (100%) N=163 (100%) N=491 (100%)
Mumbser (%) of participants with at least 10 (6.0%) 11 (3.4%) 11 (B.7%) 22 (4.5%)
one such adverse event
Acute coronary syndrome 1 (0.6%) i} [1] ]
Acute myocardial infarction 2 (1.2%) 1 (D.3%) 1 (0.8%) 2 (0.4%)
Angina pectoris 1 (0.6%) 0 1 (0.6%) 1 {0.2%)
Angina unstable 1 (0.6%%) 1 (0.3%) V] 1 (0.2%)
Arteriosclerosis coronary arfery 1 (0.6%) 0 1] a0
Blood creatine phosphokinase 2 (1.2%) 0 1] ]
increased
Carotid artery disease 1 (0.6%) o 1] 0
Cerebrovascular accident 1] 2 (0.6%) 4 (2.5%) B(1.2%)
Coronary artery diseasa 3 (1.8%) 2 (D.6%) 2 [1.2%) 4 (0.B%:)
Coronary arfery occlusion 1] 1 {0.3%) 1 (0.6%) 2 (D.4%)
Coronary arfery stenosis 1] 1 (0.3%) 1] 1(0.2%)
Electrocardiogram ST segment 1] 0 1 (0.6%) 1(0.2%)
alevation
Lacunar infarction 1] 0 1 (0.6%) 1(0.2%)
Myocardial infarction 2 (1.2%) 4 (1.2%) 1 (0.6%) 5(1.0%)
Myocardial ischaemia 1 (0.6%%) 0 2{1.2%) 2 (0.4%)
Transient ischaamic attack li] 2 (0.6%) li] 2 (D.4%)
Traponin increased 0 1 (0.3%) 0 1(0.2%)

MedDRA=Medical Dictionary for Regulatory Activities, TEAE=Treatmeni-emergent adverse avent.
Sea Definition of ferms for treatment arms description.
Source: Madule 5.3.5.3, PH42T61, Table 3313738

Medical history of myocardial infarction was reported in higher proportions in the HDq16 (7.4% vs 6.1% in
HDqg12 and 4.8% in the 2g8 group). Incidences of APTC events were low and slightly higher in the HDg16 group
(4.3% vs 3.6% in the 2g8 group and 2.4% in the HDg12 group at week 48) with similar observed tendencies
at week 60.

Arterial thromboembolic events were more reported in the HDq16 group and 298 group than in the HDql12
group (6.7% vs 6.0% vs 3.4% respectively). The majority of the patient had no medical history of
cerebrovascular disease and the incidence of patient with such medical history were reported in higher
proportion in the 2g8 group (11.4% vs 7.6% in all HD group). The PT of Cerebrovascular incidents was reported
in higher incidence in the HDq16 group (2.5%) and none occurred in the 2g8 group. No events were assessed
as related to study drug. Although ATE events were more reported in the HDg16 group and 2g8 group than in
the HDq12 group (6.7% vs 6.0% vs 3.4% respectively), the cumulative exposure was the highest in the HDq12
which showed the lowest incidence (3.4%).

e Venous thromboembolic events

Table 22 DME: TEAEs of venous thromboembolic events through Week 48: number of
participants (PHOTON, safaty analysis sat)

Prefemred term 2qB HDqgi12 HDg16 All HD

MedDRA Version 25.0 MN=167 (100%) MN=328 (100%) N=163 (100%) N=491 (100%)
Mumber (%) of participants with at least 0 3 (0.9%) [i] 3 (0.E%)
one such adverse event

Deep vein thrombosis 0 1{0.3%] a 1 {0.2%)

Pulmonary embolism 0 2 (0.6%) 0 2 (10.4%)

MedDRA=Meadical Dictionary for Regulatory Activities, TEAE=Treatmant-emargent adverse avent.
Sea Definition of ferms for treatment arms description.
Source: Module 5.3.5.3, PH-42T61, Table 3.3.1.3/735
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TEAE of venous thrombosis were reported in less than 1% of the participants at week 48 and 60. One non-
serious and moderate in severity event of Deep vein thrombosis and two serious and severe in intensity event
of pulmonary embolism were reported in the HDq12 group. None were assessed as related to study drug.

e Hypertension

Table 23 DME: TEAE= of hypertension through Week 48: number of participants
{PHOTON, safaty analyzis sat)

Preferred term gk HDqg12 HDgi6 AllHD
MedDRA Version 25.0 M=167 (100%) MN=328 (100%) N=183 (100%) N=491 (100%)
Mumber (%) of participants with at least 20 (12.0%) 36 (11.0%) 23 (14.1%) 50 (12.0%)
one such adverse event
Blood pressure increased 3(1.8%) B (2.4%) 4 (2.5%) 12 (2.4%)
Hypertension 16 (9.6%) 27 (B.2%) 20 {12.3%) 4T (9.6%)
Hypertensive crisis 1 (0.6%) 1] 1] [i]
Hypertensive emargency 1 (0.6%) 1 (0.3%) 4] 1(0.2%)
Hypertensive urgency 1(0.6%) 0 1 (0.6%) 1(0.2%)
Labile: hypertansion o 1 (0.3%) 0 1 (0.2%)
'Whie coat hypertension 0 V] 1 (0.6%%) 1 (0.2%)

MedDRA=Medical Dictionary for Regulatory Activities, TEAE=Treatment-emargent adverse event.
See Definition of terms for treatment arms description.
Source: Module 5.3.5.3. PH-42761, Table 3.3.1.3/32

Figura 5§ DME: Mean change from basgeline in systolic and diastolic blood pressure
(mmHg) by visit through Week 48 (PHOTOMN, safety analysis sat)
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Diastolic blood pressure
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Sea Definition of ferms for treatment arms description.
Source: Module 5.3.5.1, PHOTON W48 CSR, Figures 14.3.5.1.1 and 14.3.5.1.2

More than 75% of the patient had medical history of hypertension. In the SOC “Vascular disorders” the most
reported PT was “Hypertension” with a higher incidence in the group HDg16 (12.3% vs 8.2% in the HDq12
group and 9.6% in the 28 group at week 48 and with similar tendencies at week 60). The majority of the
events were non-serious and mild or moderate in severity. At week 48 and 60, the majority of the patient who
reported a TEAE of hypertension had reported medical history of hypertension and similar proportions were
reported between all groups. Variation in mean change from baseline in systolic and diastolic blood pressure
through week 48 and week 60 were clinically not significant.

As hypertension is a listed event for aflibercept administered by IV although at a much higher posology, the
topic is actually followed through the PSUR and that a difference could be observed up to week 60, the Applicant
further discussed on the topic of Hypertension with the newly proposed regimen. At week 96, incidences were
comparable in PHOTON (2g8: 16.2 %, all HD 17.3 %). Proportion of patients with medical history of
hypertension was similar with and without hypertension event although higher blood pressures at baseline were
higher in HD group (PHOTON: 138.3 mmHg (SBP)/78.8 mmHg (DBP) vs 133.1 mmHg (SBP)/74.6 mmHg
(DBP)). Onset of hypertension TEAEs over time (up to week 60) were well distributed and is not in favour of a
correlated aflibercept  induced hypertension. Pooled mean changes in blood pressure
(CANDELA/PULSAR/PHOTON) for 8 mg were lower than the baseline through week 60. Pre-defined treatment-
emergent potentially clinically significant values of systolic blood pressure related to elevations and decrease
were comparable or slightly higher in the all HD group for both PULSAR and PHOTON. Furthermore, the risk of
hypertension is currently monitored through the PSUR.

e Non-ocular haemorrhage and Nasal mucosal findings
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Table 24 DME: TEAEs of non-ocular hemorrhage through Week 48: number of
participants (PHOTON, safety analysis sat)

Preferred term 2g8 HDgi2 HDg16 AllHD
MedDRA Version 25.0 M=167 (100%) N=328 (100%) N=183 (100%) N=431 (100%)
Mumbser (%) of participants with at least B (3.8%) 5 (1.5%) 2 (1.2%) 7(1.4%)
one such adverse event
Blood loss anaemia 1 (D.6%) o L] o
Contusion 3 (1.8%) 1 (0.3%) 1 (0.6%) 2 (0.4%)
Gastrointestinal haemorrhage 0 o 1 (0.6%) 1 (0.2%)
Haematoma a0 1(0.3%) L] 1 (0.2%)
Haematoma muscle ] 1(0.3%) L] 1 (0.2%)
Incision site haemorrhage o 1(0.3%) L] 1 (0.2%)
Refroperitoneal haematoma ] 1(0.3%) L] 1 (0.2%)
Shock haemorrhagic 0 4] 1 (0.6%) 1 (0.2%)
Bubarachnoid haemorrhage 1 (0.8%) 1 (0.3%) 0 1 (0.2%)
‘ain rupture 0 1 (0.3%) 0 1 (0.2%)
‘\Wassal punchure site haematoma 1 (0D.6%) 0 1] 1]

MedDRA=Medical Dictionary for Regulatory Activities, TEAE=Treatmeni-emargent adverse avent.
Sea Definition of terms for treatment arms description.
Source Module 5.3.5.3, PH-42761, Table 3.3.1.3/ 34

At week 48, higher proportions of non-ocular haemorrhage were reported in the 2gq8 group with the most
reported PT being “Contusion” (1.8% in the 2g8 group, all event were mild or moderate). Events were for the
majority non serious, mild or moderate and none were assessed as related to study drug. Serious TEAE were
reported in low and similar proportions (less than 1% of the participants) in 2g8 group and HDq12 group.

One event of non-serious and moderate blood loss anaemia was reported in a patient in the 2g8 group. The
patient was discontinued of the study due to serious TEAE all assessed as not related to aflibercept 2 mg
(malnutrition, Post procedural infection, Multiple organ dysfunction syndrome, Cholecystitis acute). No
participants reported nasal mucosal events.

2.5.7.4. Laboratory findings

No clinically relevant findings in the mean or median changes from baseline in PULSAR and PHOTON were
observed. Furthermore, no significant trend in vital signs or ECG in any of the two studies were observed.

2.5.7.5. In vitro biomarker test for patient selection for safety

Not applicable.

2.5.7.6. Safety in special populations

2.5.7.6.1. Subgroup analysis

The Applicant provided ocular and non-ocular by age, sex, ethnicity, geographic region and medical history
(hypertension, cardiovascular disease, and ischemic heart disease, renal and hepatic impairment) for PULSAR
and PHOTON. For both studies, at week 48 and 60, differences could be observed for ocular adverse events
and non-ocular TEAE with higher proportions for HDq12 by categories of age and for the Japan subgroups
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(10% in PULSAR and 20% in PHOTON of included patients were Asian). However, taking into account the low
number of participants included in the subgroups, these results should be interpreted with caution. For other
analysed subgroups, no safety concerns can be raised regarding the submitted data for both studies.

2.5.7.6.2. Bilateral therapy

In CANDELA, a small proportion of patients received bilateral treatment which consisted of a population in HD
group with higher proportion of history of nAMD in the fellow eye (54.5%), medical history of hypertension
(81.8% vs 40.5%), medical history of CVA stroke (compared to IAI bilateral 9.1% vs 0%) and moderate renal
impairment (18.2% vs 4.8%). In PULSAR and PHOTON, <20% and =50% of the patients received bilateral
therapy with aflibercept 2 mg in the fellow eye.

In PULSAR, less than 20% of the patient received bilateral treatment in the pooled HD group. The population
consisted of patient with higher proportion of patient aged >75 years old and with a medical history of nAMD in
the fellow eye (46.5% in bilateral all HD group). The bilateral population also had slightly higher proportion of
medical history hypertension (70% vs 65.5 % in HDq12), medical history of CVA stroke (11.6% vs 8.1% in all
HD group) and renal impairment (20% vs 15.3% in HDg12). Furthermore, a higher proportion of vitreous
detachment (16.3% vs 6.6%) and cataract operation (36.4% vs 21.5%) were observed in all HD group.
Regarding non-ocular medical history, comparable proportions were reported between unilateral and bilateral
treated patients. Higher proportions were reported for the bilateral treatment for the SOC Musculoskeletal and
connective tissue disorders (higher in all HD 39.5% vs 31.6%) and Nervous system disorders (28.7% vs
18.8%).

While frequencies of ocular TEAEs were similar between groups, a higher frequency of non-ocular TEAE was
reported (62.0%% for bilateral vs 50.9% for unilateral) in the HD group. The most reported ocular TEAE in
bilateral group (more than 5%) consisted of Cataract ( higher in 2g8), Punctate keratitis (HDq16 only), Retinal
pigment epithelial tear (higher in HDg12), subretinal fluid (higher in HDg12), Vitreous floaters (higher in 2g8)
and IOP increased (higher in HDq12).

Table 39 AMD: Ocular TEAEs in the study eye by uni- vs bilateral treatment through
Week 48: number of participants (PULSAR, safety analysis set)*

Unilateral treatment Bilateral treatment
Primary system organ class 2q8 HDg12 HDgié AIHD 2qg8 HDg12 HDgi6 AllHD
Preferred term M=258 MW=275 N=2680 MN=544 | N=TB N=6B0 MN=G9 MN=128
MedDRA wersion 25.0 (100%:)  (100%)  (100%:)  (100%) |{1009%:) (100%) (100%) (100%:)
Number (%) of subjects witha 96 107 100 207 34 22 27 49
least one such adverse event {37.2%) (38.9%) (37.2%) (38.1%) |(43.6%) (36.7%) (39.1%)  (38.0%)
Eye disorders BO a5 &7 182 30 19 24 43
(31.0%) (34.5%) (I23%) (33.5%) [(IB.5%) (31.7%) (34.8%) (33.3%)
Age-related macular [i] 4 (1.5%) 2(0.7%) B (1.1%) |1 (1.3%)1 {1.7%)1 (1.4%) 2 (1.6%)
degeneration
Cataract B(2.3%) 11 (4.0%) 9{3.3%) 20 (3.7%)H (5.1%)1 (1.7%)3 (4.3%) 4 (3.1%)
Diry eye 4 (1.6%) 4(1.5%) 2(0.7%) 6&(1.1%) 0 1{1.7%)3 (4.3%) 4 (3.1%)
Eye imitation 4] 1(0.4%) 2(0.7%) 3 (0.6%) 0 o 2(25%) 2(1.6%)
Macular oedema B(23%) 1(04%) T(26%) 8(1.5%) [2(26%) O 4] 4]
Macular thickening J(1.2%) S(1.8%) S5{1.9%) 10(1.8%) 0O 2(33%)1(1.4%) 3I(2.3I%)
Meovascular age-related 2 (0.8%) B (2.2%) 6(2.2%) 12(22%)| 0O 11.7%)1 (1.4%) 2 (1.6%)
macular degeneration
Ocudar hypertension 4] 2(0.7T%) 2(0.7%) 4(0.7%)[1(1.3%) O 2{29%) 2(1.6%)
Photopsia 1(0.4%) 2(0.7%) 1(0.4%) 3(06%) [2(26%) O 1(1.4%) 1(0.8%)
Posterior capsule 1 (0.4%) 0 2 (0.7%) 2 (0.4%) 0 2{(33%) O 2 (1.6%)
opacification
Punctate keratitis 4 (1.6%) 1(0.4%) 4] 1{0.2%) 0 0 4(58%) 4(3.1%)
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For non-ocular TEAEs the most reported SOC (more than 10%) in bilateral group consisted of Vascular disorders
(10.9% in all HD group vs 5.0%), Musculoskeletal and connective tissue disorders, injury poisoning and
procedural complication (10% vs 4.0% in HDg12) and Infection and Infestations.

Table 40 AMD: Non-ocular TEAEs by uni- vs bilateral treatment through Week 48:
number of participants (PULSAR, safety analysls set)*

Unilateral treatment

Bilateral treatment

Primary system organ class  2q8 HDg12 HDg16 AlHD 2q8 HDg12 HDg16 AlHD
Preferred term MN=258 MN=2T5 M=262 N=544 N=T& =G0 MN=G3 MN=129
MedDRA version 25.0 (100%:)  (100%)  (100%)  (100%) [ (100%) (100%) (100%) (100%)

Mumber (%) of subjects 137 138 138 277 41 38 44 a0

with at least one such event (53.1%)  (50.5%) (51.3%) (50.9%) | (52.6%) (60.0%) (63.8%) (62.0%)

Blood and lymphatic system 4 (1.6%) 1(0.4%) 1({04%) 2(04%) 2(2.6%) 0 0 0

disorders

Angemia A(1.2%) 1 (0.4%) 1{0.4%) 2(04%) 2(26%) 0 0 0
Cardiac disorders 13 (5.0%) 5(1.8%) 13 (4.8%) 18 (3.3%)| 2 (26%) 3 (5.0%) 3 (4.3%) 6 (4.7%)

Arrhythmia 2 (0.8%) V] 100.4%) 1(0.2%) V] 101.7%) 1(1.4%) 2 (1.6%)
Endocrine disorders 0 V] [i] 0 V] 1{1.7%) 2{2.9%) 3 (2.3%)

Hypothyraoidism 0 0 0 0 0 101.7%) 1{1.4%) 2 (1.6%)
Gasfrointestinal disorders 24 (9.3%)30 (10.9%)24 (B.9%) 54 (9.9%)( 6 (7.7%) 4 (B.7%) 5(72%) 9 (7.0%)

Gastropesophageal 0 1(0.4%) 301.1%) $00.7%) ) 1(1.3%) 1(1.7%) 1(1.4%) 2 (1.6%)

reflux disease

omiting 1(0.4%) 1(04%) 4(1.5%) S5(0.9%)[101.3%) 0 2(2.9%) 2 (1.8%)

General disorders and
administration site

13 (5.0%) 9 (3.3%)

B (2.2%) 15 (2.8%)

0 3(5.0%) 5(7-2%) B (6.2%)

conditions
Fafigue 4 (1.6%) 1(0.4%) [i] 1(0.2%) 0 [i] 2 (2.9%) 2 (1.6%)
Oedema peripheral 1(0.4%) 1 (0.4%) [1] 1 (0.2%) 0 101.7%) 1{1.4%) 2 (1.6%)
Immune systemn disorders 1 ([0.4%) 2 (0.7%) 2 (0.7%) 4(0.7%) [¥] [i] 2 (2.9%) 2 (1.6%)
Seasonal allergy 1 (0.4%) 1] [i] 0 0 [i] 2 (2.9%) 2 (1.6%)
Infections and infestations 52 63 G1 124 21 10 16 26
(20.2%) (229%) (22.7%) (22.8%) | (26.9%) (16.7%) (23.2%) (20.2%)
I(1.2%) 5(1.8%) 6(2.2%) 11(2.0%)( 1(1.3%) 2(3.3%) 2 (2.9%) 4 (3.1%)

Asymptomatic COVID-
18

COovID-18
Masopharyngitis
Urinary tract infection

6(2.3%) B(2.9%) 16 (5.9%) 24 (4.4%)
13 (5.0%) 10 {3.6%) 14 (5.2%) 24 (4.4%)
5(1.9%) 7(2.5%) 9(3.3%) 16 (2.9%)

5 (B.4%)
2 (2.6%)
405.1%) 0

2 (3.3%) 5(7-2%) 7 (5.4%)
2(33%) 0  2{18%)
1 (1.4%) 1 {0.8%)

Injury, poisoning and
procedural complications

27 (8.5%) 13 (4.7%) 15 (5.6%) 2B (5.1%)

3 (3.8%)

B (10.0%) 2 (2.9%) B (6.2%)

Contusion 2(0.8%) 2(0.7%) 2(0.7%) &(D7%)[1(1.3%) 2(33%) 0 2 (18%)
Fall 4(16%) 0 2{0.7%) 2(04%)[1(1.3%) 2(33%) 0 2 (18%)
Metabdlism and nubrfion 14 [5.4%) & (1.8%) 10 (3.7%) 16 [Z.8%)| 4 (5.1%) 3 (5.0%) 4 [5.8%) 7 (5.4%)

disorders

Hyponatraemia 0 0 2(0.7%) 2(0.4%) [ 2(2.6%) 0 0 0
Musculoskeletal and 30 25 23 48 T T 7 14
connective fissua (11.6%) (9.1%) (8.6%) (B.B%) | (9.0%) (11.7%) (10.1%) (10.9%)
disorders
Arthralgia 4 (1.6%) S(1.8%) 5(1.9%) 10(1.8%) 1(1.3%) 2 (3.3%) 2 (2.9%) 4 {3.1%)
Back pain 12 (4.7%) 10 (3.6%) 11 (4.1%) 21 (3.9%)| 3 (3.8%) 2 (3.3%) 2 (2.9%) 4 (3.1%)
Dstecarthritis 2(0.8%) 1(04%) 2({0.7%) 3I{D.6%) 0 [1] 2 (2.9%) 2 (1.6%)
Meoplasms benign, 11 (4.3%) 10 (3.6%) 11 (4.1%) 21 (3.9%) 5 (B4%) 3 (5.0%) 3 (4.3%) 6 (4.7%)

malignant and unspecified

{ind cysts and polyps)
Basal call carcinoma

1(0.4%) 1(0.4%) 2 (0.7%) 3 (D.6%)

1{1.3%) 1 (1.7%) 1(1.4%) 2 {1.8%)

Mervous system disorders

17 (B.6%) 17 (B.2%) 17 [B.3%) 34 [B.3%]

3 (5.1%) B (10.0%) 4 (5.8%,) 10 [7.8%)

Headache 6(2.9%) 4(1.5%) 6 (2.2%) 10(1.8%) 2 (3.3%) 101.4%) 3 (2.3%)
Psychiatric disorders 2(0.8%) 3(1.1%) 3(1.1%) B(1.1%)]| O 1(1.7%) 5 (7-2%) 6 (3.7%)

Aniety 0 ] 1(0.4%) 1(0.2%)] © 0 3(4.3%) 3 (2.3%)
Skin and subcutaneous | O (3.5%) 8 (3.2%) B (2.2%) 15 (2.8%)] 1(13%) 3 (5.0%) 4 (5.8%) 7 (5.4%)

tissue disorders

Diarmatitis 0 2 (0.7%) 1 (0.4%) 3 (0.6%) 0 2 (3.3%) 11.4%) 3 (2.3%)
\ascular disorders g 18 11 7 3 [} ] 14

(3.5%) (5.8%) (4.1%) (5.0%) | (3.8%) (10.0%) (11.6%) (10.9%)

Hypertension G(2.3%) 12 (44%) 8 (3.0%) 20(3.7%) 2 (2.6%) 2 (3.3%) 5(7-2%) 7 (5.4%)

Hypaotension 0 0 [i] 0 0 2 (3.3%) 1(1.4%) 3 (2.3%)
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Footnotes to Table 40 AMD: Mon-ocular TEAES by uni- vs bilateral treatment through Week 48: number of
participants (PULSAR, safety analysis set)*

MedDRA=medical dictionary for regulatory activities, M = number of participants in a growp, uni = unilateral; S0C
= system organ class

“Mon-ocular TEAEs where the frequency of a prefermed term is =1 participant in the bilaterally treated All HD
group

See Definition of ferms for treatment arms description.

The bilateral treatment group includes all participants with at least one anti-WVEGF treatment in the fellow eye
during study. All adverse evenis are considered, induding the ones that occurred before first fellow eye injection
The unilateral freatment group includes all participants without anti-VEGF treatmeant in the fellow eye during study.
Sowrce: Module 5.3.5.3, PH-42T61, Table 3.3.1.1/7

Serious ocular TEAE in bilateral were slightly higher in HDq12 group between groups and compared to unilateral
(3.3% vs 1.5%) while proportions for serious non-ocular TEAE were comparable. Higher proportions of ocular
TEAE related to study drug were reported in 2g8 (1.6% vs 6.4%) and HDq12 (5.5% vs 8.3%) and one non-
ocular study drug related TEAE was reported in 2g8. AESI (Cataract, Hypertension, IOP, non-ocular
haemorrhage, APCT) were reported in slightly higher proportion in bilateral therapy for HD group. Other events
such as IOI, retinal tear/detachment, nasal mucosal events were reported in low and comparable proportions
(all event occurred in one patient).

In PHOTON, more than half of the patients received bilateral treatment (either aflibercept HD or 2g8 in the
study eye and aflibercept 2g8 in the fellow eye) in PHOTON (61.7% in the 2g8 group; 61.0% in HDg12 and
62.0% in HDq16 at week 48). The population who received bilateral therapy consisted of patients with a higher
proportion of female in the HDq16 group compared to unilateral 42.6% vs 33.9%), aged below 65 years old,
a higher Hemoglobin Alc > 8% (Pooled HD group: 41.7% vs 32.8%), baseline DRSS > 53 (Pooled HD group:
25.2% vs. 11.6%) , higher medical history of cataract in HDq12 (37.3% vs 29.9%) and 298 (39.8% vs 23.4%)
for bilateral therapy but well balanced between groups. Regarding non-ocular medical history, proportions were
comparable between unilateral and bilateral treated population or lower for the bilateral in SOC Cardiac
disorders (19.2% vs 23.8%) and Vascular disorders (76.8% vs 82.0% in all HD group).

Ocular TEAEs were slightly more reported in the HDg12 and HDq16 groups (33.8% and 30.7% respectively)
compared to the unilaterally treated population and the bilaterally treated 28 group. PT of “Conjunctival
haemorrhage” in 2gq8 and HDq16 groups and “Diabetic retinal oedema” and “Vitreous floaters” in the HDq12
group were reported in higher incidence in the bilaterally treated population. Furthermore, PT reported in =5%
of the patients receiving bilateral treatment were “Cataract” (HDq16 group), “Conjunctival haemorrhage” (298
and HDq16 group), “Punctate keratitis” (HDq16 group) and “Vitreous floaters” (HDg12 group).
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Table 25 DME: Ocular TEAE= in the study eye by uni- v& bilateral treatment through
Week 48: number of participants (PHOTON, safety analysis set)”

Unilateral treatment Bilateral treatment

Primary system organ

class 2q8 HDg12 HDg16 All HD 298 HDg12 HDgié All HD
Preferred term WN=G4 N=127 N=62 N=183 N=103 HN=201*"* N=101 N=302
MedDRA version 25.0 (100%:) (100%) (100%:) (100%) (100%)  (100%)  (100%) {100%:)

Number (%) of subjects 20 (31.3%] 36 (2B.3%) 17 (27.4%) 53 (Z6.0%) 6 (25.2% 538 (33.8%31 (30.79%) 90 (32.8%)

with at least one such

adverse event

Eye disorders 18 (28.1%) 32 (25.2%) 16 (25.8%)48 (25.4%) B3 (22.3% B2 (30.8%D0 (20.7%) 92 (30.5%)
Cataract 1(16%) 2(1.6%) 3(4.8%) 5(26%) [1(1.0%) 3I{1.5%) 5(5.0%) B8 (26%)
Cataract nuclear V] 0 1{1.6%) 1(0.5%) [2(1.9%) 1{D.5%) 0 1 (0.3%)
Cataract subcapsular 1] 0 0 4] 1(1.0%) 3(1.5%) 0 3 (1.0%)
Conjunctival 1(16%) S5(3.9%) 1(1.8%) 6(3.2%) |5(4.9%) 9(4.5%) 5(5.0%) 14 (4.6%)
haemarrhage
Corneal erosion V] 0 [i] i] V] [i] 2(2.0%) 2(0.7%)
Diabetic refinal oedema 1 (1.6%) 1(08%) 101.6%) 2(1.1%) | 2(1.9%) 8 (4.0%) 2(2.0%) 10{3.3%)
Eye irritation 1] 0 0 4] 1(1.0%) 2(1.0%) 2(2.0%) 4(1.3%)
Eye pain J(4T%) 3 (2.4%) 0 J(1.6%) [ 1(1.0%) 4(20%) 101.0%) 5(1.7%)
Ocular hypertension V] 0 [i] [i] 1(1.0%) 4 (2.0%) 0 4 (1.3%)
Macular cedema 1(1.6%) 1(08%) 1(1.8%) 2(1.1%) [1(1.0%) 2{1.0%) 0 2 (0.7%)
Photopsia 0 0 [i] 4] V] 201.0%) 1{1.0%) 3{1.0%)
Punciate keratitis V] 1(0.8%) 1(1.6%) 2(1.1%) |1 (1.0%) 4(20%) 5(5.0%) 9 (3.0%)
Retinal exudates V] 0 [i] i] 2 (1.9%) 1(0.5%) 1(1.0%) 2(0.7%)
Retinal hasmorrhagea V] 0 203.2%) 2 (1.1%) |1 (1.0%) L1} 4 (4.0%) 4(1.3%)
Visual acuity reduced 1(1.6%) 1(0.8%) 1(1.6%) 2(1.1%) [2(1.9%) 2(1.0%) 0 2 (0.7%)
Visual impaiment V] 2 (1.6%) 0 2(11%) [ 1(1.0%) 2{1.0%) 2(2.0%) 4(1.3%)
Vitreous detachment V] I(24%) 1(1.B%) 4(21%) | 2(1.9%) 8 (4.0%) 2(2.0%) 10({3.3%)
Vitreous floaters J4T%) S5(3.9%) 1(1.8%) 6(3.2%) [1(1.0%) 11 (55%) 2 (2.0%) 13 (4.3%)
Vitreous haemorrhage 0 2(1.6%) 1(1.6%) 3I(1.6%) |1(1.0%) 3(1.5%) 0 3 (1.0%)

Genearal disorders and 1] 0 0 4] 1] 3 (1.5%) 0 3 (1.0%)

administration site

conditions
Injection site pain 0 0 0 0 0 2 (1.0%) 0 2 (0.7%)

Injury, poisoning and [V] 1 (0.8%) [i] 1(0.5%) [ 2(1.9%) 3{1.5%) 101.0%) 4(1.3%)

procedural complications
Corneal abrasion 0 1 (0.8%) 0 1(0.5%) | 2(1.9%) 2(1.0%) 101.0%) 3(1.0%)

Investigations 4 (6.3%) 3(2.4%) 1(1.8%) 4 (21%) [3(2.9%) 4(2.0%) 0 4 (1.3%)
Intraocular pressura I A7) J(24%) 1(1.6%) 4(2.1%) |3 (2.9%) 4(2.0%) 0 4 (1.3%)
increased

MedDRA=Medical Dictionary for Regulatory Activities, TEAE=Treatment-emergant adverse event.

See Definition of terms for treatment arms description.

* Ocular TEAEs in the study eye where the frequency of a preferred term is =1 participant in any group in the
bilaterally treated participants.

** One participant reporting an injection on the Fellow Eye Electronic Data Capture (EDC) page but with missing
laterality is included.

The bilateral treatment group includes all participants with at least one anti-VEGF treatment in the fellow eye during
study.

All adverse events are considerad, including the ones that occurred before first fellow eye injection. The unilateral
treatment group includes all paricipants without anti-VEGF treatment in the fellow eyea during study.

Source: Module 5.3.5.3, PH-42761, Table 3.3.1.1/3

Non ocular TEAEs in the HD group treated bilaterally were reported in comparable proportions (54.0% vs 56.1%
in all HD group). Incidence were slightly lower in the all HD bilateral group regarding the SOC Cardiac disorders
(4.6% vs 6.9%) and for the HDq12 group (4.0% vs 8.7%) but incidence was slightly higher in the HDq16
bilateral group (5.9% vs 3.2%). In the SOC Vascular disorders, incidences were lower in the all HD bilateral
group (11.6% vs 13.9%) and the HDq16 group (9.9% vs 22.6%) and higher for the 2gq8 and HDq12 group
(14.6% vs 6.3% and 12.4% vs 9.4% respectively). Regarding the PT “"Hypertension”, differences were observed
in the 2g8 group and HDqgl12 group with higher incidence for the bilateral population (12.6% vs 4.7% and
10.9% vs 3.9%). For the SOC Nervous system disorders, differences were observed with higher incidence in
the 2g8 group and HDq16 group bilaterally treated (11.7% vs 4.7% and 11.9 vs 6.5% respectively). Serious
ocular TEAE in bilateral treatment arms were low and comparable (none in the HDg16 group). Non ocular
serious TEAE were higher in 2g8 in bilateral (19.4% vs 9.4%) but in comparable proportions for HD group.
Study drug related TEAE (ocular and non-ocular) were reported with low incidence in the bilateral HD group.
One study drug related non ocular related (Lacunar infarction) was reported in HDq16. AESI such as Cataract,
IOP, APTC events and Hypertension were reported in slightly higher incidence in HDq12 group in bilateral. No

Assessment report
EMA/538733/2023 Page 209/235



case of injection related cataract were reported. A difference can be observed for ATE between HDq12 and
HDQq16 (4.8% vs 3.9 in unilateral and 7.9% vs 3.0% in bilateral).

Table 26 DME: Non-ocular TEAEs by uni- vs bilateral treatment through Week 48:
number of subjects (PHOTON, safety analysis set)*

Unilatera| troatrment Bilateral treatmant

Primary sysbam organ
s 28 HOgi2  HDg1é All HD 2q8 HDgi2 HDgi& AIHD

Prefemed term K=64 N=127 M=£2 N=18% | N=103 HN=201 N=101 N=302

MedDRA version 260 (100%)  (100%)  (100°%)  (100%) | (100%)  (100%)  (100%)  (100%)
Humber (%) of subjecs 2B (43E%) GB(515%) JB(51.0%] 10E [SETE|S51805%) 106 57 (564%) 963
with af least one such {52.7%) {54.0%)

il [=ad
Blood and pmphatic syster 3 (47Th) G(a5%) 4(65%) O(4.8%] | 3(29%) 3(1.5%) 5(50%) B8(2.6%)
disorders
Anaemia A% 4(3%)  A55%) B4} | 1010%) 2¢0%) 3030%) 5(1.TW)
Camdiac discrders E(TER) 11(87h) 2(32%| 13(65%| | S(T.B%) S(20%) 6(50%) 14 46%)
Agrial fiorilation TAAK) 1 (0ER) a 100E%) | 241.9%) o 0 ]
Comnary arery disease TEE%) 108N 1018 2(1A%) | 2{18%)  1005%)  1(1.0%)  Z07%)
Myccardial infarciion 1015%) T(0ER) 1018 2[1A%) | 1 {1.0%)  3(1.5%) 0 3 {1.0%)
Ear and Bbyningh disorders 1 (16%) 1 (0&%) ] TIDE%] | Z41.8%) =Z(1.0%) 1(1.0%) 3(1.0%)
Wertigo 1015%) 1 (0= a 10E%) | 2a%)  2000%) 1 {10%)  3{1.0%)
Castroimestingl disorders | 3 (4.7%) 10 (B.7%) 7 [10.09%] 1B [95%] | S¢8.7%) 17 (B.5%) 16 (15.8%) 33 (10.9%)
Consspation a 1[18%] 1 [05%) o I1E%) 1{10%)  4{1.3%)
Diarthoea a I(2A%) D[] S(ZEW) | 1{10%) Z(1.0%) 480%) 5(2.0%)
Food patsoning a a a o o 2{00%)  Z{20%)  4{1.3%)
reflc 1 (16%) 1(0E%)  2(32%) 3 [1.E%] o B{30%) Z{20%) B{2.6%)

dseass
Mausea o 2(15%) o 2001%) | 1900%)  Z010%)  3{30%) 5{1.T%)
Nomiting Q Q Q =] o 100.5%) 2¢2.0%) 3{1.0%)
General disorders and IATHR) 4E31%)  4(65%)  B42%) | SeRE%) TSN G(59%) 13(4.3%)
adminisTaion site
conditions
Dedema penpheral 101.5%) a a o T{10%)  100.5%) 220%) 3(1.0%)
Pyrexia a 1 0E%) a 1(0E%] | 3d29%) Z(10%)  3{30%) 5{1.7%)
Hepaiobilary disorders ] I(ZA%R) 3(4E%) 6(3.2%) | 4(39%) 1(0.5%) 480%) 5(1.7%)
Cholelithiasis a 1 0E%) a 10E%] | Z41.8%) o Z20%)  200.T%)
Infechons and rfestatiors. O (14 1%) 23 (18.1%) 15 (24.0%] 38 [20.1%)| 27 (26.2%) 40 (19.9%) 22 (21.8%) &2 (20.5%)
COVID-18 FAA%)  I0TO%) B(12.5%) 1B [95%) | 3{28%) 945%) 9{BO%) 152(6.0%)
COVID-19 prismcnia a 108%)  1[15%)  2[01%) | 2d0E%)  2{10%) ] 290.7%)
Celultis a 1008%) 10185%]  2[11%) | 3f29%) o T00%)  140.3%)
Gangrere a a a a 2{1.9%) o ] o
Infuenza a 1 0% a 10E%) | 20.a%)  3{1.5%) ] 3{1.0%)
Localised infection a 1 [0LE%) a 1 [0B%] ] 200%) 100%) 3{1.0%)
Hasopharmgitis TP5%)  S(ASR) 232 TETE | 5¢48%) S5(25%) 5(50%) 10(33%)
Presumonia A% ZOIEW)  101E) 3[LE%) | 1{10%) 315%) ] 3{1.0%)
Sepsis o 1 0% a 1i0E%) | 240.9%) o o o
Sinusitis a a a o o 4420%)  1{10%)  5{1.T%)
Tooth infection a 1008%)  1{15%) 2 [1.1%) o o 2{20%)  240.T%)
Upper respratory trac o a o o o 5% 1{10%) 4{1.3%)
irfection
Urinary tract infeciion 101.5%) 3 (24%) 1] I(LE%) | 443.8%)  1405%)  5(5.0%) 6 (2.0%)
Injury, potsoning and B(a4%) B(r1%) Glo7k 157 5%| | Gi5.8%) I1Z(60%) 7(6.0%) 1906.3%)
procesdural comploasons
Fall a a 1B 1(0E%) | 1000%) Z{00%) 1 {10%)  3{1.0%)
Humerns frachsre a a a o Z018%)  100.5%) 0 140.3%)
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Muscie sirain =] 1 (0E%) [} 1 [0E%] ] Z2{1.0%) a Z{0.7%)

Rib fraciuns =] 1 (DE) 1] 1 [0.5%) a 2 {1.0%) a = (0.7%)
Investigations 4EFR) 1TETR) 455%) 18(7T8%) | T{E8%) 1Z{E.0%) 11{10.9%) Z3{T6%)
Elood ghucose inoreased =] 1] 11e%) 1(05%) ] Z2{1.0%) a Z0.7%)
Uirine profeinicreasinine =] L] o a ] o Zi20%) Z{0.T%)

ratio increased
Elood creatine [x] 1] a a Z{1.9%) [ a a
phosphokinase increassd
Elood pressure increassed 1 (1.5%) 4 [21%) 1[1.5%]) G(ZE%]) | 201.9%) 420%) 3{3.0%) 7T{23I%)

Prolein urini present =] 1 (0E%) o 1 [0E%] ] o I{30%) 3I{1.0%)
SARE-Cov-2 fest positive 1 [1.6%) 1 (DE%) 1] 1 [05%] 1{1.0%)  3{1.5%) a 3{1.0%)
Metatssism and nurritice E (24%) BTA%) MITTR] Z0(900E%)| 14 {(136%) 1T {EE%) TIEAO%) 24(7.9%)
dsaners

Dehydration o L] a a ] 210%)  1{10%)  3{1.0%)
Diakefie keloacidasis =] L] a a 2{1.9%) o ]
Diabezfes melinus =] 3 (24%) B [B.1%] B{4.2%) S589%) I{1.5%) a 3{1.0%)
Hypercholesierolaemia =] Z(1.85%) 1{1.5%] 3 [1.6%] T{0%)  4{20%) 24{20%) &{2.0%)
Hypserghyrasemia =] ] a a Z{19%) Z{1.0%) a Z{0.7%)
Hypserbalaemia =] 1 (0E%) 2 [A %) 3 [1.6%]) ] 1{05%) 242.0%) 3{1.0%)
Hypserlipidaemia =] ] 1{1.5%] 1[0.5%) o 210%)  1{1.0%)  31.0%)
Hypsorafrasmia 2 (A% 1 (0E%) 1{1.5%] 2[1.1%) | 2{1.9%) o a ]
Iron: deficienoy a o a a Z2{1.9%) o a a
Musculcskeietal ard E@4%) 10([7o%) B2 1E[EE%] | 9{E.T%) 18{2.0%) &{5.9%) 24{7.9%)
connecive tsses discrders

Arthralgia 1 (15%) 1 (OE%) 2 [32%) I(ER] | 201.9%) 1{0.5%) 2{20%) 3I{1.0%)
Arthiritis a a a a T{1.0%)  Z2{1.0%) a Z{0.T%)
Eack pain ] 201 E%) ] 2 [1.1%) 1{1.0%) S5{2.5%) Z{20%) Ti{2.3%)
Hensous sysiem disorders 3 4.THR) B (5%} 4 [5.5%) 12(63%] [12{11.7%) 13{6.5%) 1Z{11.9%) 25{8.3%)
Cembrovascular accident a (o) 1 [1.5%) 2 [1.1%) a 1{0.5%) 3{3.0%) 4{1.3%)
DHaie e reearopadry a a a a 1T{1.0%) 4 {2.0%) a 4{1.3%)
Headache 1 (15%) 5 (2%} 1 [1.5%]) 6 [3.2%) J{29%) 5{2.5%) I{30%) B{26%)
Heuropathy peripheral a a a a Z{1.8%)  1§0.5%) Z4{2.0%) 3 {1.0%)
Traresend schasmic atiack =] L] 1] 1] a 2 {1.0%) a = {0.7%)
Renal and unnary dsorders 4 (5.3%) (T1%) T(11.3%) 9E[BEW)| TiEA%) 11(55%) 5¢{5.0%) 16¢{5.3%)
Acute kdney injary FAERE ] 3 (ZA%) 3 [4.5%) G2.2%) | 2{1.9%) Z{1.0%) a Z{0.7%)
Chronic kidney discase =] L] 2[AT%) 2[1.1%] J28%) 4{20%) 1{10%) S{1.T%)
Renal impairmend ] L] o o 1{1.0%) o 2i20%) 2 {0.7%)

Respiraiory, thoraic and 4 (6.3} B (4.7 5 [B.1%) T1(5B%) | 3{2.9%) S&E0%) 4E80%) 1Z280%)
medastinal disorders

Acute respiraion telure 2 (A% 1 (0E%) 2[3 %) AMNE%R] | 2{1.9%) o a ]
Cough =] Le] o a ] Z{10%) Z{2.0%) 4i{1.3%)
Pulmonarny emiolism ] 1] 1] 1] o 2 {1.0%) a Z{0.7%)
ERin aind suboutanenUs 4 (5.3%) E4.T%) B [B1%] 11{58%) | 3{29%) 7Ti{3.5%) 5{50%) 12{40%)
tissue dsorders

Ekin wloer 2 (3 1%) 2 (168%) 1 [1.5%) JMER] | 2{1.9%) 140.5%) a 180.3%)
Vasoular dsorders 46 ¥%) 1Z2/04%) 14 Z2E%) 26 (13.B%)| 15 {14.6%) 25 (12.4%) 10{3.9%) 35{11.6%)
Hypeeriension 3 (4. TH) E (3o A2 (154%) A7 [90%] |13 (12.6%) 22 (10.9%) 5{7.9%) 30 {0.9%)

MedDRA=Medical Dictionary for Regulabory Activities, TEAE=Treatment-emangent adverse evend.

Sea Defiraon af erms for realmen ams descriplion.

* Ocular TEAES in the study eye where the frequency of a prederned term is >1 participant in any group in the
bilaterally reated participants

The bilslersl treatmeant group indudes all subjects with o leas) one anti-VEGF treatment in the feliow eye during
shudy. All adverse evenks aré considenad, including the ones thal coturmed befare st fellow eye imechon.

The wnilaberal reatment group incudes all subjects without arti-VEGF reatment in the fellow eye during study.
Source: Module 5.3.5.3, PH-427T61, Table 33.1.1/9

In particular, results for nAMD bilaterally treated population (PULSAR) must be interpreted with caution
considering the low group size compared to DME treated population (PHOTON).

The Applicant also provide data from PK simulation bilateral treatment 8 mg + 2 mg which simulate the worst-
case scenario (bilateral 842 mg IVT aflibercept administered every 4 weeks (q4) through 56 weeks) although
it may not represent bilateral exposure in PULSAR and PHOTON. The simulation shows accumulation of free
aflibercept in plasma after three initial monthly dose (AUC 2.60 mg*day/L for nAMD and 2.89 mg*day/L for
DME) and with no further dose accumulation beyond week 8-12. Additionally, free aflibercept being slowly
absorbed from the eye into the systemic circulation after IVT administration, no increase in blood pressure is
expected. However, as discussed in the Pharmacokinetic section it is to be noted that the model tends to
overpredictive and may in particular lead to imprecisions in estimation of free aflibercept.

Additionally, data on bilateral therapy with 8 mg are missing. In general practice, the Applicant explain that
the most expected regimen of administration while be bilateral exposure with initial treatment and maintenance
schedule which consist of 3 initial monthly injection in the active eye followed by a maintenance dose of 12
weeks after the last monthly injection and in the fellow eye (already treated eye) of a maintenance dose with
HD aflibercept every 12 weeks. This is justified by the Applicant that the clinical presentation with bilateral
newly diagnosed CI-DME or nAMD is relatively uncommon (Mathenge 2014, Adrian et al. 2022, Dhoot et al.
2023).
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2.5.7.6.3. Exposure during pregnancy and lactation

Regarding use in pregnancy and lactation, in non-clinical trials, the absence of safety margin with this new
formulation in animal study (see non clinical assessment) was observed and available clinical safety data with
aflibercept, which are limited, concluded with a potential signal of spontaneous abortion/pregnancy loss that
needs to be followed carefully. According to the procedure PSUSA of aflibercept
(EMEA/H/C/PSUSA/00010020/202211) which is ongoing, the labelling of paragraph “breastfeeding” in section
4. was updated in line with the EMA conclusions.

2.5.7.7. Immunological events

ADA analysis set and NAb analysis set consisted of n=793 (ADA) and n=786 (NAb) for nAMD (PULSAR study)
and 541 (ADA) and 541 (NAb) for DME (PHOTON). In both nAMD and DME indication, more than 90% of the
patients were ADA negative and low proportions of patients had pre-existing immunogenicity. No treatment-
boosted ADA was observed, and all treatment-emergent responses were low titer (< 1000). Furthermore, no
relevant impact of treatment-emergent ADAs on the safety profile were observed.

2.5.7.8. Safety related to drug-drug interactions and other interactions

No drug interaction studies were conducted with HD aflibercept.

2.5.7.9. Discontinuation due to adverse events

In PULSAR, the proportions of ocular and non-ocular TEAE leading to discontinuation were low and similar
between treatment groups at week 48 and 60 and in HD group solely “Retinal haemorrhage” occurred in more
than one patient. One serious event of “"Retinal detachment” was recorded at week 48 but not at week 60, the
MAH was requested to explain the difference (see OC in Clinical AR).

In PHOTON, two ocular events lead to study discontinuation, Iritis (moderate in severity, study drug related)
and Visual impairment (moderate in severity), both in the HDq12 group. Non ocular TEAE leading to study
discontinuation were reported in similar proportion between 2g8 group and all HD group. Most events were
reported in single participants.

Up to week 96, in PULSAR and PHOTON, 68.1% (n=689) and 80.9% (n=534) respectively of the randomized
patients (n=1009) completed Week 96. The main reasons of withdrawal in both studies were due to withdrawal
of consent by the patient (5.1% in PULSAR and 5.2% in PHOTON) and proportions were comparable between
arm regarding reasons for not completing the study.

2.5.7.10. Post marketing experience

No post-marketing data are available for HD aflibercept. Most recent post-marketing data on the approved
aflibercept 2 mg is available in the latest version of the PSUSA/00010020/202211.
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2.5.8. Discussion on clinical safety

This submission for aflibercept HD 8 mg (114.3 mg/mL) summarize the 48 week and 60 week safety data for
two phase 3 studies PULSAR (nAMD) and PHOTON (DME) as well as 44 week safety data for the phase 2 study
CANDELA (nAMD). The objective was to demonstrate the non-inferiority of aflibercept 8 mg (70uL of 114.3
mg/mL), every 12 or 16 weeks compared to aflibercept 2 mg (50 pL of 40 mg/mL), every 8 weeks. The safety
analysis set consisted of 1009 patients in PULSAR and 106 patients in CANDELA for nAMD indication and 658
patients in PHOTON for DME indication. More than 90% of the patients in both nAMD and DME studies completed
up to week 60 for PHOTON and PULSAR (both ongoing) and up to week 44 for CANDELA (completed). The
Applicant also provided as requested in the LoQ efficacy and safety data up to 96 weeks all patients in PHOTON
and approximately 80% in PULSAR.

In PULSAR, at week 60, patients received in 2q8, HDql12 and HDQg16 respectively 8.5, 6.9 and 6.0 injections.
In CANDELA, the mean number of injections at week 16 in both group (all HD and IAI) was of 5.8. Overall, in
PULSAR the mean total amount of aflibercept injected into the study eye up to week 60 was three times higher
in the HD group. In PHOTON, up to week 60 patients received in 2gq8, HDg12 and HDq16 respectively 10.0, 7.0
and 6.0 injections. Up to week 96, the mean number of injections were respectively in the 28, HDg12 and
HDQq16 treatment groups 12.8, 9.8 and 8.2 for PULSAR and 13.8, 9.5 and 7.8 for PHOTON.

The dosing regimen for HD group in PULSAR and PHOTON was of respectively 3 monthly injections followed by
a maintenance phase with 12 or 16 weeks intervals. Considering the higher exposure, the Applicant provided
further discussion on the efficacy and on the safety profile of the HDq12 and HDQ16 groups in the initiation
phase for PULSAR and PHOTON phase in which all treatment arms received active monthly injection with either
2 mg or 8 mg aflibercept at day 1, week 4 and week 8. Although exposures to aflibercept in the HD treatment
arms in both PULSAR and PHOTON studies were higher during the loading phase and that the incidence of
ocular TEAE in the 2g8 arms in both groups were disparate, safety data are still reassuring and in favour of a
comparable safety profile with ocular and non-ocular TEAE being reported in similar range between both
studies. No consistent trend could be observed in both studies. In both phase 3 studies, patients in HDg12 and
HDql16 were eligible for dose interval shortening (to a minimum of HDg8) starting from week 12 or 16 or
extension (by 4-week increments: HDg20) starting from week 52. This is further discussed in the Efficacy
section. The majority of the patients more than >75% in PULSAR and more than 90% in PHOTON maintained
their dosing regimen. In PULSAR, less than 10% of the HDg12 participants shortened to HDg8 and 38.5% of
the patients in HDg16 extended to HDg20 at week 60. In PHOTON, a total of 34.2% in HDq16 extended to
HDQg20 and 14.5% shortened to HDq12 or HD@8. In the fellow eye, slightly less patients received treatment in
HD group (18.5% vs 20.2 % at week 60) in PULSAR while similar proportions were observed between groups
in CANDELA and PHOTON.

As the patient with an HDg20 interval regimen are less exposed, no worsening of the safety profile is expected.
Safety data for HDg8 were submitted and compared to not modified HDq12/Hdg16 and 2g8. No consistent
trend could be observed for higher reported ocular and non-ocular TEAE and the safety profile seems similar
to the known safety profile of aflibercept 2 mg. In PHOTON in particular, lower ocular TEAE rates were reported.
Up to week 96, the majority of the patient had a treatment interval of = 12 weeks (all HD 87.1% PULSAR and
92.9% in PHOTON ) and = 16 weeks (all HD 69.2% PULSAR and 72.4% in PHOTON) and more than 40% of
the patient in both studies had extended to q20 (46.6% in PULSAR and 44.8% in PHOTON). Proportion of
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patient shortened to HDg8 were higher for PULSAR (21.3% in all HD group) compared to PHOTON (10.6% in
all HD group) and with a similar trend for proportions of patients in HDg8 regimen which were low in both
studies and higher in nAMD population (13.1% in PULSAR and 7.3% in PHOTON).

Regarding demographic characteristic and medical history in nAMD and DME, differences could be observed in
both populations between HD group and 2g8. This is further discussed in Efficacy section. Overall, the Applicant
was requested to further discuss the clinical relevance of the observed differences regarding demographic
characteristics and reported medical history for nAMD and DME population in Efficacy section.

In both AMD and DME studies, prior and concomitant treatments were reported in similar proportions and the
most reported ATC in both indications were consistent with medical history.

Overview of TEAE

e« nAMD

For nAMD, comparable proportion for ocular and non-ocular TEAE were observed in PULSAR up to week 48 and
60. The most reported ocular TEAEs for the study eye consisted of “Visual acuity reduced”, “Cataract”, and
“Retinal haemorrhage” which are very common/common listed ADR of Eylea 2 mg. Ocular TEAEs were for the
majority mild or moderate. Severe TEAE were reported in low and similar proportions with retinal detachment,
solely, being reported in more than one patient. Reported ocular TEAEs are consistent with the known safety
profile of aflibercept (2mg), slight differences can be observed between all HD and 2g8 groups (for the PT
nAMD) but also between HDq16 and HDq12 (for the PT Visual acuity reduced, Vitreous detachment, Vitreous
floaters and Macular oedema) however incidences in the HDg12 arm were comparable to 2gq8 or lowest although
exposure is the highest and observed incidences remains below or in the same range as compared to the
frequency listed for EYLEA 2 mg. Up to week 96, similar tendencies could be observed for ocular TEAE with
slightly lower incidence in the HD group (53.6% in 2g8 vs 50.5§ in all HD). Most reported ocular PT were
consistent with the known safety profile of aflibercept and incidences were comparable except for cataract
(listed ADR and important identified safety concern for aflibercept) however this could be explained by the
reported medical history of cataract being higher in the HD group and comparable proportions were reported
when looking at all PT related to cataract.

Regarding non-ocular TEAE in PULSAR at week 48 and 60, more than half of the patient in all group reported
at least one non-ocular TEAE. The most reported PT were “Infection and Infestations”, “Gastrointestinal
disorders”, “Musculoskeletal and connective tissues disorders” and “Vascular disorders” (Hypertension being
more reported in HDq12). Incidences between PT were overall comparable although slight differences could be
observed. Non-ocular TEAE were mostly mild to moderate in severity and severe non-ocular TEAE were more
reported in the 2g8 group. Lower incidences were reported in the HDq12 arm in which exposure is the highest
which does not seem in favour of a dose related effect. Additionally, these differences could be explained by
the higher incidences of medical history of hypertension and psychiatric disorders. When looking per TEAE (SOC
gastrointestinal disorders), events were low or reported in single patients. Up to week 96, similar tendencies
could be observed.

Up to week 48 and week 60, comparable proportions for study drug-related TEAE, IVT injection-procedure and
protocol-required procedure were reported between 2g8 and all HD groups. However, ocular study drug related
TEAE in study eye were reported in slightly higher incidence in HDg12. Incidence of ocular study drug related
TEAEs (PT) in the study eye in all HD group were low (<1% at week 60) and consisted of Visual Acuity reduced,
IOP increased and Retinal pigment epithelial tear (all reported in more than one patient). Non-ocular study
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drug related TEAE were reported in similar proportions between groups and PT reported in more than one
patient was “Cerebrovascular accident” for non-ocular TEAE (in 2g8 group). Incidences of ocular TEAE related
to IVT procedure were slightly higher in 2g8 group and differences could be observed between HDql12 and
HDq16. However, incidences in HDq12 (highest exposure) were lower or comparable to observed incidences in
2g8. The majority of the events were reported in single patients. The most reported PT for ocular TEAE assessed
as related to IVT were “Conjunctival haemorrhage”, “Vitreous floaters» and “Sensation of foreign body”. Non-
ocular TEAE assessed as related to IVT injection were reported in the HD group only (in solely one patient in
each HD group) and consisted of chest pain, cerebral ischemia, head discomfort, headache, trigeminal neuralgia
and hypertension. The Applicant provided the narratives of the cases and all event were majorly non serious,
resolved, mild to moderate in intensity and with no drug change. Ocular and non-ocular TEAE assessed as
protocol-specified procedure related were low (less than 1%) and comparable between groups. The most
reported PT consisted of “Corneal abrasion” for ocular TEAE and “Nausea” and “Vomiting” for non-ocular TEAE.
Up to week 96, similar tendencies could be observed.

The proportion of patients presenting serious TEAE were low in rate and slightly higher in the 2g8 than in the
HD group and similar tendencies were observed up to week 96 (2.8% in all HD group vs 1.2% in 2g8 group).
Proportions of TEAE leading to study discontinuation were similar and low between groups. Ocular serious TEAE
were reported in low proportions (<2%) with a slightly higher frequency in the HD group at both week 48 and
60. Reported ocular SAE at week 48 and 60 occurring in n=2 were “Retinal haemorrhage” (in both HD groups)
and “IOP increased” (in HDg12). The majority of serious ocular TEAE in the study eye were moderate in
intensity. Ocular serious TEAE assessed as drug study related at week 60 was “Angle closure glaucoma” (1 in
HDqg16). Ocular serious TEAEs assessed as IVT injection procedure related in HD group were “Angle closure
glaucoma”, “Skin laceration” and “IOP increased”. Non-ocular serious TEAE were observed in similar proportions
with comparable frequency between groups for each reported SOCs at week 48 and 60. Non-ocular serious
TEAE assessed as drug related occurred in 6 patients (2 in HDg16 and 4 in 2g8). The most reported serious
TEAE assessed as study related was “Cerebrovascular accident” (n=2) observed in 2g8. Additionally, one event
of “"Chest pain” in HDq12 was attributed to anxiety and assessed as injection and procedure related and resolved
on the same day. The majority of serious non-ocular TEAE were moderate in severity. The proportions of ocular
and non-ocular TEAE leading to discontinuation were low and similar between treatment groups at week 48
and 60 and in HD group solely “"Retinal haemorrhage” occurred in more than one patient. Most reported serious
non-ocular PT were consistent with underlying conditions and no similar trends were seen between both studies.
Regarding AESI (IOI, IOP, retinal tear/detachment, hypersensitivity, ATE, VTE, non-ocular haemorrhage, nasal
mucosal findings), these events were reported in comparable proportions between treatment arms and no
concern were raised from the analysis of the submitted data compared to the known profile for Eylea 2 mg.
Higher incidence of Cataract were observed up to week 96 (9.1% in all HD group vs 6.5% 2g8 for PULSAR).
Cataract is listed in the SmPc of Eylea 2 mg (common: 8%) and Eylea 8 mg (common: 4%) and is an important
identified safety concern in the RMP of Eylea. Up to week 96, no cases of Endophthalmitis, ocular vasculitis and
occlusive retinitis were reported for all HD group and for retinal pigment epithelial tear which was more reported
in the HDq12 group (all events occurred in the initiation phase) the reported rate of 1.8% is in line with the
pooled incidence found in previous studies in AMD (VIEW 1/VIEW 2) which was 1.6%. At week 96, for ATE

events, incidences were low and similar proportions were reported in both studies (ATEs 4.8% 2g8 and 5.3%
all HD group for PULSAR).

In PULSAR, less than 20% of the patient received bilateral treatment in the pooled HD group. Participants
receiving bilateral treatment in HD group had slightly higher proportion of medical history hypertension,
CVA/stroke, renal impairment vitreous detachment, cataract operation, nervous system disorders and
Musculoskeletal and connective tissue disorders. Non-ocular TEAEs were reported in higher proportion for the
HD group. The most reported SOC (more than 10%) in bilateral group consisted of Vascular disorders (10.9%
in all HD group vs 5.0%), Musculoskeletal and connective tissue disorders, injury poisoning and procedural
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complication (10% vs 4.0% in HDg12) and Infection and Infestations. Serious ocular TEAE in bilateral were
slightly higher in HDg12 group between groups and compared to unilateral. AESI (Cataract, Hypertension, IOP,
non-ocular haemorrhage, APCT) were reported in slightly higher proportion in bilateral therapy for HD group.
These results must be interpreted with caution considering the low group size.

e« DME

At week 48 and 60, TEAE in PHOTON were more reported in HD group (60.9% in all HD group vs 57.5% in 2g8
at week 60) as ocular TEAE in study eye and non-ocular TEAE were more reported in HD group. Similar
tendencies were observed at week 96. The most reported PT for ocular TEAE in the study eye were IOP
increased, Conjunctival haemorrhage, vitreous floaters, retinal haemorrhage, and Cataract (all three more
reported in HDq16 or HDg12 groups) all known and listed ADR of Eylea 2 mg. Comparable proportions were
observed between the 2g8 and HDq12 arms, comparable or higher proportion were reported in the fellow eye.
Ocular TEAE in the study eye were for the majority mild in severity and with a higher incidence in the HDq16
group. Reported ocular TEAEs were consistent with the known safety profile of aflibercept and underlying
conditions. The most reported non-ocular TEAE (more than 10%) were the SOC Infections and infestations,
Vascular disorders (slightly more reported in HDq16), Gastrointestinal disorders and Metabolism and nutrition
disorders. Events were either reported majorly in single patients or could be due to a higher medical history
for these SOCs being reported in HDg16 arm Non-ocular TEAE were for the majority mild (higher incidence in
HDQq16) or moderate in severity.

Study drug related TEAE were ocular TEAE for the majority and reported in less than 2% of the patients and
proportions were similar between all HD group and 2g8 group. The only TEAE reported in more than one patient
up to week 48 and 60 was IOP increase and one non-ocular study drug related ‘Lacunar infarction” was reported
in HDg16 group (bilateral treatment, resolved, no recurrence observed). IVT injection related TEAE were ocular
TEAE and protocol procedure related TEAE (none in HDgq16) were non-ocular TEAE for the majority and reported
in comparable proportion between HDg12 and 2g8 groups. Ocular IVT-injection-related TEAEs were reported
in more than 2 patients in all groups for Conjunctival haemorrhage, Eye pain, IOP increased and Vitreous
floaters. Non-ocular IVT-injection-related TEAEs in the HD group only (3 patients 0.6% in all HD group at week
60) and consisted of Nausea, Vomiting and Headache. Ocular TEAEs related to other protocol-specified
procedures in the study eye were reported in low proportions and in the HDg12 group only (Conjunctival
haemorrhage and Injection site irritation). Non-ocular TEAEs related to other protocol-specified procedures
were reported in low proportions included Nausea, Vessel puncture site haematoma, Contrast media allergy,
Post procedural pruritus, Rash, and Vein rupture. Up to week 96, similar tendencies could be observed.

Serious TEAE were slightly higher in 2g8 group. Serious ocular TEAE were for the majority mild to moderate in
severity while serious non-ocular TEAE were for the majority moderate to severe. Serious ocular TEAE consisted
in HD group of Cataract subcapsular, IOP increased, Retinal detachment and vitreous haemorrhage. All were
moderate or severe in severity, resolved and one event IOP increased was assessed as IVT injection related.
Up to week 96, serious ocular TEAE were low in rate and proportions were similar in PHOTON (1.2%). In both
PHOTON and PULSAR, most serious TEAE were reported in single patients (except for cataract (n=2 HDq16),
retinal detachment (n=5 all HD group), retinal hemorrhage (n=4 all HD group) and IOP increase (n=2 HDq12)
for PULSAR and vitreous detachment (n=2 HDq16) for PHOTON)).

Serious non-ocular TEAE were slightly less reported in the HDq16 group compared to other treatment arms.
Serious non-ocular TEAEs were primarily reported in the SOC of Cardiac disorders with comparable incidence
between groups at week 60. The SOC Nervous system disorders were reported in higher proportion in the
HDqg16 group (3.7%) and the PT Cerebrovascular accident was reported with higher incidence in HDq16 of
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which none were assessed as drug related and incidences in the HDq12 arm and 2g8 arm were similar. Up to
week 96, lower proportions were observed in PHOTON (2g8: 25.1, all HD: 23.2%) with PT majorly reported in
single patients. Most reported serious non-ocular PT were consistent with underlying conditions and no similar
trends were seen between both studies.

TEAE leading to discontinuation were more reported in the HDq12 group and consisted for the majority of non-
ocular TEAE (all reported in single participants in similar proportion between groups). Two events, one case of
Iritis (study drug related) and Visual impairment, both moderate in severity. A total of 18 deaths occurred in
PHOTON up to week 60. All deaths were associated to an SAE and none were considered as related to study
drug or study procedure. The most reported SOC was Cardiac disorders (3 deaths in each group at week 60).
The cause of death was unknown for 2 patients in HDq12 group and for one patient in HDq12 (patients had
cardiovascular risk factors and the chronology was not in favour of a causality). Up to week 96, incidences of
deaths were lower in the HD group (4.7% vs 5.4% 28 in PHOTON).

AESI (IOI, IOP increased, hypersensitivity, VTE) were reported in comparable proportion between treatment
arms and no safety concerns overall were raised from the submitted data. Other events such as Cataract were
reported in higher incidence in HDq16. Similar tendencies were observed up to week 96, incidence of cataract
was 7.5% in all HD vs 3.6% for 2g8 for PHOTON. Higher proportions of TEAE were also seen for subtypes of
cataract (cataract cortical, cataract nuclear and cataract subcapsular) but when looking at pooled data slightly
lower or comparable proportions were reported between all HD and 2g8 groups (frequency uncommon for all
in SmPc Eylea 8 mg). Cataract is listed in the SmPc of Eylea 2 mg (common: 8%) and Eylea 8 mg (common:
4%) and is an important identified safety concern in the RMP of Eylea. Up to week 96, no cases of
Endophthalmitis, ocular vasculitis and occlusive retinitis were reported for all HD group in PHOTON and overall
incidence of IOl events are low and comparable between arms. Concerning IOP increase although comparable
proportions were reported between all HD and 2g8, pre-dose IOP (=25 mmHg and =10 mmHg) were reported
in higher incidence in HD group no relevant clinical differences could be observed regarding mean change in
pre-injection IOP. IOP incidence was highest in the 2g8 arm in which there was the lowest aflibercept exposure
in the compared to HDg12 and HDq16. For APTC and ATE events, while incidences were low, higher proportions
were reported in HDg16 group. Although ATE events were more reported in the HDq16 group and 2g8 group
than in the HDg12 group (6.7% vs 6.0% vs 3.4% respectively), the cumulative exposure was the highest in
the HDq12 which showed the lowest incidence.

More than half of the patients received bilateral treatment in PHOTON (61.7% in the 2g8 group; 61.0% in
HDq12 and 62.0% in HDg16 at week 48). The population who received bilateral therapy consisted of patients
with a higher proportion of female in the HDg16 group compared to unilateral, aged below 65 years old, a
higher Haemoglobin Alc > 8%, baseline DRSS > 53, higher medical history of cataract in HDq12 for bilateral
therapy but well balanced between groups. Regarding non-ocular medical history, proportions were comparable
between unilateral and bilateral treated population or lower for the SOC Cardiac disorders and Vascular
disorders. Ocular TEAEs were reported in higher incidence in HD group. Most reported PT (=5%) in HD bilateral
arms consisted of Cataract, Conjunctival haemorrhage, Punctate keratitis and vitreous floaters (all higher in
HD group). Non ocular TEAEs in the HD group treated bilaterally were reported in comparable proportions.
Slight differences could be observed for the SOC Cardiac disorders, Vascular disorders and Nervous system
disorders. Serious ocular TEAE in bilateral treatment arms were low and comparable (none in the HDq16 group).
Serious non-ocular TEAE were more reported in 2g8 group. Study drug related TEAE (ocular and non-ocular)
were reported with low incidence in the bilateral HD group. One study drug related non ocular related (Lacunar
infarction) was reported in HDg16. AESI such as Cataract, IOP, APTC events and Hypertension were reported
in slightly higher incidence in HDg12 group in bilateral. No cases of injection related cataract were reported. A
difference can be observed for ATE between HDql12 and HDqg16. The Applicant also provide data from PK
simulation bilateral treatment 8 mg + 2 mg which simulate the worst-case scenario (bilateral 8+2 mg IVT
aflibercept administered every 4 weeks (g4) through 56 weeks) although it may not represent bilateral
exposure in PULSAR and PHOTON. The simulation shows accumulation of free aflibercept in plasma after three
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initial monthly dose (AUC 2.60 mg*day/L for nAMD and 2.89 mg*day/L for DME) and with no further dose
accumulation beyond week 8-12. Additionally, free aflibercept being slowly absorbed from the eye into the
systemic circulation after IVT administration, no increase in blood pressure is expected. However, as discussed
in the Pharmacokinetic section it is to be noted that the model tends to overpredictive and may in particular
lead to imprecisions in estimation of free aflibercept. In general practice, the Applicant explain that the most
expected regimen of administration while be bilateral exposure with initial treatment and maintenance schedule
which consist of 3 initial monthly injection in the active eye followed by a maintenance dose of 12 weeks after
the last monthly injection and in the fellow eye (already treated eye) of a maintenance dose with HD aflibercept
every 12 weeks. This is justified by the Applicant that the clinical presentation with bilateral newly diagnosed
CI-DME or nAMD is relatively uncommon (Mathenge 2014, Adrian et al. 2022, Dhoot et al. 2023). The Applicant
will assess the safety profile associated to bilateral exposure with aflibercept 114.3 mg/ml through the PSUR.
Additionally, the Applicant proposed to conduct a Phase 4 PK study to assess exposure with bilateral treatment
with Eylea 114.3 mg/ml as a REC (recommendation) for which results will thus be submitted by the Applicant
as a PAM (post-authorization measure) or as a type II variation if appropriate. Depending on the results of the
study, the Applicant committed to evaluate the need for a post-approval study.

Hypertension

As hypertension is a listed event for aflibercept administered by IV (although at a much higher posology), that
the topic is actually followed through the PSUR and a difference could be observed up to week 60, the Applicant
further discussed on the topic of Hypertension with the newly proposed regimen. Proportion of patients with
medical history of hypertension was similar with and without hypertension event although higher blood
pressures at baseline were higher in HD group (PULSAR: 141 mmHg (SBP)/77.3 mmHg (DBP) vs 133.3 mmHg
(SBP)/76.4 mmHg (DBP)). In PULSAR, the lowest incidence (15,5%) was reported in HDg12 group in which
the exposure is the highest. Onset of hypertension TEAEs over time (up to week 60) were well distributed and
is not in favour of a correlated aflibercept induced hypertension. Pooled mean changes in blood pressure
(CANDELA/PULSAR/PHOTON) for 8 mg were lower than the baseline through week 60. Pre-defined treatment-
emergent potentially clinically significant values of systolic blood pressure related to elevations and decrease
were comparable or slightly higher in all HD group for both PULSAR and PHOTON. Compared to previous
experience with Eylea 2 mg, similar or higher incidence were observed at 1 and 2 years in the 2 mg group
compared to week 60 and 96 with 8 mg (for DME 25.8 % 2 mg at 2 years vs 17.3% at week 96 for all HD and
for AMD 14.7% 2 mg at 2 years vs 8.0% at week 96 for all HD). At week 96, incidences were similar in PULSAR
(298: 7.4%, all HD 8.0%) and PHOTON (2g8: 16.2%, all HD 15.5%). Furthermore, the risk of hypertension is
currently monitored through the PSUR.

Subgroup analysis

For PULSAR and PHOTON, at week 48 and 60, differences could be observed for ocular adverse events and
non-ocular TEAE with higher proportions for HDq12 by categories of age and for the Japan subgroups (10% in
PULSAR and 20% in PHOTON of included patients were Asian). However, taking into account the low number
of participants included in the subgroups, these results should be interpreted with caution. For other analysed
subgroups, no safety concerns can be raised regarding the submitted data for both studies.

Immunogenicity

In both nAMD and DME studies, the majority of the patient were ADA negative, No treatment-boosted ADA was
observed, and all treatment-emergent responses were low titer (< 1000). No relevant impact of treatment-
emergent ADAs on the safety profile were observed.

Use in pregnancy and lactation
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In non-clinical trials, the absence of safety margin with this new formulation in animal study (see non clinical
assessment and available clinical safety data with aflibercept, which are limited, concluded with a potential
signal of spontaneous abortion/pregnancy loss that needs to be followed carefully. The Applicant provided
further discussion on recommendation level in pregnancy which is acknowledged.

According to the procedure PSUSA of aflibercept (EMEA/H/C/PSUSA/00010020/202211) which is ongoing, the
labelling of paragraph “breastfeeding” in section 4.6 was updated by the Applicant in line with the EMA
conclusions.

2.5.9. Conclusions on the clinical safety

In this submission, the Applicant provided data up to 60 week for a new posology Aflibercept 8 mg in vial
(114.3 mg/mL), which is 3 times higher than the marketed 2 mg (40 m/mL). The overall submitted data for
the safety profile for Aflibercept 8 mg up to week 96 seems (see Lol) to be in line with the already known and
established safety profile of Eylea. Some differences could be observed regarding ocular and non-ocular TEAEs
in PULSAR and PHOTON which were discussed by the Applicant and no new safety concerns can be raised at
this stage.

2.6. Risk Management Plan

2.6.1. Safety concerns

Summary of safety concerns

The applicant proposed the following summary of safety concerns in the RMP version 33.2:

Table SVIII.1: Summary of safety concerns

Summary of safety concerns

Important identified risks e Endophthalmitis (likely infectious origin)
e Intraocular inflammation

e Transient intraocular pressure increase
¢ Retinal pigment epithelial tears

e Cataract (especially of traumatic origin)

Important potential risks e Medication errors
e Off-label use and misuse
¢ Embryo-fetotoxicity

Missing information e Long term safety of aflibercept in preterm infants with ROP
e Exposure with bilateral 8 mg aflibercept therapy
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2.6.1.1. Discussion on safety specification

The Applicant proposed the list of safety concerns presented above. In PULSAR (AMD) and PHOTON (DME),
patients were treated in the fellow eye with Aflibercept 2 mg or another anti-VEGF, thus no data are actually
available regarding bilateral treatment with 8 mg. The proposal of the addition of the safety concern “Exposure
with bilateral 8 mg aflibercept therapy” as missing information is acceptable.

For the safety concern “Medication errors”, the Applicant proposed a mock-up for the packaging of Eylea 8 mg
to differentiate the two posology. The disparities between the two posology will also be highlighted in the
Educational material and in the SmPC (section 4.2 and 6.6). All the proposed changes to minimize the risk of
medication error by the Applicant are accepted.

For the safety concern ‘off-label use and misuse”, the risk of off-label use of Eylea 8mg in the other approved
indication of Eylea (2 mg) is expected to be low in both the adult and paediatric population (in particular as the
paediatric device is specific to the 2 mg PFS and that no data were published in this indication according to the
Applicant). The safety concern is addressed in the Educational material.

No concerns are raised regarding the other safety concerns of Eylea.

2.6.1.2. Conclusions on the safety specification

At this stage, having considered the data in the safety specification it is agreed that the safety concerns listed
by the applicant are appropriate.

2.6.2. Pharmacovigilance plan

e Routine Pharmacovigilance Activities

Routine pharmacovigilance activities include two specific follow-up questionnaires one for
endophthalmitis/intraocular inflammation, and one concerning IOP increases with the 2 mg Eylea PFS. The
questionnaire for Endophthalmitis/Intraocular inflammation was updated to include the 8 mg dosage for wet
AMD/DME indications (Annex 4). Furthermore, as the Eylea 8 mg 114.3 mg/ml) is available in vial only, the
questionnaire specific to IOP increase with the PFS was not updated. This is acceptable.

e Additional Pharmacovigilance Activities

The Applicant initially proposed a category 3 phase 4 PK study (An open-label, non-randomized, multicenter,
Phase 4 Pharmacokinetic (PK) study to evaluate the systemic exposure of bilateral intravitreal administration
of high dose (HD) (8 mg) aflibercept in adults with diabetic macular edema (DME) or neovascular age-related
macular degeneration (nAMD)) as additional pharmacovigilance activities to assess the safety concern
“Exposure with bilateral treatment of Eylea 114.3 mg/ml". However. the proposed PK study sample size is
expected to provide limited information on the safety and efficacy of the HD use in patients. The proposed
study will be able to inform on the PK profile of aflibercept solution 114.3 mg/mL, which could impact on safety
in case of bilateral treatment as reflected in the latest proposed section 4.4 of the SmPC:
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The safety and efficacy of bilateral treatment with Eylea 114.3 mg/ml per eye have not been studied (see
section 5.1). If bilateral treatment is performed at the same time this could lead to an increased systemic
exposure, which could increase the risk of systemic adverse events.

Thus, the proposed PK study was downgraded as a REC (recommendation) for which results will be submitted
by the Applicant as a PAM (post-authorization measure) or as a type II variation if appropriate. Depending on
the results of the study, the Applicant committed to evaluate the need for a post-approval study.

Overall, the safety associated with the bilateral administration with the 8 mg dosage will be monitored by the
Applicant in the PSUR with a particular focus on systemic adverse effects.

In conclusion, there are no new additional pharmacovigilance activities and the ongoing or planned additional
PV activities remains as follow:

Table Part IIL.2: On-going and planned additional PV activities
Study Safety concerns
Statnz addreszed

Category 3 - Fequired addiional Pharmacovigilance (PhW) activity (to addressz specific zafety concerns or to
meazure effactvenesz of nsk munmization measuras).

Objectives Mileztones Due dates

# The purpoze of Protocel finalized Interim study
the current study (27 WOV 2019 report:

Review zafety outcomes of # Primary study
FIREFLEYE NEXT ztudy ohjactive: To

BAY 56-5311/20275:

evaluate long-term

15 to collect the ®  D-vear of age

An extension study to safen outcomes and missing da..ta of 1prv- planmed for data in
evaluate the long-term vizual fimetion of the potential  ep 2005 Q2 2023
outcomes of subjects who subjects mcluded in long-term ¢ Tvear ofase
racaived freatment for Study 20000 for effacts aftar da-ta in E{Ilzl-
retinopathy of prematurity in  treatment for treatmant with !
Stady 20090 retinopathy of aflibarcept and ' 4'3'-E3_I of ag_e
) prematurity (FOF) lazer. Subjects data in 2025
B . . + ehadn will ke followed
Status: Ongoing Eﬁfﬁ?f?dd up to 3 years of Fmal study raport
describe the visual chronological 2016
function and overall age, which “"_"u
development of enable 2 detailed
subjacts included in aszessment of
Study 20090 far wisnal fimetion
treatrnent for ROP and overall
development.

Categary 1 are imposed activities considered key to the benefit risk of the product.

Categary I are specific oblizations.

Categary 3 are required additional PhY activity (to address specific safety concems or to measure effectiveness of risk
minimization messures) |

e Overall conclusions on the PhV Plan

The PRAC having considered the data submitted, is of the opinion that the proposed post-authorisation PhV
development plan is sufficient to identify and characterise the risks of the product.
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2.6.3. Risk minimisation measures

e Routine Risk Minimisation Measures

e Summary of additional risk minimisation measures

The following risk minimisation measure in section V of the RMP version 33.2 were updated:

Medication error:  Routine risk minimization measures:  Routine pharmacovigilance activities

SmPC sections 4.2, 4.9 and 6.6 bevond adverze reactions reporting and
Package Leaflet sections 1 and 3 zignal detection:
Mot applhcabla.

Other rontine rizk minimization Additional pharmacovigilance activities:

measures beyond the Product None
Information:

Medicinzl product subject to restncted

madical prazeription. Evlea must only

be adminizterad by 2 qualified physician
axperiencad m admumisterme mtravitreal
injactions.

Packing differentiation Evlea 40 mz'ml

wersus Evlea 114.3 meml.

Additional risk minimization
meazures:
Educational program: Beyond routine
minimization actvities, additional
msazures are currently needsd to raize
phvzicians' awarensss on medication
error (prescriber guide and video: in
addrtion for adult mdications: patient
zuids “Your guide to Evlea™, and its
audic version).

No other significant changes were made regarding other potential and identified risk as well as missing
information in tables V.1. Considering the OC raised on the status of the PK study as a recommended post-
authorisation measure (REC), changes were applied to this section and to every other concerned section of the
RMP. The Applicant submitted a RMP version 33.4 which is accepted.

The Educational Material will cover all approved dosages (0.4 mg/2 mg/8 mg) and approved formats (2 mg
aflibercept PFS, 2/8 mg aflibercept vial) which is similar to the conduct which was taken in procedure
EMEA/H/C/002392/11/0077/G (positive approval in end of 2022). This is acceptable as the safety profile seems
similar between the 2 and 8 mg and as the Applicant will highlight the differences between the two dosages
including injection volume/dose, indications, packaging/labeling, and format PFS/vial.

Furthermore, a common EM will be available in case of favourable issue of this procedure and that, after CHMP
opinion, EU PI for the 114.3 mg/ml will be merged to the complete Eylea EU PI. Thus Annex IID of the SmPC
and Annex 6 of the RMP will have to apply to the different strengths, presentations (vial and PFS as applicable)
and indications of Eylea.

However, the following key elements in bold are not applicable in the 8 mg:
o Pre-filled syringe, the vial and the paediatric dosing device are for single use only

. Use of the paediatric dosing device is mandatory
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° The need to properly prime the paediatric dosing device before injection ™

Therefore, the Applicant updated the Annex VI of the RMP v 33.4 and IID of the SmPC as follow (in red):

Physician information

Intravitreal injection procedure video

Intravitreal injection procedure pictogram

Patient information packs (for adult population only)

The physician information in the educational material contains the following key elements:

Techniques for the intravitreal injection including use of a 30 G needle, and angle of injection

The vial is for single use only

The need to expel excess volume of the syringe before injecting Eylea to avoid overdose (in adult
population only)

Patient monitoring after intravitreal injection including monitoring for visual acuity and increase of
intraocular pressure post-injection

Key signs and symptoms of intravitreal injection related adverse events including endophthalmitis,
intraocular inflammation, increased intraocular pressure, retinal pigment epithelial tear and cataract

Female patients of childbearing potential have to use effective contraception and pregnant women should
not use Eylea (in adult population only)

The following key element is specific to the 40 mg/mL:
e The pre-filled syringe and paediatric dosing device are for single use only

The following key elements are specific to the ROP (retinopathy of prematurity) indication:

e Use of the paediatric dosing device is mandatory
e The need to properly prime the paediatric dosing device before injection

e Overall conclusions on risk minimisation measures

The PRAC having considered the data submitted is of the opinion that the proposed risk minimisation
measures are sufficient to minimise the risks of the product in the proposed indication(s).

2.6.4. Conclusion

The CHMP and PRAC considered that the risk management plan version 33.4 is acceptable.

2.7. Pharmacovigilance

2.7.1. Pharmacovigilance system

The CHMP considered that the pharmacovigilance system summary submitted by the MAH fulfils the
requirements of Article 8(3) of Directive 2001/83/EC.
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2.7.2. Periodic Safety Update Reports submission requirements

The requirements for submission of periodic safety update reports for this medicinal product are set out in the
list of Union reference dates (EURD list) provided for under Article 107c(7) of Directive 2001/83/EC and any
subsequent updates published on the European medicines web-portal.

3. Benefit-Risk Balance

3.1. Therapeutic Context

3.1.1. Disease or condition

The target indication applied for by the MAH is for the treatment of adult patients with nAMD and DME.

The aim of new strength (aflibercept 8 mg) proposed by the MAH is to decrease the patient/healthcare
professional’s burden (number of visits and IVT injections, adverse events associated with the IVT injections

).

3.1.2. Available therapies and unmet medical need

Treatments of patients with nAMD and DME are initiated as soon as diagnosed by anti-VEGF marketed products
in Europe (EYLEA® - aflibercept; LUCENTIS® - ranibizumab and biosimilars; BEOVU® - broculizumab;
VABYSMO® - faricimab), laser photocoagulation or vitrectomy in order to stop the disease progression. Despite
progress in its current treatment and management, both diseases remains incurable. Patients receiving the
anti-VEGH therapy undergo specific dosing regimen with regard to the molecule used for their treatment.
However, the actual dosing regimen for the anti-VEGF therapy are limited to 4 month interval in the
maintenance phase.

Aflibercept is a known anti-VEGF molecule use as a standard of care in both indications (hnAMD and DME).

3.1.3. Main clinical studies
The clinical development program of aflibercept consisted of three studies including two considered as pivotal
and one supportive:

o Study PHOTON (21091, VGFTe-HD-DME-1934): an on-going (with data through Week 60), multi-
center, randomized, double-masked, active-controlled Phase 2/3 study in participants with DME.

o Study PULSAR (20968): an on-going (with data through Week 60), multi-center, randomized, double-
masked, active-controlled Phase 3 study in participants with nAMD.

o Study CANDELA (21086, VGFTe (HD)-AMD-1905): completed (supportive study), multi-
centerrandomized, single-masked, active-controlled Phase 2 study in participants with nAMD.
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3.2. Favourable effects

PULSAR Study (20968) is an on-going, multi-center, randomized, double-masked, active-controlled Phase 3
study in participants with nAMD (ratio 1:1:1, 2g8, HDq12, HDq16).

PHOTON study (21091, VGFTe-HD-DME-1934) is an on-going, multi-center, randomized, double-masked,
active-controlled Phase 2/3 study in participants with DME (ratio 1:2:1, 298, HDq12, HDq16).

Both studies intend to demonstrate the non-inferiority of aflibercept 8 mg (70uL of 114.3 mg/mL), every 12 or
16 weeks compared to aflibercept 2 mg (50 uL of 40 mg/mL) and included patients accordingly to their disease.

Treatment success (primary efficacy variable), was defined with the change from baseline in BCVA (ETDRS
letter score) at Week 48, completed with a key secondary endpoint of that measure at Week 60. Overall, the
primary and key secondary endpoint criteria, to know, the change from baseline in BCVA measured by the
ETDRS letter score at Week 48 and 60 (non-inferiority of IVT aflibercept therapy HDg12 and HDq16 dosing
regimen to the current authorized IVT aflibercept therapy 2g8 dosing regimen) is considered to be statistically
met (95% credible interval for treatment difference with a non-inferiority margin of 4 letters with LS mean
change from baseline in BCVA to Week 48 and 60), at Week 48 and 60 for both studies.

Moreover, based on data from PULSAR (snhapshot including all patients with approx. 80% completed Week 96
data collection) and on the data from all patients in PHOTON, HD aflibercept dosed every 12 weeks or every
16 weeks showed maintained efficacy through Week 96 compared to 2 mg aflibercept, consistent with the non-
inferiority demonstrated at Week 48 and Week 60 with respect to improvement in BCVA in patients with nAMD
or DME. Through Week 96, HD aflibercept provided improvements in mean change in CST in both nAMD and
DME populations, consistent with the results reported at Week 48 and Week 60. Indeed, the preliminary
Week 96 data from the PULSAR study and the full Week 96 data from PHOTON further support the proposed
dosing regimens for nAMD and DME of 8 mg aflibercept administered by intravitreal injection

In both studies, a large majority of patients treated with HD aflibercept had treatment intervals of every
> 12 weeks and every > 16 weeks which led to a clinically meaningful reduction in the number of injections
for Week 96 completers. In PULSAR, the number of injections were reduced from a mean of 12.8 injections in
2g8 down to 9.8 (-23%) and to 8.2 (-36%) in HDg12 and HDQq16, respectively; in PHOTON, from a mean of
13.8 in 2g8 down to 9.5 (-31%) and 7.8 (-43%) in HDg12 and HDq16, respectively.

In both studies, a high proportion of patients in the HD groups (48% and 56% respectively in the PHOTON and
PULSAR HDQq16 groups) extended their treatment intervals to q20 or longer while only a very few patients
extended to intervals of g20 required a subsequent shortening of the treatment interval. As for the requested
2-year data, the Applicant provided exposure details for patients who extended their treatment interval to q20
or longer. Through Week 96, up to 47% and 44.3% of HD patients extended their treatment interval to q20 or
longer intervals in the PULSAR and PHOTON study respectively. Numerically, this correspond to a total of 185
patients completed at least one 20 interval before Week 96 in PULSAR and 133 patients in PHOTON study

At Week 96, the proportion of patients with g20 or longer as the last intended dosing interval in the PULSAR
was 36.8% in the HDq12 group and 54.9% in the HDq16 group. Of 216 HD patients that were extended to a
g20 treatment interval at any time through Week 96, the majority of patients maintained on gq20 or were
extended even further to q24 (i.e. 53 and 127 HD patients, respectively); only a few patients were shortened
back to q16 (i.e. 3 HD patients).

For the PHOTON study, at Week 96 the proportion of patients with q20 or longer as the last intended dosing
interval was 42.2% in the HDg12 group and 45.3% in the HDq16 group. Of 177 HD patients that were extended
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to a g20 treatment interval at any time through Week 96, the majority of patients maintained on q20 or were
extended even further to q24

The other secondary endpoint differs in both studies:

In PULSAR study, the proportion of participants with no IRF and no SRF in Central Subfield at Week 16 with a
comparison between the 2g8 group versus pooled HD groups (HDql2 and HDql16) was assessed and the
superiority appears to be statistically met for both HD groups at week 16. More long-term data were provided
for this endpoint (week 48 and 60) and same tendency was observed with an absence of IRF and SRF more
pronounce in the HD groups and more particularly in the HDq12 group.

In PHOTON study, the proportion of participants with a >2-Step improvement in DRSS Score at Week 48 was
assessed and the non-inferiority appears to be statistically met only in the HDq12 group at week 48.

3.3. Uncertainties and limitations about favourable effects

The provided long term efficacy data from PULSAR and PHOTON studies are reassuring and it appears that the
product dosed every 12 weeks (HDql12) or every 16 weeks (HDq16) showed maintained non-inferior efficacy
through Week 96 compared to 2 mg aflibercept, consistent with the results demonstrated at Week 48 and
Week 60 with respect to improvement in BCVA and CST in patients with nAMD or DME.

To be noticed also that the per-protocol population which is a key population in non-inferiority trials is somewhat
questionable in PULSAR trial for it includes patients presenting with deviations to planned regimens of
administration.

Finally, in response to the question about EDTRS reading process in Asian populations, the Applicant
described a reading procedure but it is unclear if it was specific to Asian subjects or applied to all
geographical regions. As noted above, it is anyway to be noticed that point-estimates of treatment effect go
in opposite directions for Asian and Europe.

3.4. Unfavourable effects

The safety profile of Aflibercept 8 mg (114.93 mg/mL) up to week 60 in nAMD and DME indications appears
comparable to the already established profile of Eylea in adults.

In nAMD, comparable proportions were reported for ocular, non-ocular TEAEs and serious TEAE. The most
reported ocular TEAE consisted of “Visual acuity reduced”, “Cataract” and “Retinal haemorrhage” which were
mostly mild to moderate in severity. Incidences of ocular and non-ocular TEAE leading to discontinuation were
low and comparable, with “Retinal haemorrhage”, solely, being reported in n> 2 patients.

In DME, higher incidence of ocular and non-ocular TEAE were reported in HD group. Most reported ocular TEAE
consisted of “"Cataract”, Retinal haemorrhage” and “Vitreous floaters”. TEAE were mostly mild to moderate in
severity. Serious TEAE were reported in comparable proportions.

Incidences were comparable for study drug-related and IVT injection-procedure TEAE in both studies. TEAE
assessed as related to study drug and IVT injection were consistent with the known safety profile of Eylea.

In PULSAR, TEAEs leading to discontinuation were low and comparable. In PHOTON slightly more patients
discontinued study drug in HD group.
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Non-ocular TEAE were reported in comparable proportions with the most reported SOC being Vascular
disorders, Infections and infestations and Gastrointestinal disorders.

A total of 14 and 1 patients died in respectively nAMD and DME studies up to week 96. Incidences of deaths
were lower in the HD group in both studies (2.1% and 3.6% in PULSAR and 4.7% vs 5.4% 2g8 in PHOTON).
None were assessed to aflibercept (study drug, IVT injection and protocol procedure).

AESI were in general comparable between groups in both studies and no clinically relevant laboratory findings
in the mean or median changes from baseline in PULSAR and PHOTON were observed. No case of
endophthalmitis were reported in both studies for HD group.

Furthermore, non-clinical data did not reveal any difference in the toxicity profile with a higher dose level. The
safety margins for unilateral IVT treatment of patients with aflibercept 8 mg and IVT injection are considered
significant.

Regarding immunogenicity, in both nAMD and DME studies, the majority of the patients were ADA negative,
No treatment-boosted ADA was observed, and all treatment-emergent responses were low titer (< 1000). . No
relevant impact of treatment-emergent ADAs on the safety profile were observed.

Additionally, the recommended duration of contraception for females of reproductive potential following the
last dose of aflibercept 8 mg is 4 months (vs 3 months for Aflibercept 2 mg).

3.5. Uncertainties and limitations about unfavourable effects

At baseline, discrepancies could be observed in both hnAMD and DME populations between HD group and 2g8
regarding demographic characteristics and medical history. Further discussion was provided by the Applicant
to assess the clinical relevance of the observed discrepancies on both efficacy and safety data assessment (see
Efficacy section).

Considering the exposure being 3 times higher compared to the already recommended dosing regimen of 2 mg
every 8 weeks after a 3 monthly initiation phase, uncertainties were raised regarding the safety profile of HD
aflibercept during the initiation phase. The Applicant provided discussion and although exposures to aflibercept
in the HD treatment arms in both PULSAR and PHOTON studies were higher during the loading phase and that
the incidence of ocular TEAE in the 2gq8 arms in both groups were disparate (17,3% for 28 for nAMD and 2q8:
9.6% in DME), safety data are still reassuring and in favour of a comparable safety profile with ocular and non-
ocular TEAE being reported in similar range between both studies. No consistent trend could be observed in
both studies.

Up to week 96, the majority of the patients had a treatment interval of > 12 weeks (all HD 87.1% PULSAR and
92.9% in PHOTON) and = 16 weeks (all HD 69.2% PULSAR and 72.4% in PHOTON) and more than 40% of the
patients in both studies had extended to q20 (46.6% in PULSAR and 44.8% in PHOTON). Proportion of patients
shortened to HDg8 were higher for PULSAR (21.3% in all HD group) compared to PHOTON (10.6% in all HD
group) and with a similar trend for proportions of patients in HDg8 regimen which were low in both studies and
higher in nAMD population (13.1% in PULSAR and 7.3% in PHOTON). As the patients with an HDq20 interval
regimen are less exposed, no worsening of the safety profile is expected. Safety data for HDg8 were submitted
and compared to not modified HDq12/Hdql6 and 2g8. No consistent trend could be observed for higher
reported ocular and non-ocular TEAE and the safety profile seems similar to the known safety profile of
aflibercept 2 mg. In PHOTON in particular, lower ocular TEAE rates were reported. An OC was raised in regards
of the PI (section 4.2).
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Further discussion was also provided for the topic hypertension, a listed event for aflibercept administered by
1V, as a higher proportion was seen in all HD group at week 48 and 60. However, up to week 60, incidences
were similar in PULSAR (2g8: 7.4%, all HD 8.0%) and PHOTON (2g8: 16.2%, all HD 15.5%). Compared to
previous experience with Eylea 2 mg, similar or higher incidences were observed at 1 and 2 year in the 2 mg
group compared to week 60 and 96 with 8 mg (for DME 25.8 % 2 mg at 2 years vs 17.3% at week 96 for all
HD and for AMD 14.7% 2 mg at 2 years vs 8.0% at week 96 for all HD). The risk of hypertension is currently
monitored through the PSUR.

Furthermore, the Applicant provided as requested safety data up to week 96 which confirms a similar safety
profile for aflibercept 8 mg compared to the known profile of 2 mg. No new safety concern can be raised. The
Applicant is requested to provide additional safety data regarding relatedness and severity for ocular and non-
ocular TEAEs.

Approximately <20% of patients in PULSAR (AMD) and = 50% of patients in PHOTON (DME) received bilateral
treatment in the fellow eye with aflibercept 2 mg or another anti-VEGF (exclusively in PULSAR) up to week 60.
Differences could be observed regarding baseline characteristics and medical history between unilateral and
bilateral treated patients and thus further discussion were provided for both studies. For nAMD population,
ocular TEAE were reported with comparable incidence and non-ocular TEAE were more reported in HD group
(62.0%% for bilateral vs 50.9% for unilateral). For PHOTON (DME), incidences for ocular and non-ocular TEAE
were comparable but differences could be observed. AESI (Cataract, Hypertension, IOP, non-ocular
haemorrhage, APCT) were reported in slightly higher proportion in bilateral therapy for HD group in both nAMD
and DME. It is to be noted, that safety results for nAMD patients must be interpreted with caution considering
the low group size of patients receiving bilateral therapy. Bilateral exposure is expected in clinical practice in
both hnAMD and DME populations, however safety data on exposure with bilateral therapy with 8 mg are
currently missing. The Applicant proposed a phase 4 PK study to evaluate bilateral exposure with 8 mg
aflibercept (Cmax and AUC) as a REC and the topic will also be monitored through the PSUR.

Additionally, in non-clinical trials, the observed absence of safety margin with HD aflibercept in animal study
and available clinical safety data with aflibercept, which are limited, concluded with a potential signal of
spontaneous abortion/pregnancy loss that needs to be followed carefully.

3.6. Effects Table

Table 4.6. Effects Table for aflibercept 8 mg (HDg12 and HDq16) versus aflibercept 2 mg (control) at 48 and
60 week.
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Effect

Short

Description

Favourable Effects

Treatment

Control

Uncertainties/
Strength of evidence

BCVA PULSAR LS Hdqgl2: 6.06 2qg8: 7.03 Statistically significant
(primary (mea (0.77) (0.74) (non-inferiority).
endpoint) n HDql6:
at 48 week (SE) 5.89 (0.72)
PHOTON from Hdg12: 8.10 298: 8.67 Statistically significant
baseli (0.61) (0.73) (non-inferiority).
nein HDql6:
letter 7.23 (0.71)
s
BCVA (key  PULSAR LS Hdg12: 6.37 2g8: 7.23 Statistically significant
secondary (mea (0.74) (0.68) (non-inferiority).
endpoint) n HDql6:
at 60 week (SE) 6.31 (0.66)
PHOTON from Hdql2: 8.52 2g8: 9.40 Statistically significant
baseli (0.63) (0.77) (non-inferiority).
nein HDql6:
letter 7.64 (0.75)
s
Proportion PULSAR N Hdql2: 61.6 2g8: 51.6 Statistically significance
of results at (%) HDql16: 65 of the pooled HD group
participants week 16 (superiority).
with no IRF  PULSAR Hdq12: 71.1 29g8: 59.4 Descriptive
and no SRF results at HDql6:
in central week 48 66.8
subfield PULSAR Hdgql12: 74.6 2g8: 74.6 Descriptive
(key results at HDq16:
secondary week 60 72.2
endpoint)
Proportion PHOTON N Hdqg12: 29 2g8: 26.6 Statistically significant
of results at (%) HDq16: only for HDg12 (non-
Participants week 48 16.6 inferiority).
With a =
2-Step
Improveme
nt in DRSS
Score (key
secondary
endpoint)
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Effect Short Unit Treatment Uncertainties/

Description Strength of evidence

Unfavourable Effects

Ocular AE Cataract N 3.0% 2.2 % Most reported known (1)
(%) ADR of Eylea related to
injection procedure
Vitreous 2.7% 1.6% Most reported known (1)
detachment ADR of Eylea related to
injection procedure
Conjunctival 3.0 % 2.3% Most reported known (1)
haemorrhage ADR of Eylea related to
injection procedure
Visual acuity 2.9% 4.5% Most reported known (1)
reduced ADR of Eylea
Vitreous 3.0 2.7% Most reported known (1)
floaters ADR of Eylea
Non-ocular  Hypertension N 6.2% 4.5% Most reported non-ocular (1)
AE (%) TEAE and Uncertainties

on systemic exposure
Abbreviations:
Notes:
(1) Pooled 60 weeks safety data CANDELA/PULSAR/PHOTON

3.7. Benefit-risk assessment and discussion

3.7.1. Importance of favourable and unfavourable effects

The development plan of aflibercept 8 mg for the treatment of nAMD and DME subjects is based on 2 pivotal
studies (PULSAR and PHOTON) and a supportive study (CANDELA), also discussed in a scientific advice.

PULSAR Study (20968) is an on-going, multi-center, randomized (1:1:1, 2gq8, HDgq12, HDq16), double-masked,
active-controlled Phase 3 study in participants with nAMD and PHOTON study (21091, VGFTe-HD-DME-1934)
is an on-going, multi-center, randomized (1:2:1, 28, HDql12, HDq16), double-masked, active-controlled Phase
2/3 study in participants with DME. Both studies aimed to assess the efficacy, safety, and tolerability of
intravitreal 8 mg aflibercept (HDg12 and HDq16) compared to aflibercept 2 mg. Participants were treated at
baseline and rescue treatment (aflibercept 8 mg with a g8 IVT injection interval) could be administrated from
Week 16 in HD groups as per the defined criteria.

Treatment success (primary efficacy variable) was defined as the change from baseline in BCVA (ETDRS letter
score) at Week 48, completed with a key secondary endpoint of that measure at week 60. Overall, the primary
and key secondary endpoint criteria, to know, the change from baseline in BCVA measured by the ETDRS letter
score at Week 48 and 60 (non-inferiority of IVT aflibercept therapy HDq12 and HDq16 dosing regimen to the
current authorized IVT aflibercept therapy 2g8 dosing regimen) is considered to be statistically met (95%
credible interval for treatment difference with a non-inferiority margin of 4 letters with LS mean change from
baseline in BCVA to Week 48 and 60), at Week 48 and 60 for both studies.
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Moreover, the Applicant provides additional new long-term data from PULSAR study where around 80% of
patients completed Week 96 and PHOTON study where 100% completed Week 96. Of ongoing patients,
approximately 80% (689 out of 875) had already completed the Week 96 visit and almost all had completed
visits up to Week 88. Overall and based on the provided long-term data, it appears that the product dosed
every 12 weeks (HDq12) or every 16 weeks (HDq16) showed maintained non-inferior efficacy through Week
96 compared to 2 mg aflibercept, consistent with the results demonstrated at Week 48 and Week 60 with
respect to improvement in BCVA and CST in patients with nAMD or DME.

Regarding the need for further data to support the 5 months injection interval during the maintenance phase,
the applicant provides additional new data that seems adequate to support the claimed q20 (or longer)
intervals. Through Week 96, up to 47% and 44.3% of HD patients extended their treatment interval to q20 or
longer intervals in the PULSAR and PHOTON study respectively. Numerically, this corresponds to a total of 185
patients completed at least one g20 interval before Week 96 in PULSAR and 133 patients in PHOTON study

At Week 96, the proportion of patients with g20 or longer as the last intended dosing interval in the PULSAR
was 36.8% in the HDq12 group and 54.9% in the HDq16 group. Of 216 HD patients that were extended to a
g20 treatment interval at any time through Week 96, the majority of patients maintained on gq20 or were
extended even further to q24 (i.e. 53 and 127 HD patients, respectively); only a few patients were shortened
back to q16 (i.e. 3 HD patients).

For the PHOTON study, at Week 96 the proportion of patients with q20 or longer as the last intended dosing
interval was 42.2% in the HDg12 group and 45.3% in the HDq16 group. Of 177 HD patients that were extended
to a q20 treatment interval at any time through Week 96, the majority of patients maintained on gq20 or were
extended even further to q24.

The other secondary endpoint differs in both studies:

In PULSAR study, the proportion of participants with no IRF and no SRF in Central Subfield at Week 16 with a
comparison between the 2g8 group versus pooled HD groups (HDql2 and HDql16) was assessed and the
superiority appears to be statistically met for both HD groups at week 16. More long-term data were provided
for this endpoint (week 48 and 60) and same tendency was observed with an absence of IRF and SRF more
pronounce in the HD groups and more particularly in the HDq12 group.

In PHOTON, despite the limitations in study design, the evaluation of DRSS was included in the study design
in view of the fact that aflibercept 2 mg is in the US approved not only for the treatment of DME, but also for
the treatment of DR. Therefore, evaluating the effects of aflibercept 8 mg on DRSS was considered relevant
for that territory. The key secondary endpoint of the proportion of participants with a > 2-step improvement
in DRSS score at Week 48 was pre-specified to potentially support an indication of aflibercept 8 mg for
treatment of DR in the US. This endpoint was tested with a non-inferiority margin of 15% which was met by
the HDql12 arm (adjusted difference 1.98%, 95% CI -6.61, 10.57) but not by the HDql6 arm (adjusted
difference -7.52%, 95% CI -16.88, 1.84). However, considering that the primary endpoint showed that BCVA
improvement as a direct effect of DME treatment was non-inferior for HDq12 and HDgq16 compared to 298, the
Applicant concluded that the effect on DRSS stage improvement does not correlate with the with the effect on
DME, and improvements in DRSS are not a prerequisite for vision improvements in DME.

The safety profile of Eylea 8 mg (114.93 mg/mL) up to 60 weeks and week 96 in both nAMD and DME indications
appears comparable to the already established profile of Eylea. Concerns raised regarding the higher exposure
with HD groups during the initiation phase, uncertainties on systemic adverse events (hypertension), need for
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long-term data on systemic exposure with HD group up to 96 weeks and also on bilateral exposure were
answered by the Applicant and no safety issues were raised.

3.7.2. Balance of benefits and risks

Results available from two pivotal studies (PULSAR and PHOTON) for aflibercept 8 mg showed statistical non-
inferiority in treatment success rates of HDql12 and HDq16 (change in BCVA measured by EDTRS score from
baseline) compared with aflibercept 2 mg up to 60 weeks after initial treatment.

The lacking and thus requested long-term efficacy data have been provided within the Applicant responses to
list of questions. Based on data from PULSAR (snapshot including all patients, with approx. 80% completed
Week 96 data collection) and on the data from all patients in PHOTON, HD aflibercept dosed every 12 weeks
or every 16 weeks showed maintained efficacy through Week 96 compared to 2 mg aflibercept, consistent with
the non-inferiority demonstrated at Week 48 and Week 60 with respect to improvement in BCVA in patients
with nAMD or DME. In addition, through Week 96, HD aflibercept provided substantial improvements in mean
change in CST in both nAMD and DME populations, consistent with the results reported at Week 48 and Week
60.

Given the longer intervals in the new proposed dosing regimen (HDg12 and HDq16) and limited data to support
the claimed 5 months injection interval during the maintenance phase, the Applicant provides additional new
data that seems adequate to support the claimed q20 (or longer) intervals. Through Week 96, up to 47% and
44.3% of HD patients extended their treatment interval to q20 or longer intervals in the PULSAR and PHOTON
study respectively. Numerically, this corresponds to a total of 185 patients completed at least one q20 interval
before Week 96 in PULSAR and 133 patients in PHOTON study. Overall, the results for this cohort of patients
are in line with global results.

The safety profile of Eylea 8 mg appears comparable to the known safety profile of Eylea. Long term data up
to week 96, safety data during the initiation phase and for patient who had shortened to HDg8 or extended
HDQg20 were provided by the Applicant and no concerns could be raised.

The benefit/risk balance is positive.

3.7.3. Additional considerations on the benefit-risk balance

NA

3.8. Conclusions

The overall benefit/risk balance of Eylea is considered positive.

4. Recommendations

5. Outcome

Based on the CHMP review of data on quality and safety and efficacy, the CHMP considers by consensus that
the benefit-risk balance of, Eylea new strength is favourable in the following indication:
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Eylea is indicated for the treatment of adult patients with
- neovascular (wet) age-related macular degeneration (AMD) (see section 5.1),

- visual impairment due to diabetic macular oedema (DME) (see section 5.1).

The CHMP therefore recommends the extension of the marketing authorisation for Eylea subject to the
following conditions:

Conditions or restrictions regarding supply and use

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

In addition, CHMP recommends the variation(s) to the terms of the marketing authorisation, concerning the
following change:

Variation requested Type Annexes
affected
B.II.g.2 Introduction of a post approval change management II n.a.
protocol related to the finished product

Extension application to add a new strength of Aflibercept 114.3 mg/ml solution for injection (in a vial), to
be indicated in adults for the (1) treatment of neovascular (wet) age-related macular degeneration (nAMD)
and (2) visual impairment due to diabetic macular oedema (DME), grouped with a type II variation
(B.II.g.2) to introduce a post-approval change management protocol to add a new presentation for
Aflibercept solution 114.3 mg/ml in a single-use pre-filled syringe for intravitreal injection.

Conditions and requirements of the marketing authorisation

Periodic Safety Update Reports

The requirements for submission of periodic safety update reports for this medicinal product are set out in
the list of Union reference dates (EURD list) provided for under Article 107c(7) of Directive 2001/83/EC and
any subsequent updates published on the European medicines web-portal.

Conditions or restrictions with regard to the safe and effective use of the medicinal product
¢ Risk Management Plan (RMP)

The Marketing authorisation holder (MAH) shall perform the required pharmacovigilance activities and
interventions detailed in the agreed RMP presented in Module 1.8.2 of the marketing authorisation and any
agreed subsequent updates of the RMP.

An updated RMP should be submitted:
® At the request of the European Medicines Agency;

® Whenever the risk management system is modified, especially as the result of new information
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being received that may lead to a significant change to the benefit/risk profile or as the result of an
important (pharmacovigilance or risk minimisation) milestone being reached.

6. Additional risk minimisation measures

The MAH has agreed to provide EU educational material for Eylea. Prior to launch and during the product’s
lifecycle in each Member State the MAH will agree to the final educational material with the National
Competent Authority.

The MAH ensures that, following discussions and agreement with the National Competent Authorities in each
Member State where Eylea is marketed, ophthalmological clinics where Eylea is expected to be used are
provided with an updated physician information pack containing the following elements:

o Physician information

o Intravitreal injection procedure video

. Intravitreal injection procedure pictogram

o Patient information packs (for adult population only)

The physician information in the educational material contains the following key elements:

J Techniques for the intravitreal injection including use of a 30 G needle, and angle of injection
o The vial is for single use only
o The need to expel excess volume of the syringe before injecting Eylea to avoid overdose (in adult

population only)

J Patient monitoring after intravitreal injection including monitoring for visual acuity and increase of
intraocular pressure post-injection

o Key signs and symptoms of intravitreal injection related adverse events including endophthalmitis,
intraocular inflammation, increased intraocular pressure, retinal pigment epithelial tear and cataract

o Female patients of childbearing potential have to use effective contraception and pregnant women
should not use Eylea (in adult population only)

The following key element is specific to the 40 mg/ml:

o The pre-filled syringe and the paediatric dosing device are for single use only

The following key elements are specific to the ROP (retinopathy of prematurity) indication:
o Use of the paediatric dosing device is mandatory

o The need to properly prime the paediatric dosing device before injection
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The patient information pack of the educational material for the adult population includes a patient
information guide and its audio version. The patient information guide contains following key elements:

Patient information leaflet

Who should be treated with Eylea

How to prepare for Eylea treatment

What are the steps following treatment with Eylea

Key signs and symptoms of serious adverse events including endophthalmitis, intraocular

inflammation, intraocular pressure increased, retinal pigment epithelial tear and cataract

When to seek urgent attention from their health care provider

Female patients of childbearing potential have to use effective contraception and pregnant women

should not use Eylea
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