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1.  Background information on the procedure 

1.1.  Type II group of variations 

Pursuant to Article 7.2 of Commission Regulation (EC) No 1234/2008, Bayer AG submitted to the 
European Medicines Agency on 07 April 2025 an application for a group of variations.  

The following variations were requested in the group: 

The following changes were proposed: 

Variation(s) requested Type 

C.I.4 C.I.4 Change(s) in the Summary of Product Characteristics, 
Labelling or Package Leaflet due to new quality, preclinical, 
clinical or pharmacovigilance data 

Variation type II 

C.I.6.a C.I.6.a Addition of a new therapeutic indication or 
modification of an approved one 

Variation type II 

A grouped application comprised of two Type II Variations, as follows:  C.I.6.a: Extension of indication 
to include the treatment of visual impairment due to macular oedema secondary to retinal vein 
occlusion (branch, central and hemiretinal retinal vein occlusion, RVO) for EYLEA, based on results 
from study 22153 (QUASAR); this is a randomized, double-masked, active-controlled Phase 3 study of 
the efficacy and safety of aflibercept 8 mg in macular edema secondary to retinal vein occlusion. As a 
consequence, sections 4.1, 4.2, 4.4, 4.8, 5.1 and 5.2 of the SmPC are updated. The Package Leaflet is 
updated accordingly.  RMP version 36.1 has also been submitted.  C.I.4: Update of section 4.2 of the 
SmPC in order to change posology recommendations of the approved indications neovascular age-
related macular degeneration (nAMD) and diabetic macular edema (DME) based on the results from 
study 22153 (QUASAR) and post-hoc analysis of the pivotal studies 20968 (PULSAR), 21091 (PHOTON) 
and Phase II study 21086 (CANDELA). 

The variation requested amendments to the Summary of Product Characteristics and Package Leaflet 
and to the Risk Management Plan (RMP). 

Information relating to orphan designation 

Not applicable. 

Information on paediatric requirements 

Pursuant to Article 8 of Regulation (EC) No 1901/2006, the application included EMA Decision(s) 
P/186/2011 and P/0165/2014 on the granting of a (product-specific) waiver. 

Pursuant to Article 8 of Regulation (EC) No 1901/2006, the application included (an) EMA Decision(s) 
P/0115/2019 on the agreement of a paediatric investigation plan (PIP). 

Information relating to orphan market exclusivity 

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 
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orphan medicinal products because there is no authorised orphan medicinal product for a condition 
related to the proposed indication. 

Scientific advice 

Procedure Date  Coordinators 

EMA/SA/0000086937   23 June 2022   Silvijus Abramavicius and 
Andrea Laslop 

 
The Applicant received Scientific Advice from the CHMP on the development of Aflibercept for the 
treatment of retinal vein occlusion from the CHMP on 23/06/2022 (EMA/SA/0000086937). The 
Scientific Advice pertained to the following clinical aspects of the dossier: 

• Feedback on the proposal for one combined phase 3 study in CRVO and BRVO, including 
statistical considerations for the phase 3 study analysis, testing strategy, non-inferiority 
margins, dose and regimen of Eylea 2 mg as the comparator, the posology of the aflibercept 8 
mg test treatment, the 28-week duration of efficacy data in the Phase 3 study and potential to 
support posology statements in the SmPC, use of a safety data set supplemented by data from 
studies of the aflibercept 8mg IVT in AMD and DME indications, with the provision of patient 
narratives for the RVO for treatment-emergent serious adverse events (SAEs). 

1.2.  Steps taken for the assessment of the product 

The Rapporteur and Co-Rapporteur appointed by the CHMP were: 

Rapporteur: Nicolas Beix   Co-Rapporteur:  n/a 

Timetable Actual dates 

Submission date 07 April 2025 

Start of procedure 26 April 2025 

CHMP Rapporteur’s preliminary assessment report circulated on: 23 June 2025 

PRAC Rapporteur’s assessment report circulated on: 23 June 2025 

Updated PRAC Rapporteur’s assessment report circulated on: 03 July 2025 

PRAC comments 01 July 2025 

PRAC outcome 10 July 2025 

CHMP comments 10 July 2025 

Updated CHMP Rapporteur’s assessment report circulated on: 18 July 2025 

Request for supplementary information (RSI) adopted by the CHMP on: 24 July 2025 

MAH’s responses submitted to the CHMP on: 12 August 2025 

CHMP Rapporteur’s preliminary assessment report circulated on: 17 September 2025 

PRAC Rapporteur’s preliminary assessment report circulated on: 17 September 2025 

PRAC comments 24 September 2025 

Updated PRAC Rapporteur’s assessment report circulated on: 25 September 2025 

PRAC outcome 02 October 2025 
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Timetable Actual dates 

CHMP comments 01 October 2025 

Updated CHMP Rapporteur’s assessment report circulated on: 09 October 2025 

Second request for supplementary information (RSI) adopted by the 
CHMP on: 

16 October 2025 

MAH’s responses submitted to the CHMP on: 10 November 2025 

PRAC Rapporteur’s preliminary assessment report circulated on: 17 November 2025 

Updated PRAC Rapporteur’s assessment report circulated on: 20 November 2025 

CHMP Rapporteur’s preliminary assessment report circulated on: 26 November 2025 

PRAC outcome 27 November 2025 

CHMP comments 01 December 2025 

Updated CHMP Rapporteur’s assessment report circulated on: 04 December 2025 

CHMP opinion 11 December 2025 

2.  Scientific discussion 

2.1.  Introduction 

This application contains two type II variations.  

A type II variation category C.I.6.a to extend the therapeutic indication to include treatment of 
macular oedema secondary to retinal vein occlusion (RVO) based on the results from the pivotal Phase 
III study 22153 (QUASAR).  

Another Type II variation category C.I.4 aims to change the minimum treatment interval in the 
posology section 4.2 of the approved indications nAMD and DME based on the results from QUASAR 
and post-hoc analysis of the pivotal studies PULSAR (nAMD), PHOTON (DME) and Phase II study 
CANDELA (nAMD).  

Both label changes are submitted as a grouped variation because the combined analysis of the 
QUASAR, PHOTON, PULSAR and CANDELA studies, along with pharmacokinetic (PK) modelling, 
supports the need for a Q4 (every 4 weeks) dosing regimen during the maintenance phase, i.e. after 
the 3 initial monthly doses, for a small subset of patients. Three modelling and simulation reports are 
provided and analysed below: a population PK analysis B004119, an exposure-response analysis 
B004120, and a population PK/PD analysis B004121. 

2.1.1.  Problem statement 

Disease or condition 

Retinal Vein Occlusion (RVO) is among the most common causes of vision loss resulting from diseases 
that affect the retinal blood vessels. There are two primary types of RVO:  

• Central Retinal Vein Occlusion (CRVO), which involves a blockage of the central vein 
responsible for draining blood from the retina, and  

• Branch Retinal Vein Occlusion (BRVO), where one or more branches of the central retinal vein 
are obstructed.  
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• A less common subtype, Hemi-Retinal Vein Occlusion (HRVO), occurs when branches in either 
the superior or inferior hemisphere of the retina are blocked, sharing features of both CRVO 
and BRVO.  

All RVO subtypes impair venous outflow from the eye, potentially leading to increased venous 
pressure, decreased arterial perfusion, and retinal ischemia. One of the consequences of retinal non-
perfusion is elevated production of Vascular Endothelial Growth Factor (VEGF). In fact, VEGF levels in 
the aqueous humor of eyes with RVO can exceed normal levels by more than 100-fold.  

This overexpression of VEGF promotes vascular permeability, macular oedema, retinal haemorrhages, 
and neovascularization. As a result, patients with macular oedema secondary to RVO experience loss of 
visual acuity, and without treatment, the visual prognosis is generally poor. 

The claimed therapeutic indication 

The claimed new indication for Eylea 114.3 mg/ml solution for injection and solution for injection in 
pre-filled syringe is:  

Eylea is indicated in adults for the treatment of visual impairment due to macular oedema secondary to 
retinal vein occlusion (branch, central and hemiretinal RVO) (see section 5.1). 

2.1.2.  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 IgG1. Aflibercept acts as 
a soluble decoy receptor that binds VEGF-A and PlGF 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 (PlGF) 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. PlGF 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. PlGF 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.  

RVO leads to impaired venous outflow from the retina, which can result in increased venous pressure, 
decreased arterial perfusion, and subsequent retinal ischemia. 

Each 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), 
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- 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, DME and RVO, 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. 

Therefore, the Applicant has developed a novel formulation (aflibercept 8mg) for IVT injections, which 
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. 

Currently, EYLEA (aflibercept) 114.3 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 diabetic macular oedema (DME). 

2.1.3.  The development programme/compliance with CHMP 
guidance/scientific advice 

The purpose of this Type II variation application is to seek marketing approval for extension of 
indication of aflibercept 114.3 mg/mL strength, for the already approved indication in the EU with the 
strength 40 mg/mL: retinal vein occlusion (RVO). 

The clinical development program of aflibercept 8 mg to support efficacy and safety for the treatment of 
patients with RVO in this application consisted of one pivotal study: 

• Study QUASAR (22153): an ongoing (with data through Week 64), multicenter, randomized, 
double-masked, active-controlled Phase 3 study in participants with RVO. Note: At the time of 
the variation submission, the study was still ongoing and was completed before the end of the 
procedure. 

2.2.  Non-clinical aspects 

No new non-clinical data have been submitted in this application, which was considered acceptable by 
the CHMP. 

2.2.1.  Ecotoxicity/environmental risk assessment 

The active substance is a natural substance, the use of which will not alter the concentration or 
distribution of the substance in the environment. Therefore, aflibercept is not expected to pose a risk 
to the environment. 

2.2.2.  Discussion on non-clinical aspects 

From a non-clinical point of view, no concern was identified which would argue against an extension of 
indication application. 
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2.2.3.  Conclusion on the non-clinical aspects 

No new non-clinical data have been submitted in this application, which was considered acceptable by 
the CHMP. 

The updated data submitted in this application do not lead to a significant increase in environmental 
exposure further to the use of aflibercept.  

Considering the above data, aflibercept is not expected to pose a risk to the environment. 

2.3.  Clinical aspects 

2.3.1.  Introduction 

This application contains two type II variations. 

A type II variation category C.I.6.a to extend the therapeutic indication to include treatment of 
macular oedema secondary to retinal vein occlusion (RVO) based on the results from the pivotal Phase 
III study 22153 (QUASAR). 

Another Type II variation category C.I.4 aims to change the minimum treatment interval in the 
posology section 4.2 of the approved indications nAMD and DME based on the results from QUASAR 
and post-hoc analysis of the pivotal studies PULSAR (nAMD), PHOTON (DME) and Phase II study 
CANDELA (nAMD). 

Both label changes are submitted as a grouped variation because the combined analysis of the 
QUASAR, PHOTON, PULSAR and CANDELA studies, along with pharmacokinetic (PK) modeling, 
supports the need for a Q4 (every 4 weeks) dosing regimen during the maintenance phase, i.e. after 
the 3 initial monthly doses, for a small subset of patients. Three modelling and simulation reports are 
provided and analysed below: a population PK analysis B004119, an exposure-response analysis 
B004120, and a population PK/PD analysis B004121. 

GCP 

The Clinical trials were performed in accordance with GCP as claimed by the Applicant. 

The applicant has provided a statement to the effect that clinical trials conducted outside the 
community were carried out in accordance with the ethical standards of Directive 2001/20/EC.  

• Tabular overview of clinical studies  
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Table 1: Overview of the clinical efficacy study for HD aflibercept in the treatment of macular edema 
secondary to RVO 

 

2.3.2.  Pharmacokinetics 

Bioanalysis 

There are no changes in the bioanalysis methods. Validation report is provided. 

Concentrations of free and bound aflibercept in plasma were measured using validated ELISA methods. 
The assay for bound aflibercept is calibrated using the VEGF:aflibercept standards, and the results are 
reported for bound aflibercept as weight per volume (e.g., ng/mL or mg/L) of the VEGF:aflibercept 
complex. To directly compare the relative concentrations (mg/L) of free and bound aflibercept it is first 
necessary to account for the difference in molecular weight and normalize the relative concentrations 
between free and bound aflibercept. The concentration of bound aflibercept is adjusted by multiplying 
the bound aflibercept:VEGF complex concentration by 0.717 (this is to account for the presence of 
VEGF in the bound complex) and is reported as mg/L (i.e., mass/volume). Throughout the associated 
CSRs and Clinical Pharmacology reports, concentrations of aflibercept:VEGF complex are limited to the 
adjusted bound aflibercept concentrations. The associated concentrations of bound aflibercept:VEGF 
complex are available in the Bioanalytical Sciences subreport for each CSR. The LLOQ for the free 
assay is 0.0156 mg/L or 0.0313 mg/L, depending on the assay used, and for the adjusted bound assay 
is 0.02244 mg/L or 0.0315 mg/L, depending on the assay used. 

Population PK Analysis (Report B004119) 

Background 

A population PK analysis of aflibercept was conducted to characterize the PK of aflibercept in the RVO 
population and to compare these results with the nAMD and DME populations. Bayesian estimates of 
ocular clearance from the population PK analysis were utilized in exposure-response analyses to 
understand factors associated with dosing interval duration. The previous population pharmacokinetic 
dataset was updated to include the data and information from the QUASAR study. 
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Objectives 

The primary objectives of the current population PK analysis were to: 

• Evaluate and potentially refine the previously developed population PK model for aflibercept, 

• Characterize the PK of free and adjusted bound aflibercept in patients with RVO in comparison to 
patients with nAMD or DME, 

• Compare the accumulation of free and adjusted bound aflibercept in plasma after 3 or 5 initial 
monthly IVT injections. 

Methodology 

Overall, the analysis dataset utilized in the current analysis included data from 17 clinical studies: 1 
study in participants with RVO (QUASAR [86-5321-22153]), 13 studies in participants with nAMD or 
DME (VGFT-OD-0305, VGFT-OD-0306, VGFT-OD-0307, VGFT-OD-0502 [VGFTOD- 0502 part A and 
VGFT-OD-0502 part C], VGFT-OD-0512, VGFT-OD-0603, VGFT-OD- 0702.PK, VGFT-OD-0706.PK, 
311523, CANDELA [VGFTe (HD)-AMD-1905], PHOTON [VGFTe (HD)-DME-1934], and PULSAR [86-
5321-20968]), 2 studies in healthy male participants (PDY6655 and PDY6656), and 1 study in 
participants with solid tumors or lymphoma (TED6113). 

This dataset comprised 883 participants with RVO, 1,662 participants with nAMD, 968 participants with 
DME, 76 healthy participants, and 38 oncology participants, i.e., in total 3,627 unique participants. A 
total of 19,238 free aflibercept concentrations and 19,296 adjusted bound aflibercept concentrations 
were included, with 61.7% and 16.1% of samples below the lower limit of quantitation (LLOQ) 
respectively. Across studies conducted in participants with nAMD, DME, or RVO, PK data were mostly 
collected using sparse sampling schedules, with limited samples obtained shortly after administration. 
While approximately 90% of participants with RVO had concentrations of free and adjusted bound 
aflibercept measured up to the Week 24 visit of the QUASAR study, only 274 out of 883 participants 
(approximately 31.0%) had measured concentrations in samples collected at the Week 36 visit. 
Overall, the QUASAR study contributed 883 participants with RVO with 7,208 samples records to the 
current analysis dataset. 

Out of the 17 included studies, 4 studies (CANDELA, PHOTON, PULSAR, QUASAR) evaluated the safety, 
efficacy and PK of the HD drug product delivering 8 mg aflibercept versus the drug product delivering 2 
mg aflibercept. It should also be noted that, contrary to the CANDELA, PHOTON, and PULSAR studies, 
the QUASAR study did not include any dense PK substudy in which a small fraction of the participants 
contributed data obtained via semi‑dense schedules of plasma samples. 

The previously developed population PK model (Population PK Report R-14326) was re-estimated using 
the current dataset based on the QUASAR Week 36 database lock. Because the prior model was 
developed sequentially and parameter estimates were fixed at various stages of analysis, only 
parameters that were estimated in the final stage of the prior analysis were reestimated. A schematic 
representation of the population PK model is provided in Figure below. 
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Figure 1: model for aflibercept PK after IC, SC and IVT administration 

Using the population PK model, post-hoc parameter estimates of the ocular clearance (QE) quantifying 
the bidirectional transfer of free aflibercept from the eye to the systemic circulation, metrics of 
systemic exposures (eg, Cmax, AUC, Ctrough), accumulation ratios, and time to reach the LLOQ in 
plasma, the impact of covariates on systemic exposure metrics, and the time for free aflibercept 
concentrations in the eye to reach various reference concentrations including multiples of the free 
aflibercept in vitro KD to VEGF-A were determined. 

Results 

Parameter estimates of the PK model are presented in table below. Overall, the estimates of the 
population PK model were very similar compared to the previous analysis and remained precisely 
estimated. 
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Table 2: Population PK Parameter Estimates for Aflibercept (Report B004119) 

 

  



  
EMADOC-1700519818-2706650 Page 16/217 

 
 

 

The magnitude of shrinkage in Bayesian estimates of QE and Vmax in the final PK model reached 
32.3% and 40.6%, similar to the values observed in the prior PK model. The magnitude of shrinkage in 
QE was just above the level of no concern and significantly below the threshold categorized as medium 
shrinkage level (45‑65%). Therefore, the error associated with the post hoc estimates of QE is 
considered low. The only subsets of data in which the shrinkage in QE could be considered marginally 
medium in magnitude were the group of participants who received ≤ 4 mg IVT in the PHOTON study. 

The population PK analysis concluded that the typical values of QE were not statistically different in 
participants with RVO, nAMD, or DME. In contrast, the inclusion of proportional shifts in Vmax for 
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participants with RVO and healthy participants led to a statistically significant improvement of the 
objective functions, and visible improvements of the predictive performance of the model assessed by 
prediction‑corrected visual predictive check (pcVPC), especially in the data strata associated with 
adjusted bound aflibercept concentrations in participants with nAMD or DME. 

In the final PK model, the typical estimates of QE and associated ocular elimination rate were 
estimated to be 35.2% slower after the injection of HD aflibercept than after 2 mg aflibercept (Table 
below). All estimates of fixed effects related to QE differed by ≤ 12.3% in the final population PK model 
compared to those obtained in the prior population PK model. The re‑estimation of Vmax on the full 
analysis population and the addition of proportional shifts for participants with RVO and healthy 
participants resulted in a 30.5% increase in the typical estimate of Vmax which, in the final PK model, 
is representative of participants with nAMD, DME, or tumors. Vmax was estimated to be typically 
36.9% and 31.8% lower in healthy participants and participants with RVO, respectively, than in 
participants with nAMD, DME, or tumors. 

Table 3: Typical Estimate and 95% Confidence Interval of the Ocular Distribution 

 

 
VPCs are presented below. 
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Figure 2: Prediction-corrected VPC plots for final PK model for free aflibercept after IVT administration 
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Figure 2: Prediction-corrected VPC plots for final PK model for free aflibercept after IVT administration 
(cont.) 
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Figure 3:Prediction-corrected VPC plots for final PK model for adjusted bound aflibercept after IVT 
administration 
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Figure 3: Prediction-corrected VPC plots for final PK model for adjusted bound aflibercept after IVT 
administration (cont.)  
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Table 4: Summary of Bayesian model predicted exposure metrics 

 

 

Importantly, after accounting for difference in age distribution and the associated covariate effect on 
QE, the distribution of individual estimates of QE for the final PK model was similar across participants 
with RVO, nAMD, or DME. This indicated that the ocular clearance of aflibercept is predicted to be 
similar in patients of identical age, regardless of RVO, nAMD, or DME disease. 

Conclusion by the applicant 

An existing population PK model for free and adjusted bound aflibercept after SC, IV, and IVT 
administration was refined using data collected in participants with macular edema following RVO 
enrolled in the QUASAR studies. The distribution of estimated QE was similar across participants with 
macular edema following RVO, nAMD, and DME, once the differences that exist in age between the 
populations were taken into account. In the final PK model, the typical estimates of QE and associated 
ocular elimination rate were estimated to be 35.2% slower after the injection of HD aflibercept than 
after 2 mg aflibercept. Additionally, this analysis indicated that there was a 34 to 38% increase in 
systemic exposure to free aflibercept and a 9 to 10% decrease in systemic exposure to adjusted bound 
aflibercept, in participants with RVO compared to participants with nAMD or DME after Q8W 
administration of HD aflibercept administrations following 3 initial monthly IVT injections.  

Additionally, this analysis indicated that, free aflibercept does not typically accumulate further in 
plasma between 3 and 5 initial monthly IVT injections, and the accumulation of adjusted bound 
aflibercept after 5 initial monthly IVT injections was approximately 10 to 14% greater than following 3 
monthly IVT injections. 

Absorption 

Age was identified as an intrinsic covariate affecting ocular clearance of free aflibercept. After 
accounting for age, ocular clearance of free aflibercept was similar in the RVO, nAMD, and DME 
populations. These findings indicate that ocular clearance of free aflibercept is similar in patients of 
similar age, and that ocular disease itself does not affect the ocular clearance of free aflibercept. 

Ocular clearance of free aflibercept was 35.2% slower for HD IVT aflibercept compared to 2 mg IVT 
aflibercept, which is attributed to an HD drug product effect, which was identified as the second 
statistically significant covariate in the population PK model. Based on the higher delivered dose and 
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slower ocular clearance of aflibercept 8 mg versus 2 mg, the population PK estimated median time that 
it takes for free aflibercept concentrations in the ocular compartment to reach the trough concentration 
at the end of a 4-week dosing interval for the 2q4 regimen occurs 4.1 weeks later after dosing of 
aflibercept 8 mg than after dosing of aflibercept 2 mg. Consistent with the model-estimated 4.1-week 
longer time to reach the 2q4 trough concentration in the eye, HD aflibercept administered at an 
interval 4 weeks longer (8q8/3, 8q8/5) than that for the 2q4 regimen demonstrated non-inferior 
efficacy in BCVA mean change from baseline at Week 36 in the QUASAR study. 

Additional simulations predict that 12 weeks after an IVT dose of HD aflibercept or 2 mg aflibercept, 
free aflibercept concentrations in the eye remain above those at 9x the in vitro KD for binding to VEGF, 
i.e. the free aflibercept concentrations required to inhibit VEGF-A by 90% in an in vitro setting, in 
77.7% of participants for HD aflibercept, compared to only 51.5% of participants for 2 mg aflibercept. 
Thus, ocular VEGF is expected to be inhibited for an extended duration in a considerably higher 
percentage of patients for HDq8 aflibercept compared to 2q4 aflibercept. 

Distribution 

Based on population PK analysis, the bioavailability of free aflibercept following IVT administration is 
estimated to be approximately 71%, and a median tmax of 2.85 days and a mean Cmax of 0.315 mg/L 
in plasma for a single 8 mg dose of HD aflibercept. 

The total volume of distribution of free aflibercept after intravenous administration is estimated via 
population PK analysis to be approximately 7 L. 

Elimination 

The elimination of aflibercept is governed by nonlinear target-mediated binding to systemic 
endogenous VEGF, as well as through a non-saturable clearance process, which includes degradation 
via protein catabolism by proteolysis. Based on the population PK analysis, the median time for free 
aflibercept concentration in plasma to reach the lower limit of quantitation of the bioanalytical assay 
following an 8 mg IVT dose was 3.5 weeks. 

Dose proportionality and time dependencies 

Based on population PK analysis, free and adjusted bound aflibercept post-hoc estimated systemic 
exposure metrics indicated that, following single IVT doses of 2 mg or 8 mg aflibercept, mean area 
under the concentration-time curve from time zero to day 28 (AUC0-28)and Cmax of free aflibercept 
increase in a greater than dose-proportional manner (exposure ratio of 10.4 for AUC0-28 and 9.4 for 
Cmax) while mean AUC0-28 and Cmax of adjusted bound aflibercept increase in a slightly less than 
dose-proportional manner (exposure ratio 3.6 for AUC0-28 and 3.7 for Cmax). 

These results are consistent with the known target-mediated related nonlinear PK of free and adjusted 
bound aflibercept. 

Special populations 

Age and HD drug product effect (formulation) were identified as statistically significant covariates in 
the population PK model affecting ocular clearance of free aflibercept. 

Amongst the other 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, but resulted in 
only small effects as free and adjusted bound aflibercept Cmax and AUC increased ≤ 44% for 
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participants in the lowest body weight quintile (36.0 to 63.5 kg) compared to those in reference body 
weight group (72.6 to 81.6 kg). The small increases (≤ 34%) in systemic exposures to free and 
adjusted bound aflibercept in Asian and Japanese participants relative to their reference White or non-
Japanese comparator groups are explained by differences in body weight, and indicate that a 
participant of Asian or Japanese origin with the same body weight as a White or non-Japanese 
participant will have similar systemic exposures to free and adjusted bound aflibercept. The effects of 
other evaluated covariates (age, albumin, and disease population) on systemic exposures to free and 
adjusted bound aflibercept also were small (≤ 34% increase relative to each respective reference 
comparator group). No dosage adjustments of HD aflibercept are warranted based on these assessed 
covariates. 

For participants with mild to severe renal impairment, the small increases (≤ 37%) in systemic 
exposure to free and adjusted bound aflibercept relative to participants with normal renal function are 
accounted for by differences in body weight, indicating that renal impairment does not have a direct 
effect on aflibercept systemic exposures. Systemic exposures to free and adjusted bound aflibercept in 
participants with mild hepatic impairment were up to 16% lower compared to participants with normal 
hepatic function. No dosage adjustments of aflibercept are warranted for these populations. 

Samples for immunogenicity assessments were not collected in QUASAR. In the pivotal studies PULSAR 
(nAMD) and PHOTON (DME), the incidence of treatment-emergent ADA through the end of the main 
study at Week 96 in the combined HD aflibercept treatment groups was 3.6% (37/1029 participants 
with nAMD [PULSAR] or DME [PHOTON]). 

2.3.3.  Pharmacodynamics 

Mechanism of action 

Aflibercept belongs to the pharmacological class of VEGF inhibitors. The role of VEGF in promoting 
pathological neovascularization and/or abnormal and excessive vascular permeability in several 
diseases affecting the eye is well established.  

Exposure-Response Analyses for RVO (Report B004120) 

Prior analyses indicated that high ocular clearance and high baseline CRT are predictors of the need for 
dose interval shortening from Q12 or Q16 to Q8 in patients with nAMD or DME. 

In the QUASAR study, participants randomized to 8q8/3 or 8q8/5 HD aflibercept were eligible to have 
their dosing interval shortened beginning 8 weeks after the last initial monthly dose to a minimum 
interval of Q4. Descriptive analyses were performed to evaluate participant characteristics associated 
with shortening the dosing interval to Q4 in these participants with RVO. 

The objective was to compare the characteristics of participants that were randomized to HD 
aflibercept and had their dosing interval shortened to Q4 against the characteristics of participants 
randomized to HD aflibercept and did not have their dosing interval shortened to Q4. The analysis 
dataset used for the pharmacometrics analyses included data collected during the conduct of the 
QUASAR study. The master PK/PD dataset was constructed by including PD‑related data into the 
population PK analysis dataset used in the population PK analysis of the QUASAR study, as well as the 
ocular clearance (QE) estimates from the final population PK model. 

Individual participant ocular clearance, baseline CRT, and baseline BCVA values were summarized and 
presented in graphical form. Distributions of these parameters were summarized by participants whose 
dosing interval was shortened to Q4 after previously extending to Q8 dosing versus those who were 
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able to maintain Q8 dosing and stratified by HD aflibercept regimen, 8q8/3 or 8q8/5. All analyses were 
descriptive, and no statistical analyses were performed. 

Most of the patient characteristics evaluated showed no obvious difference for participants whose 
dosing interval was shortened to Q4 after extension to Q8 versus those whose dosing interval was not 
shortened to Q4. However, median ocular clearance and median baseline CRT was 32.3% higher and 
6.5% higher, respectively, in participants whose dosing interval was shortened to Q4 after extension to 
Q8 dosing compared to those whose dosing interval was not shortened to Q4. A higher proportion of 
participants had their dosing interval shortened to Q4 after extension to Q8 dosing in the 8q8/3 group 
(10.9%) compared to the 8q8/5 group (6.04%), and this difference is likely attributable to participants 
in the 8q8/3 group having a longer period of time for DRM in the study(20 weeks) compared to the 
8q8/5 group (12 weeks). 

2.3.4.  PK/PD modelling 

Population PK/PD Analysis for nAMD and DME (Report B004121) 

Background 

To explore whether factors associated with dosing interval shortening to Q4 in RVO patients play a 
similar role in the other diseases HD aflibercept is already approved for, descriptive and model based 
analyses were performed to evaluate PHOTON and PULSAR participant characteristics associated with 
the need for shortening the dosing interval to Q4 after shortening to Q8 and to predict visual outcomes 
in these participants with DME or nAMD using clinical trial simulations. 

While a majority of participants randomized to HDq12 or HDq16 regimens in PULSAR and PHOTON 
maintained their 12-week or 16-week dosing intervals through Week 48, 20.6% and 12.8% of the 
participants in PULSAR, and 9.0% and 3.8% of the participants in PHOTON, randomized to HDq12 or 
HDq16, respectively, had their dosing interval shortened to Q8. A post-hoc analysis indicated that a 
small proportion of the participants with nAMD (6.2%) or DME (1.5%) in PULSAR and PHOTON who 
had their dosing interval shortened from Q12 or Q16 to Q8 in year 1 met the protocol-specified criteria 
for a further shortening of their dosing interval to Q4, but were not shortened as the protocol-specified 
minimum dosing interval was Q8. 

Objectives 

The objectives of these analyses were to: 

• Explore the characteristics of patients enrolled in the PHOTON and PULSAR studies who met DRM 
criteria after receiving HD aflibercept Q8, but were not dosed Q4 as per study protocol; 

• Develop PK/PD models to characterize the relationship between aflibercept concentration in the eye 
with CRT and BCVA during the first year of the PULSAR and PHOTON studies for patients receiving HD 
aflibercept; 

• Investigate through simulations the duration of effect after dosing HD aflibercept across the range of 
ocular clearance values seen in the PHOTON and PULSAR studies; and 

• Infer through clinical trial simulations the expected BCVA response for HD aflibercept dose‑interval 
shortening down to Q4 in virtual patients that fail to maintain response i.e., patients that still meet 
DRM criteria after having their dosing interval shortened to Q8. 
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Methodology 

The analysis dataset used for the E-R analyses included clinical data collected from participants 
randomized to HD aflibercept during the first year of the PULSAR (PULSAR W48 CSR) and PHOTON 
(PHOTON W48 CSR). Bayesian estimates of ocular clearance of free aflibercept (QE) were derived from 
the population PK model based on the Week 96 database lock. 

A small proportion of participants with nAMD or DME in PULSAR and PHOTON met the protocol-
specified criteria for shortening their dosing interval from Q12 or Q16 to Q8 and continued to meet 
these criteria despite dosing at a Q8 interval, indicating a need for more frequent dosing (ie, Q4). For 
descriptive exposure-response analyses, individual participant QE and baseline CRT were summarized 
by the need for interval shortening to Q4 (yes/no) and by study. Participants in the HDq12 and HDq16 
groups were pooled within the PULSAR and PHOTON studies. Joint longitudinal PK/PD models 
describing the relationship between free aflibercept concentration in the study eye and the endpoints 
CRT and BCVA were developed in each disease population independently (Figure 4). A sequential 
approach was applied to first characterize the relationship between free aflibercept concentration in the 
eye and CRT, and then, the relationship between CRT and BCVA. Finally, a parametric time‑to‑event 
model was developed to describe the rate at which patients were lost to follow‑up. 

Multiple criteria were applied to assess the appropriateness of the selected PK/PD models, including 
patterns in standard diagnostic plots, precision in final parameter estimates and pharmacological 
plausibility. The adequacy of the population model to describe the observed data was evaluated 
through simulation‑based methods, eg, visual predictive checks (VPCs). 

To explore potential visual outcomes for the participants who had their dosing regimen extended to 
either HDq12 or HDq16 (after 3 initial monthly injections), met DRM criteria for dosing interval 
shortening to Q8, and continued to meet DRM criteria despite Q8 dosing but did not receive Q4 dosing 
because the minimal interval allowed per protocol was Q8, simulation datasets were created using 
individual participant-level data (randomization group, QE). These data and the population PK/PD 
models were utilized to simulate potential BCVA outcomes over a 1- year period for 2 dosing scenarios: 
one scenario where the shortest dosing interval allowed was Q4 (Q4 simulation protocol) and another 
where the shortest dosing interval allowed was Q8 (Q8 simulation protocol). 

Two simulation datasets, one for the Q4 simulation protocol and one for the Q8 simulation protocol, 
comprised of identical virtual participants were created for the PULSAR study, and similarly two 
simulation datasets were created for the PHOTON study. Simulations were carried out for 1 year, for 
each scenario a hundred times, and were performed such that dosing was dynamically adapted during 
the extension phase based on simulated CRT and BCVA response and according to the protocol-
specified DRM criteria in each study. Simulations were performed separately for the PULSAR and 
PHOTON studies. 

Once the longitudinal CRT and BCVA simulations (with their corresponding dose adaptations) were 
completed, it was determined that only 9.5% to 14% of virtual participants with nAMD and 1% to 4% 
of virtual participants with DME continued to meet DRM criteria after having their dosing interval 
shortened to Q8 from Q12 (after 3 initial monthly injections) and after dosing at a Q8 interval. These 
results align with the observed proportion of patients in PHOTON that met the protocol-specified 
criteria for shortening their dosing interval to Q8, and continued to meet those criteria after dosing at a 
Q8 interval (1.5%), but was slightly above the observed proportion in the PULSAR study (6.2%). BCVA 
outcomes at the end of the 1-year simulation period were compared for the subset of virtual 
participants who continued to meet DRM criteria after having their dosing interval shortened to Q8 in 
the Q4 simulation protocol (that is, their dosing interval was further shortened to Q4) versus the Q8 
simulation protocol (that is, their dosing interval remained at Q8). Mean difference in BCVA for the Q4 
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versus Q8 simulation protocols was determined for each of the 100 simulations, and the resulting 
median (95% PI) for these 100 mean differences in BCVA were reported separately for the PULSAR 
and PHOTON studies. 

In addition, individual simulations were performed to predict BCVA outcomes over a 1-year period for 
the actual participants from PULSAR (N=39) and PHOTON (N=7) that continued to meet protocol-
specified DRM criteria after receiving at least one Q8 dose according to 2 scenarios: 

1) participants received Q4 dosing at the time they met DRM criteria for further interval shortening 
after receiving a Q8 dose; and  

2) participants continued to receive Q8 dosing despite meeting DRM criteria for further interval 
shortening. As with the clinical trial simulations, their BCVA outcomes at the end of the 1-year 
simulation period were compared for the Q4 versus Q8 dosing scenarios. 

Results 

• Descriptive Exposure-Response Analyses 

In the descriptive E-R analysis of participants with nAMD or DME (Figure below), median ocular 
clearance of free aflibercept was 34.2% higher and 20.8% higher in participants with nAMD (PULSAR) 
or DME (PHOTON), respectively, who continued to meet criteria for interval shortening after Q8 dosing 
compared to those who did not, with distributions overlapping between groups. A trend towards higher 
median baseline CRT was observed in participants who continued to meet DRM criteria to shorten their 
dosing interval despite dosing at a Q8 interval compared to those who did not (Figure below). 
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Figure 4: Ocular Clearance (Top Panel) and Baseline CRT (Bottom Panel) in Participants by Continuing 
to Meet DRM Criteria for Shortening after Q8 Dosing (Yes/No), Stratified by Study (PULSAR, PHOTON) 

Taking both ocular clearance and baseline CRT into account, the proportion of participants that 
continued to meet DRM criteria to shorten their interval after Q8 dosing in PULSAR was highest for 
participants having ocular clearance and baseline CRT above the median values of their respective 
groups (upper right quadrant, Figure 4). In contrast, the proportion of participants that met DRM 
criteria to shorten their interval after Q8 dosing was lowest for participants having ocular clearance and 
baseline CRT below the median values of their respective groups. 

These results are consistent with prior results in participants with nAMD and DME and with those in the 
RVO population, and indicate that high ocular clearance and, to a lesser extent, high baseline CRT are 
characteristics associated with patients who might benefit (QUASAR) or might have benefitted 
(PULSAR and PHOTON) from Q4 dosing with HD aflibercept across all 3 populations.  



  
EMADOC-1700519818-2706650 Page 29/217 

 
 

• Model-based Exposure-Response Analyses 

The results of the simulations indicate that, in the small proportion of virtual participants with nAMD or 
DME that continued to meet DRM criteria after having their dosing interval shortened to Q8, if they 
were to transition to Q4 dosing, they would have a mean gain in BCVA of 2.51 letters and 5.62 letters 
at the end of the 1-year simulation period, respectively, compared to the same virtual participants 
simulated to receive dosing no more frequently than Q8. 

Simulations performed to predict BCVA outcomes over a 1-year period for the actual participants in 
PULSAR (N=39) and PHOTON (N=7) that continued to meet the DRM criteria after receiving at least 
one Q8 dose indicate - similar to the previous simulation - that these participants within AMD or DME 
who received Q4 dosing were estimated to have mean BCVA gains of 3.3 letters and 2.0 letters at the 
end of the 1-year simulation period, respectively, if they were to transition to Q4 dosing at the time 
they met DRM criteria after receiving a Q8 dose compared to the scenario where they received Q8 
dosing despite meeting DRM criteria for further dosing interval shortening. 

These model-based results indicate that participants with nAMD or DME who continue to meet clinical 
criteria to reduce the dosing interval after dosing Q8 are predicted to have better visual outcomes and 
clinical benefit if their dosing interval is reduced to Q4 compared to the scenario where the dosing 
interval remains no shorter than Q8. These predictions are consistent with the observations in 
participants in the QUASAR study who received HD aflibercept and continued to meet clinical DRM 
criteria for intensification of their dosing regimen after dosing Q8 (i.e., from Q8 to Q4) and that 
demonstrate that these participants received additional clinical benefit from the Q4 regimen. 

2.3.5.  Discussion on clinical pharmacology 

Three modelling and simulation reports were provided to justify this variation: a population PK analysis 
B004119, an exposure-response analysis B004120, and a population PK/PD analysis B004121.  

There are no changes in the bioanalysis methods. 

The population PK model was modified to include the additional QUASAR data. Update of the model is 
well done; discussion of shrinkage is acceptable. VPCs show the model is appropriate. Overall, 
exposition between RVO and other authorised indications nAMD and DME can be considered similar, 
and the minimum treatment interval Q4 is also well defined for pharmacokinetics. 

The population PK/PD analysis was also satisfactory and comforts the knowledge about the minimum 
dosing interval. 

2.3.6.  Conclusions on clinical pharmacology 

Clinical pharmacology is acceptable and is in agreement with this variation. 

2.4.  Clinical efficacy 

The MAH submitted a grouped type II variation for Eylea 114.3 mg/ml to update the product 
information: 

- A type II variation under category C.I.6.a has been submitted to extend the therapeutic 
indication to include the treatment of macular edema secondary to retinal vein occlusion 
(RVO), supported on the results of the pivotal Phase III study 22153 (QUASAR). Accordingly, 
updates have been made to sections 4.1, 4.2, 4.4, 4.8, 5.1, and 5.2 of the SmPC, and the 
package leaflet has been revised to reflect these changes.  
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- A type II variation (C.I.4) has been submitted to revise the minimum treatment interval in 
SmPC section 4.2 for nAMD and DME, based on data from study 22153 (QUASAR) and post-
hoc analyses of studies 20968 (PULSAR), 21091 (PHOTON), and 21086 (CANDELA). 

The pivotal QUASAR study reports efficacy data through week 36 in 892 RVO patients. 

The endpoints assessed the clinical benefit of high-dose aflibercept with extended dosing intervals, 
demonstrating equivalent or potentially superior visual and anatomical outcomes compared to 
aflibercept 2mg. 

The primary efficacy endpoint was the change from baseline in BCVA, assessed by ETDRS letter score 
at week 36. 

As the number of active injections is a relevant measure of treatment burden in both clinical studies 
and practice for RVO patients, the key secondary endpoint was defined as the number of active 
injections from baseline to week 64, with an additional secondary endpoint covering injections through 
week 36. 

This submission also proposed an update to the approved dosing regimen for nAMD and DME 
to provide the option for monthly dosing (Q4) in a group of patients in need of more frequent 
maintenance dosing. The new indication, RVO, is intended to lessen the treatment burden for both 
patients and healthcare professionals by reducing the number of injections and clinic visits. The 
rationale provided is acceptable. 

2.4.1.  Main study(ies) 

QUASAR Study – 22153 

Methods 

− Study design 

QUASAR was a multi-center, randomized, double-masked, three-arm, active-controlled clinical trial 
designed to evaluate the efficacy and safety of high-dose (8 mg) intravitreal aflibercept compared to 
the approved 2 mg dose in patients with treatment-naïve macular edema resulting from retinal vein 
occlusion (RVO). 

The study consists of a screening/baseline period, followed by a treatment period with duration of 60 
weeks, and an end of study visit at Week 64. 

Participants who were eligible were randomly assigned in equal numbers to one of three treatment 
groups (1: 1: 1 ratio). Stratification applied to ensure balanced distribution of RVO subtypes (BRVO, 
HRVO, or CRVO) across all groups. 

• 2q4: aflibercept 2 mg administered every 4 weeks until Week 32, followed by adjustment of 
treatment intervals according to treatment response. 

• 8q8/3: aflibercept 8 mg administered every 8 weeks, with possible interval adjustments based 
on Dose Regimen Modifications criteria, following an initial loading phase of 3 injections given 
at 4-week intervals. 

• 8q8/5: aflibercept 8 mg administered every 8 weeks, with possible interval adjustments based 
on Dose Regimen Modifications criteria, following an initial loading phase of 5 injections given 
at 4-week intervals. 
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The design of the study is depicted in Figure 5 and table 5 and 6. 

Figure 5: QUASAR Study flow diagram 

 

Table 5: QUASAR: DOSING 

  

Table 6: QUASAR: Dose regimen modifications (DRMs) 
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Study participants 

Key inclusion criteria 

1. Adult ≥ 18 years of age (or country’s legal age of adulthood if the legal age is > 18 years) at 
the time of signing the informed consent. 

2. Treatment-naïve macular edema involving the foveal center secondary to RVO (BRVO, HRVO or 
CRVO) diagnosed within 16 weeks (112 days) before the screening visit in the study eye. 

3. BCVA letter score of 73 to 24 (20/40 to 20/320) at screening and baseline visits in the study 
eye. 

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

5. Mean CST ≥ 300 µm on OCT if excluding Bruch’s membrane (e.g. Cirrus or Topcon) or ≥ 320 
µm if including Bruch’s membrane (e.g. Heidelberg Spectralis), confirmed by the reading 
center at the screening visit and by the site at baseline visit in the study eye. 

Key exclusion criteria 

1. Significant media opacities, including cataract, that interfere with BCVA, or imaging 
assessments (e.g. fundus photography [FP], optical coherence tomography [OCT]) in the study 
eye. 

2. Aphakia, or pseudophakia with absence of posterior capsule (unless it occurred as a result of a 
yttrium-aluminum-garnet posterior capsulotomy performed more than 30 days before the 
screening visit), in the study eye. 

3. Uncontrolled glaucoma (defined as IOP > 25 mmHg despite treatment with anti‑glaucoma 
medication); or history or likely future need of glaucoma surgery in the study eye. 

4. Intraocular inflammation/infection (including trace, or above, cells in the anterior chamber 
and/or vitreous) within 12 weeks (84 days) of the screening visit in the study or in the fellow 
eye. 

5. Extraocular or periocular infection or inflammation (including infectious blepharitis, keratitis, 
scleritis, or conjunctivitis) in the study or in the fellow eye. 

6. Uncontrolled blood pressure (defined as systolic > 160 mmHg or diastolic > 95 mmHg) at the 
screening visit or baseline visit. 

7. Uncontrolled diabetes mellitus, defined by hemoglobin A1c (HbA1c) > 12% at the screening 
visit. 

8. History of cerebrovascular accident or myocardial infarction within 24 weeks (168 days) before 
the screening visit or between screening and baseline visits. 

9. Prior treatment of the study eye with any of the following drugs (any route of ophthalmic 
administration) or procedures:  

− Anti-angiogenic drugs at any time including investigational therapy (e.g. with anti 
angiopoietin/anti-VEGF bispecific monoclonal antibodies). 

− Previous use topical steroids within 4 weeks (28 days) from the screening visit, or 
intraocular or periocular steroids within 16 weeks (112 days) from the screening visit, or 
steroid implants at any time. 
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− Previous treatment with intraocular or periocular implant, gene therapy, or cell therapy at 
any time. 

− Treatment with ocriplasmin at any time. 

− Vitreoretinal surgery (including scleral buckling) at any time. 

− Any intraocular surgery, including cataract surgery, within 12 weeks (84 days) before the 
screening visit.  

− Previous treatment with retinal laser photocoagulation. 

In accordance with the recommendations provided in the scientific advice (EMA/SA/0000086937), the 
Applicant stratified patients by RVO subtype to ensure balanced allocation across treatment groups. 

Inclusion and exclusion criteria are considered relevant to select appropriately patients with CRVO, 
BRVO or HRVO. It is fully supported that the selection criteria should not exclude patients with 
ischemic RVO. 

Treatments 

In QUASAR study, patients were randomized in a 1:1:1 ratio to receive monotherapy in the treated eye 
with either 2 mg aflibercept (administered every 4 weeks until week 32, followed by adjustment of 
treatment intervals according to treatment response) or aflibercept 8 mg 8q8/3 or 8q8/5 (administered 
every 8 weeks after 3 initial Q4W or administered every 8 weeks after 5 initial Q4W). 

The participants could benefit from a dose regimen modification according to pre-specified criteria 
listed in table 7. 

 

Figure 6: study intervention(s) administered 
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Table 7: QUASAR: dose regimen modifications (DRMs) 

 

Permitted concomitant treatments:  

Participants may not receive any standard or investigational agents for treatment of their macular 
edema secondary to RVO in the study eye other than assigned study treatment as specified in this 
protocol until they have completed the EoS/early discontinuation 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 study eye or the fellow eye. 

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 receives during the study must be recorded along with:  

• Reason for use  

• Dates of administration including start and end dates  

• Dosage information including dose and frequency 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. The Medical Monitor should be contacted if there are 
any questions regarding concomitant or prior therapy. 

Objectives 

Primary objective 

• To determine if treatment with aflibercept 8 mg Q8 provides non-inferior BCVA change 
compared to aflibercept 2 mg Q4 

Secondary objectives 

• To determine if treatment with aflibercept 8 mg Q8 requires less injections compared to 
aflibercept 2 mg Q4 

• To determine the effect of aflibercept 8 mg Q8 compared to aflibercept 2 mg Q4 on other 
visual and anatomic measures of response 

• To assess the efficacy of aflibercept 8 mg Q8 compared to aflibercept 2 mg aflibercept Q4 on 
vision-related QoL 
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Other secondary objectives 

• To evaluate duration of effect of aflibercept 8 mg Q8 compared to aflibercept 2 mg 
aflibercept Q4 

• To evaluate the PK of aflibercept 8 mg Q8 compared to aflibercept 2 mg aflibercept Q4 

Exploratory objectives 

• To determine the effect of aflibercept 8 mg Q8 compared to aflibercept 2 mg Q4 on further 
visual and anatomic measures of response 

• To study molecular drivers of RVO or related diseases, clinical efficacy of aflibercept, and 
affected molecular pathways 

Outcomes/endpoints 

Primary efficacy endpoint 

• Change from baseline in BCVA measured by the ETDRS letter score at Week 36 

Key secondary efficacy endpoint 

• Number of active injections from baseline to Week 64  

Secondary endpoints 

• Number of active injections from baseline to Week 36  

• Change from baseline in BCVA measured by the ETDRS letter score at Week 44 

• Change from baseline in BCVA measured by the ETDRS letter score at Week 64 

• Participant gaining at least 15 letters in BCVA from baseline at Weeks 36 and 64 

• Participant achieving an ETDRS letter score of at least 69 (approximate 20/40 Snellen 
equivalent) at Weeks 36 and 64 

• Participant having no IRF and no SRF in the center subfield at Weeks 36 and 64 

• Change from baseline in CST at Weeks 36 and 64 

• Change from baseline in NEI-VFQ-25 total score at Weeks 36 and 64 

Additional secondary endpoints 

• Participants dosed only Q8 through Week 36 in the 8 mg Q8 group 

• Participant having last treatment interval ≥12 or of 16 weeks at Week 64 

• Participant having next intended interval ≥12, ≥16 or of 20 weeks at Week 64 

• Systemic exposure to aflibercept as assessed by plasma concentrations of free, adjusted bound 
and total aflibercept from baseline through Weeks 36 and 64 

Exploratory endpoints 

• Change from baseline in BCVA measured by the ETDRS letter score at each visit  

• Participant with vision changes of at least 5, 10, or 15 letters in BCVA from baseline at each 
visit  
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• Participant with no IRF and no SRF in the center subfield at each visit  

• Time to fluid-free retina over 36 and 64 weeks (total fluid, IRF, and/or SRF in the center 
subfield)  

• Participant having sustained fluid-free retina over 36 and 64 weeks (total fluid, IRF, and/or SRF 
in the center subfield)  

• Change in area of retinal ischemia at Weeks 36 and 64  

• Change in the area of fluorescein leakage at Weeks 36 and 64 

• Evaluation of clinical efficacy parameters by repertoire or frequency of genetic alterations 
(genomics substudy) 

• Intervention-related changes in circulating biomarkers (FBR) 

The primary objective of the study, which was to determine if treatment with aflibercept 8mg Q8 with 
two different loading dose administrations provides non-inferior BCVA change compared to aflibercept 
2mg Q4, is supported for the assessment of non-inferiority and is in line with the initial Scientific 
advice EMA/SA/0000086937. 

Secondary efficacy endpoints evaluate the number of active injections, change in BCVA, CST, 
presence/absence of intra/sub-retinal fluid from baseline at different time points over the study course. 
The secondary efficacy endpoints are therefore deemed acceptable. 

• Estimands for the primary objective 

Population Adult patients with treatment-naïve macular edema secondary to 
RVO. 

Treatment 
condition<s> 

• Aflibercept 8 mg administered with 3 initial Q4 doses followed by 
extension of treatment interval to 8- weeks and further adjustment 
of intervals according to treatment response 

• Aflibercept 8 mg administered with 5 initial Q4 doses followed by 
extension of treatment interval to 8- weeks and further adjustment 
of intervals according to treatment response 

• Aflibercept 2 mg administered Q4 until Week 32, followed by 
adjustment of treatment intervals according to treatment response 

A delayed active injection resulting in an injection interval up to 4 weeks 
longer than planned is considered to be in line with the treatment regimen 
of interest. 

Endpoint (variable) Change from baseline in BCVA measured by the Early Treatment Diabetic 
Retinopathy Study (ETDRS) letter score at Week 36 

Population-level 
summary 

Difference in mean change from baseline to Week 36 in BCVA between each 
aflibercept 8 mg group and the aflibercept 2 mg group 

Intercurrent events and strategy to handle them 

Discontinuation of 
study treatment and 
of study for any 
reason before week 
36 

Hypothetical strategy addressed through a mixed model for repeated 
measures (MMRM)  
  

Discontinuation of 
study treatment 
before week 36 but 
continuation of study 

Hypothetical strategy addressed through a MMRM analysis but observed 
data beyond the last active injection + current treatment interval +5 days 
are excluded from analysis (considered as missing data) 

Use of Prohibited 
concomitant 
medications before 
week 36  

Hypothetical strategy addressed through a MMRM analysis, observed data 
beyond the administration of the prohibited treatment are excluded from 
analysis (considered as missing data) 
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Missed active 
injection resulting in 
an actual injection 
interval up to 4 weeks 
longer than planned 

Treatment policy strategy, all available data are included in the MMRM 
analysis 

Missed active 
injection resulting in 
an actual injection 
interval more than 
4 weeks longer than 
planned 

Hypothetical strategy addressed through a MMRM analysis, observed data 
beyond the last active injection + current treatment interval +5 days are 
excluded from analysis (considered as missing data) 

Sample size 

The sample size calculation was based on the primary efficacy estimand and its endpoint: the change 
from baseline in BCVA (Best Corrected Visual Acuity), measured by the ETDRS letter score at Week 36. 

The sample size was determined using the following assumptions for both the 8 mg/5 group and the 2 
mg group: 

• BCVA letter score changes from baseline are normally distributed. 

• The true difference in mean BCVA change between the 8 mg/5 and 2 mg groups is 0 letters. 

• The standard deviation is 12.5 in both treatment groups, derived from an integrated analysis of 
GALILEO and COPERNICUS data. 

Similar assumptions were applied to the 8 mg/3 group when compared to the 2 mg group. 

A sample size of 246 evaluable participants per group provides approximately 90% power to reject the 
null hypotheses for both the first and second test problems in the hierarchical order. This is based on a 
1-sided t-test at a significance level of 0.025. 

Assuming about 10% of participants will drop out before Week 36 (the primary endpoint), 
approximately 274 participants need to be randomized per group. This leads to a total sample size of 
roughly 822 participants. To enable a supportive exploratory subgroup analysis for BRVO and 
CRVO/HRVO, the study aims to randomize a minimum of 40% of participants, or 329 participants, per 
RVO type ([CRVO or HRVO] vs. BRVO). With this sample size, there's approximately a 90% probability 
(given the assumptions mentioned earlier) that the 95% confidence interval for the difference between 
pooled aflibercept 8 mg and aflibercept 2 mg will exclude a margin of 5 letters in each subgroup. 

Intercurrent Events  

Premature discontinuation of study treatment (for any reason) is defined as an intercurrent event. The 
primary estimand will follow a hypothetical strategy, determining the treatment effect in a scenario 
where all participants continued their randomized treatment until Week 36. 

Justification of Japanese sample size 

Past aflibercept studies have shown no differences in response between Japanese and global study 
populations. This establishes that aflibercept (and other drugs in the anti-VEGF IVT Injection class) is 
ethnically insensitive, as concluded by the European Medicines Agency and the related U.S. 
Department of Health. To ensure appropriate representation within the overall study population and 
each subgroup, approximately 10% of the study participants are planned to be recruited in Japan. 
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Randomisation 

A total of approximately 822 eligible participants with macular oedema secondary to retinal vein 
occlusion (RVO) were randomized in a 1:1:1 ratio to one of the following treatment groups: 

• Aflibercept 8 mg every 8 weeks (Q8W) after 3 initial doses administered every 4 weeks (Q4W) 
[8 mg/3], 

• Aflibercept 8 mg Q8W after 5 initial Q4W doses [8 mg/5], or 

• Aflibercept 2 mg Q4W [2 mg]. 

At least 40% of eligible participants were expected to be enrolled in each RVO subtype stratum: central 
or hemi-retinal vein occlusion (CRVO/HRVO) and branch retinal vein occlusion (BRVO). Randomization 
was stratified by RVO type (CRVO or HRVO vs. BRVO), geographic region (Japan vs. Rest of Asia-
Pacific [APAC] vs. Americas vs. Europe), and baseline best corrected visual acuity (BCVA) (<60 vs. 
≥60 letters). For the purpose of stratification, HRVO participants were grouped under the CRVO 
stratum. 

Blinding (masking) 

An unmasked Investigator (or designated individual), distinct from the masked study personnel, was 
responsible for performing the active injection or sham procedure, post-injection indirect 
ophthalmoscopy, and intraocular pressure (IOP) assessments. To maintain blinding, participants must 
remain unaware of their treatment assignment; therefore, the study intervention and syringe must be 
concealed and rendered unidentifiable to the participant. 

The unmasked Investigator’s involvement in the study was limited to: 
 (i) the receipt, tracking, preparation, destruction, and administration of the study intervention, and 
 (ii) the reporting of any adverse events (AEs), serious adverse events (SAEs), or device deficiencies 
related to the filter needle, injection needle, or syringe during the post-injection phase. 

An unmasked drug handler (e.g., a pharmacist) may be designated to manage the receipt, storage, 
and preparation of both active and sham intervention kits. Unmasked personnel may also conduct 
screening and baseline procedures, such as obtaining initial informed consent (however, any re-
consent must be carried out by masked staff). 

The randomization was performed through an interactive response system allocating treatments from a 
predefined randomization list. It included 3 stratification factors: the RVO type (2 strata), the 
geographical region (4 strata) and the visual acuity baseline (2 strata). Subgroup analyses should 
describe these strata. The handling of masking procedures appears reliable. The difference in loading 
doses prior the extension period of treatment is masked through sham injections when needed. 

Statistical methods 

Populations for analysis 

Efficacy analyses were conducted exclusively on the Full Analysis Set (FAS), which comprised all 
randomized participants who received at least one dose of the study intervention (active or sham). 
Participants were analyzed according to their initial randomization group (intention-to-treat principle). 

FAS (Full Analysis Set) analysis most closely resembles real-world data usage and appears to be the 
most suitable for analysis. However, it is known that this population could, to some extent, artificially 
favour the non-inferiority demonstration. Therefore, a per-protocol population analysis was asked to be 
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performed as well to check the robustness of the FAS analysis, unless the difference in size of these 
two populations is small. 

Primary Endpoint Analysis and multiplicity adjustment 

The testing of the primary and key secondary endpoints is performed at an overall significance level of 
0.025 for the one-sided tests and 0.05 for the two-sided tests. The testing strategy is hierarchical in 
order to control the overall family-wise type I error in the strong sense. The statistical comparisons is 
carried out in the following hierarchical order: 

 
Figure 7: Hierarchical hypothesis testing 

 
Main statistical approach 

For the primary 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 (2q4 vs 8q8/3 
vs 8q8/5), visit (up to Week 36), and the stratification variables (geographic region [Japan vs. APAC vs 
Europe vs America], categorized baseline BCVA [<60 vs. ≥60], and RVO type [CRVO/HRVO vs BRVO]) 
as fixed factors as well as terms for the interaction between baseline and visit (up to Week 36) and for 
the interaction between treatment and visit (up to Week 36). Only data up to Week 36 were included 
for this analysis. A Kenward-Roger approximation was used for the denominator degrees of freedom. 
Further, an unstructured covariance structure was used to model the within subject error, assuming 
different covariance parameters per treatment group. The unstructured covariance structure was used 
since it avoids making any assumptions on the correlations between repeated measures. If the fit of 
the unstructured covariance structure fails to converge, the following covariance structures were tried 
in order until convergence is reached: Toeplitz with heterogeneity, autoregressive with heterogeneity, 
Toeplitz, autoregressive and compound symmetry. 

With regard to the hierarchy of hypotheses tested, the sponsor prioritizes the non-inferiority with 
respect to BCVA at 36 weeks of the 8 mg dose with 5 loading doses over the 8 mg/3 modality. The 
other hypotheses were tested in the following order: non-inferiority regarding BCVA of 8 mg/3 at 36 
weeks, superiority regarding the number of injections of 8 mg/3 and 8 mg/5 at 64 weeks, and 
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superiority at 36 weeks of the two 8 mg doses with respect to BCVA. Failure of one hypothesis will 
invalidate those that follow. 
The Statistical approach for the primary analysis is consistent with the hypothetical strategy handling 
intercurrent events.  
The proposed strategy for the variance-covariance matrices used in statistical model in the event of 
non-convergence is reasonable and acceptable. 
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Results 

Participant flow 

  

Figure 8: Flow of participants through week 36 (all enrolled participants) 

  

Table 8: Disposition in overall study: week 36 (all randomized participants) 

 

According to the Applicant's results, the number of patients randomized appears well-balanced across 
treatment groups. However, Table 8 indicates a higher number of patients who did not complete the 
study until Week 36 in the 8q8/5 group (23, 7.7%) compared to the 8q8/3 group (13, 4.4%) and the 
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2q4 group (14, 4.6%). This elevated non-completion rate in the 8q8/5 group is primarily due to a 
higher number of subject withdrawals (16, 5.4%) compared to the 8q8/3 group (8, 2.7%) and the 2q4 
group (8, 2.6%). 

The Applicant was asked to clarify why a greater proportion of patients in the 8q8/5 group (23 
patients, 7.7%) did not complete the study through Week 36, compared with the 8q8/3 group (13 
patients, 4.4%) and the 2q4 group (14 patients, 4.6%). This higher discontinuation rate in the 8q8/5 
group was mainly driven by subject withdrawals (16 patients, 5.4%) versus 8 patients (2.7%) in the 
8q8/3 group and 8 patients (2.6%) in the 2q4 group. 

The Applicant emphasized that the reasons for withdrawal did not indicate any consistent trend that 
could account for the difference. However, analysis of withdrawal timing showed that the largest 
imbalance occurred within the first three months. In particular, 6 participants in the 8q8/5 group 
withdrew consent before the scheduled Week 12 injection, compared with only 1 participant in the 
8q8/3 group. Since treatment regimens were identical in the 8q8/5 and 8q8/3 groups up to Week 12, 
this discrepancy is considered most likely due to chance rather than the study drug. Also, withdrawal 
and overall discontinuation rates remained low across all groups and were within the expected range 
(<10%). 

Further clarification was requested regarding the discrepancy between tables which relate to overall 
treatment disposition and discontinuation from the study versus discontinuation from study. The 
Applicant argued that as specified in the Clinical Study Protocol, participants who discontinued 
treatment were permitted to remain in the study. Consequently, the number of participants who 
discontinued from the study is lower than the number who discontinued from treatment which 
correspond to the difference observed. The arguments provided by the Applicant are fully accepted. 

Recruitment 

Date first subject randomized: 15 May 2023 

Date last subject completed Week 36: 07 Nov 2024 / End of Study Visit Week 64:27 May 2025 

Note: At the time of the variation submission, the study was still ongoing and was completed before 
the end of this procedure.  
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Conduct of the study 

Table 9: Number of participants with important protocol deviations through week 36 (all randomized 
participants) 

 

Table 10: Number of participants with important protocol deviations through week 64 (all randomized 
participants)   

 

A total of 168 participants (18.8%) experienced major protocol deviations. The most common 
deviations (≥5%) were related to treatment. Based on the data provided by the Applicant, a higher 
number of important protocol deviations was observed in the 8q8/3 group (63 patients, 21.4%) and 
the 8q8/5 group (60 patients, 20.1%) compared to the 2q4 group (45 patients, 14.9%). 

When analyzing the different categories of major deviations, most appear to be relatively balanced 
across the treatment groups — except for treatment-related deviations. Notably, treatment deviations 
occurred more frequently in the 8q8/3 group (43 patients, 14.6%) compared to the 2q4 and 8q8/5 
groups (30 patients [9.9%] and 25 patients [8.4%], respectively). 
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According to table 10, the most common reported treatment deviation was related to participants not 
being extended despite meeting the extension criteria. 

The Applicant was asked to clarify why the most commonly reported treatment deviation involved 
participants who were not extended despite meeting the extension criteria, and in particular, to explain 
why such deviations occurred more frequently in the 8q8/3 group. 

The Applicant emphasized that, according to the dosing schedule outlined in the Clinical Study 
Protocol, participants in the 8q8/3 and 2q4 groups were allowed to extend their dosing intervals 
starting at Week 32, whereas participants in the 8q8/5 group were not permitted to do so until Week 
40. Consequently, a protocol deviation involving interval extensions through Week 36 could only occur 
in the 8q8/3 and 2q4 groups, and not in the 8q8/5 group. 

Moreover, according to the data provided by the Applicant, participants in the 8q8/3 and 2q4 groups 
who met the criteria but were not extended showed a balanced distribution between the two groups 
(19 vs. 16 participants). 

Also, according to the data provided by the Applicant at Week 64, the treatment deviations are well 
balanced between each group of treatment (2q4, 8q8/3, 8q8/5) with a slight higher frequency 
concerning the 2q4 group (62 patients, 20,5%) and the group 8q8/3 (62 patients, 21.1%) compared 
to the 8q8/5 group (52 patients, 17.4%). 

While it is clear that the sponsor followed the recommendations of ICH E9-R1, the request for this 
additional sensitivity analysis was made in order to obtain a more comprehensive overview of the 
diversity of exposure patterns among patients included in the trial. 

It is agreed that the hypothetical strategy proposed in the main analysis is preferable to the treatment 
policy strategy in a non-inferiority context, as the population considered in the latter strategy has 
greater variability, which may make the treatment arms more similar. However, the population 
considered in the proposed hypothetical strategy, because it includes major deviations from the 
protocol, still retains a degree of variability that could nonetheless favour the similarity of the 
treatment arms in terms of point estimates. In addition, the size of this population may also have an 
impact on the accuracy of estimates and the sensitivity of statistical tests. 

Nevertheless, the sponsor provided the requested analysis on the population that adhered most closely 
to the protocol. It shows a very limited impact on the initial results, with a loss of one letter in terms of 
point estimates and precision (lower limit of the 95% CI) which does not jeopardize the non-inferiority 
of the new treatment modalities (8q8/3 and 8q8/5) compared to the control modality (2q4) and fully 
supports the robustness of the primary analysis conclusion. 

 

 

Amendment to the protocol history 

− Amendment 1.0 (28 JUL 2023) 

This amendment has been prepared to incorporate country-specific modifications to the original 
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protocol dated 07 February 2023, in order to comply with local requirements applicable solely to 
countries under the EU Clinical Trial Regulation (EU CTR). In accordance with the criteria outlined in 
Article 10(a) of Directive 2001/20/EC of the European Parliament and of the Council, this amendment 
is considered non-substantial. 

Baseline data 

Table 11: Demographics and disease characteristics (full analysis set)
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Overall, there were no significant differences in demographics or baseline characteristics between the 
various types of RVO (BRVO and CRVO/HRVO), aside from minor variations in sex, race, and history of 
diabetes or renal impairment, which were not deemed clinically relevant. 

The following differences (>5%) were observed by RVO type: 

• A higher proportion of female participants was noted in the BRVO group compared to the 
CRVO/HRVO group (53.1% vs 41.9%, respectively). 

• Participants of Asian race were more frequently represented in the BRVO group than in the 
CRVO/HRVO group (38.8% vs 25.4%, respectively). 

• A greater proportion of participants with a medical history of normal renal function was 
reported in the BRVO group compared to the CRVO/HRVO group (67.9% vs 59.3%, 
respectively). 

• The proportion of participants with a history of diabetes was lower in the BRVO group than in 
the CRVO/HRVO group (12.6% vs 25.2%, respectively). 
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Proportion of male and female was well balanced between the 3 arms, even if slightly more male 
patients were included in total (52.2%). Data were mostly well balanced across the treatment groups 
for the demographics and disease characteristics at baseline, except for discrepancies observed 
between groups in patients with medical history of renal impairment (normal and mild). Moreover, the 
mean age observed in QUASAR, VIBRANT, GALILEO and COPERNICUS appears to be similar, overall 65 
years old. 

Furthermore, the characteristics observed for the various types of RVO (BRVO and CRVO/HRVO), seem 
to be well balanced.  

Baseline disease characteristics of the study eye  

Table 12: Baseline disease characteristics of the study eye (full analysis set) 

 

At baseline, the mean (SD) BCVA using the ETDRS letter score, averaged across all treatment groups, 
was 54.9 (13.8) letters. A total of 55.7% of participants had an ETDRS score of <60 letters, while 
44.3% had a score of ≥60 letters. The mean (SD) intraocular pressure in the study eye at baseline was 
14.7 (3.1) mmHg, and the mean (SD) central subfield thickness (CST) was 628.8 (228.5) μm. 
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The following differences (>5%) were noted between treatment groups: 

• CRVO type based on reading center assessment was slightly more prevalent in the 2q4 group 
(38.9% participants) compared to the 8q8/3 and 8q8/5 groups (33.8% and 34.2%, 
respectively). However, RVO types were well balanced across all treatment groups when using 
investigator assessment for strata assignment at randomization. 

• Most participants in all treatment groups had perifoveal and parafoveal ischemia by FA, 
although there were slightly less in the 2q4 group compared to the “All 8 mg” group (59.1% vs 
65.0%, respectively). 

• The mean values of CST at baseline were slightly higher in the 2q4 group (651.0 μm) 
compared to 8q8/3 and 8q8/5 groups (626.1 and 609.2 μm, respectively). 
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Table 13: Baseline disease characteristics of the study eye by RVO type (full analysis set) 

 

 

The data were generally well balanced across treatment groups. The disparity in baseline CST between 
(BRVO) and (CRVO/HRVO) can well be attributed to the distinct pathophysiological mechanisms 
underlying these conditions. CRVO/HRVO involves a more extensive occlusion of venous outflow 
compared to BRVO, typically presenting with higher oedema and consequently higher CST values on 
(OCT) scans. 
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Medical and surgical history 

Table 14: Ocular medical history finding in the study eye (15 most frequent preferred terms in each 
treatment group) 
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Table 15: Non-ocular medical history findings (15 most frequent preferred terms in each treatment 
group) 

 

Regarding ocular history, the most common eye disorders were RVO (94.7%, 93.9%, and 95.6% in the 
2q4, 8q8/3 and 8q8/5 groups respectively) and Cataract (49.2%, 49.8%, and 48% in the 2q4, 8q8/3 
and 8q8/5 groups respectively), with previous cataract surgery having occurred in 8.6%, 11.3% and 
12.4% of subjects in the 2q4, 8q8/3 and 8q8/5 groups respectively. 

For non-ocular history, the most common disorders were vascular disorders, especially hypertension 
and also metabolism and nutrition disorders (hypercholesterolemia, hyperlipidaemia, type 2 diabetes 
mellitus, dyslipidaemia, and diabetes mellitus).  

Overall, the ocular and non-ocular medical and surgical history findings were consistent with what is 
typically observed in CRVO and an elderly patient population and were largely similar across treatment 
groups. 
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Outcomes and estimation 

− Primary efficacy endpoint 

o BCVA change from baseline at week 36 

Table 16: QUASAR: BCVA change from baseline at Week 36 in the study eye 

 

Figure 9: QUASAR: BCVA change from baseline 
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Figure 10: QUASAR: BCVA through week 36 for participants on Q8 versus Q4 intervals 
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Figure 11: QUASAR: CST through Week 36 for participants on Q8 versus Q4 intervals 
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o Provision of Week 64 efficacy  

Table 17: Change from baseline in BCVA measured by the ETDRS letter score at weeks 36, 44 and 64, 
MMRM (full analysis set) 

 

Table 18: Number of active injections from baseline to week 64, Main Analysis (full analysis set) 
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Table 19: Proportion of participants gaining at least 15 letters in BCVA from baseline at week 64, OC 
excluding values after ICE (full analysis set) 

 

Table 20: Proportion of participants achieving ETDRS letter score of at least 69 at week 64, OC 
excluding values after ICE (full analysis set) 

 

Table 21: Proportion of participants having no retinal fluid in the central subfield at week 64, OC 
excluding values after ICE (full analysis set) 
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Table 22: Change from baseline in CST (μm) at Week 64, MMRM (full analysis set) 

 

Table 23: Change from baseline in NEI-VFQ-25 total score at week 64, ANCOVA, LOCF (full analysis 
set) 
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Table 24: Proportion of participants with specific treatment intervals through week 64 (safety analysis 
set; only week 64 completers) 

 

The primary efficacy endpoint was the change from baseline in best-corrected visual acuity (BCVA), 
measured by the ETDRS letter score at Week 36. 

According to the data provided by the Applicant, the primary objective is met at week 36 for QUASAR 
study, concerning 8q8/3 and 8q8/5 treatment.  

- 8q8/3: Non-inferiority of Eylea 8q8/3 to Eylea 2q4 for the primary endpoint, BCVA change from 
baseline at week 36 in the study eye, is confirmed with a non-inferiority margin letters (p<0.001, 
assessed at a one-sided significance level of 0.025) 

- 8q8/5: Non-inferiority of Eylea 8q8/5 to Eylea 2q4 for the primary endpoint, BCVA change from 
baseline at week 36 in the study eye, is confirmed with a non-inferiority margin letters (p<0.001, 
assessed at a one-sided significance level of 0.025). 

Thus, the primary endpoint is achieved with results observed in the pooled RVO group in terms of 
BCVA improvements at Week 36. 

A decrease in treatment efficacy was observed in terms of changes in BCVA from baseline, particularly 
at Week 16 for the 8q8/3 regimen and at Week 24 for the 8q8/5 regimen. This reduction in efficacy 
appeared to diverge from the data observed with the lower 2q4 dose; however, it was not considered 
clinically significant. 

In this way, the Applicant highlighted that, in the 8q8/3 arm, patients had the opportunity at Weeks 
16, 24, and 32 to increase the frequency of injections from Q8 to Q4 if they met protocol-specified 
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criteria for shortening the interval, based on loss of initial visual and anatomical improvements. In the 
8q8/5 arm, patients had the same opportunity at Weeks 24 and 32. 

This argument is fully supported and corresponds to the various observed time points, confirming the 
possibility of reducing the treatment interval. It is also noted and accepted that, as shown in Figures 
10A and 10B, shortening the treatment interval in the QUASAR study allowed recovery of visual gain. 

The Applicant was requested to provide the 64-week data from the QUASAR study, in order to draw 
conclusions on the long-term efficacy of the treatment and to further highlight the safety profile of the 
high doses used in this study. In this context, the Applicant has provided the requested 64-week data 
and analyses of the primary endpoint, key secondary endpoint, and secondary endpoints. 

Primary efficacy endpoint:  

Change from baseline in BCVA measured by the ETDRS letter score at Week 36 and Week 64 

The primary efficacy endpoint was the change from baseline in best-corrected visual acuity (BCVA), 
measured using the ETDRS letter score at Week 36. According to the data provided by the Applicant, 
the primary objective of the QUASAR study was met at Week 36 for both 8q8/3 and 8q8/5 treatment 
groups. It is fully accepted that BCVA changes from baseline at Week 64 also met the pre-specified 
non-inferiority criteria for the Week 36 primary endpoint in both 8 mg groups compared with the 2 mg 
group.  

Specifically, at Week 64, the LS mean changes from baseline in BCVA were 0.5 letters (95% CI: -1.6, 
2.7) for 8q8/3 and 0.7 letters (95% CI: -1.5, 2.9) for 8q8/5, compared with 2q4. Non-inferiority was 
confirmed, as the lower bounds of the 95% confidence intervals exceeded -4 letters. 

Key secondary efficacy endpoints: 

Number of active injections from baseline to Week 64  

The number of active injections from baseline was evaluated as a key secondary endpoint at Week 64. 

According to the results provided by the Applicant, the 8q8/5 and 8q8/3 groups received a statistically 
significantly lower number of active injections (9.5 and 8.5, respectively) compared with the 2q4 group 
(11.7 active injections). The difference was particularly favourable for the 8q8/3 group, corresponding 
to 3 fewer injections over 64 weeks compared with 2q4. This corresponds to an 8 mg/3 dose being 
superior to 2 mg in terms of the key secondary endpoint. 

The key secondary endpoint was thus achieved. 

Secondary endpoint: 

Change from baseline in BCVA measured by the ETDRS letter score at Week 44 

The BCVA outcomes at Week 44 remained consistent with the results reported at Week 36. 

The LS mean change from baseline in BCVA was comparable between the two groups, with 18.8 letters 
in the 8q8/5 group and 17.8 letters in the 2q4 group. At Week 44, the difference in LS mean changes 
from baseline between the groups was 1.0 letters (95% CI: -1.0, 2.9). Non-inferiority was 
demonstrated because the lower limit of the confidence interval was greater than -4, meeting the 
prespecified criteria. Thus, this secondary endpoint was achieved. 
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Change from baseline in BCVA measured by the ETDRS letter score at Week 64 

see above in the assessment 

Participant gaining at least 15 letters in BCVA from baseline at Weeks 36 and 64 

According to the results provided by the Applicant, a slightly higher effect was observed in the 8q8/5 
group; however, this difference is not considered clinically meaningful. 

Indeed, in the Full Analysis Set (FAS), the proportions of participants who gained at least 15 letters in 
BCVA from baseline at Week 64—based on observed cases (OC) excluding values following intercurrent 
events (ICE)—were similar in the 2q4 and 8q8/3 groups (60.4% and 61.7%, respectively), while a 
slightly higher proportion was observed in the 8q8/5 group (67.1%). These results are consistent with 
those observed at Week 36. 

Participant achieving an ETDRS letter score of at least 69 (approximate 20/40 Snellen 
equivalent) at Weeks 36 and 64 

At Week 64, the proportions of participants achieving an ETDRS score of at least 69 letters 
(approximately equivalent to 20/40 Snellen), based on observed cases excluding values after 
intercurrent events (ICE), were numerically higher in the 8q8/3 and 8q8/5 groups (70.4% and 75.4%, 
respectively) compared to the 2q4 group (70.2%). These results are consistent with those observed at 
Week 36. 

Participant having no IRF and no SRF in the center subfield at Weeks 36 and 64 

At Week 64, the proportion of participants with no retinal fluid in the central subfield appeared to vary 
between groups. From Week 36 onwards, a gradual decline in efficacy was observed over time; 
however, higher treatment doses appeared more effective than the lowest dose. The 8q8/3 and 8q8/5 
groups (76.3% and 71.3%, respectively) showed higher proportions compared to the 2q4 group 
(66.0%), suggesting better disease control in the 8 mg groups.  

Change from baseline in CST at Weeks 36 and 64 

Based on the results provided by the Applicant, the least squares (LS) mean change from baseline 
decreases over time and is similar across all treatment groups. According to Table 22, “Change from 
baseline in CST at Week 64”, the results support the non-inferiority of the 8q8/3 and 8q8/5 regimens 
compared to the 2q4 regimen. The estimated differences in LS mean changes in CST from baseline at 
Week 64 (95% CIs), based on the MMRM in the FAS, were small: -7.4 μm (95% CI: -20.7, 5.9) for 
8q8/3 versus 2q4 and 0.5 μm (95% CI: -12.6, 13.5) for 8q8/5 versus 2q4. The different doses tested 
(8q8/3 and 8q8/5) did not show a significant advantage over the 2q4 dose in terms of CST change at 
Week 64. These results therefore suggest similar efficacy between the groups for this parameter. 

Change from baseline in NEI-VFQ-25 total score at Weeks 36 and 64 

At baseline, the mean NEI-VFQ-25 total scores were comparable across the three treatment groups, 
ranging from 78.15 to 79.39. Based on the MMRM analysis in the FAS, the estimated differences (95% 
CI) at Week 64 were: –1.11 points (95% CI: –2.9 to 0.65) for 8q8/3 vs. 2q4, and -0.54 points (95% 
CI: –2.3 to 1.17) for 8q8/5 vs. 2q4. 

These results indicate no clinically meaningful differences between the groups. These results are 
consistent with those observed at Week 36. 
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Additional secondary endpoints: 

Participant having last treatment interval ≥12 or of 16 weeks at Week 64, and Participant having next 
intended interval ≥12, ≥16 or of 20 weeks at Week 64. 

Regarding the ≥Q8 interval, the difference between the last intended dosing interval (2q4: 92.2%; 
8q8/3: 95.9%; 8q8/5: 96.1%) and the last completed dosing interval (2q4: 87.0%; 8q8/3: 95.2%; 
8q8/5: 96.5%) is very small, particularly for the 8 mg treatment groups, where the values are almost 
identical. 

Regarding the ≥Q4 interval, the difference between the last intended dosing interval (2q4: 7.8%; 
8q8/3: 4.1%; 8q8/5: 3.5%) and the last completed dosing interval (2q4: 13.0%; 8q8/3: 4.8%; 
8q8/5: 3.5%) shows some disparities. Notably, the 2q4 group demonstrates a larger gap, suggesting 
more frequent treatment adjustments than initially planned (last intended dosing interval 2q4: 7.8% 
vs last completed dosing interval 2q4: 13.0%). This also suggests a potential for reduced treatment 
burden when initiating treatment with 8 mg. 

Regarding the ≥Q12 interval, the difference between the last intended dosing interval (2q4: 77.8%; 
8q8/3: 86.2%; 8q8/5: 85.5%) and the last completed dosing interval (2q4: 67.8%; 8q8/3: 81.4%; 
8q8/5: 78.5%) appears to be similar across groups. However, a larger difference is observed in the 
2q4 group, suggesting that the intention to extend the interval was greater than what was achieved in 
practice. 

With regard to the ≥Q16 dosing interval, the available data do not allow for definitive conclusions, as 
the results are incomplete across all treatment groups. 

In view of all the data provided by the Applicant, it is agreed that the 8q8/3 treatment regimen 
demonstrates non-inferiority compared to the 2q4 regimen. From this perspective, the primary 
endpoint is met. Furthermore, it is also agreed that the key secondary endpoint is achieved, 
highlighting the superiority of the 8q8/3 regimen over 2q4. 

In conclusion, non-inferiority has been observed between the 2q4 and 8q8/3 regimens. 
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Table 25: Change from baseline in BCVA measured by the ETDRS letter score at week 36, MMRM by 
RVO type (full analysis set) 

 
 

In participants with BRVO, the least squares (LS) mean change from baseline in BCVA, as measured by 
the ETDRS letter score at Week 36, was 19.0 letters in the 2q4 group, 18.3 letters in the 8q8/3 group, 
and 19.2 letters in the 8q8/5 group. 

For participants with CRVO/HRVO, the corresponding LS mean changes were 15.9, 16.6, and 17.2 
letters, respectively. 

The estimated differences (95% confidence intervals) in LS mean changes for BRVO participants were      
-0.8 letters (95% CI: -2.9 to 1.4) for 8q8/3 vs. 2q4, and 0.2 letters (95% CI: -1.9 to 2.2) for 8q8/5 vs 
2q4. 
 In CRVO/HRVO participants, the differences were 0.6 letters (95% CI: -2.6 to 3.9) for 8q8/3 vs 2q4, 
and 1.3 letters (95% CI: -2.0 to 4.5) for 8q8/5 vs 2q4. 

In both RVO subgroups, the results observed were consistent with those in the pooled RVO group, 
meeting the pre-defined criteria for non-inferiority in the overall population. 
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Table 26: Treatment group comparison: 8q8/5 vs 2q4 

 

 
Table 27: Treatment group comparison: 8q8/3 vs 2q4 
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Subgroup analyses show results consistent with the overall result. Of note, the better homogeneity of 
subgroups for the 8 mg/5 arm for which almost all subgroups (88%=21/24) achieve the non-inferiority 
despite their smaller size. 

− Secondary efficacy endpoint 

o Number of active injections from baseline to week 36 

The number of active injections since baseline is a secondary endpoint for Week 36 and a key 
secondary endpoint for the upcoming Week 64 analysis. 

Up to Week 36, the number of active injections was numerically lower in the 8q8/3 and 8q8/5 groups 
(6.1 and 6.9, respectively) compared to the 2q4 group, which received 8.8 active injections. 

Table 28: Number of active injections from baseline to week 36, main analysis (full analysis set) 
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o Number of active injections from baseline to week 64 

Table 29: Number of active injections from baseline to week 64, main analysis (full analysis set) 

 

 
According to the results provided by the Applicant at week 36, the 8q8/3 and 8q8/5 groups received a 
numerically lower number of active injections (6.1 and 6.9, respectively) compared to the 2q4 group, 
which received 8.8 active injections. The same result is observed per RVO type (BRVO and 
CRVO/HRVO). 

The number of active injections from baseline was evaluated as a key secondary endpoint at 
Week 64. 

According to the results provided by the Applicant, the 8q8/5 and 8q8/3 groups received a statistically 
significantly lower number of active injections (9.5 and 8.5, respectively) compared with the 2q4 group 
(11.7 active injections). The difference was particularly favourable for the 8q8/3 group, corresponding 
to 3 fewer injections over 64 weeks compared with 2q4. This corresponds to an 8 mg/3 dose being 
superior to 2 mg in terms of the key secondary endpoint. 

The key secondary endpoint was thus achieved. 

o Gain of ≥15 letters from baseline at week 36 and at week 64  

In the FAS, the proportions of participants gaining at least 15 letters in BCVA from baseline at Week 36 
using OC excluding values after ICE were similar in the 2q4 and 8q8/3 groups (59.8% and 58.8%, 
respectively) and slightly higher in the 8q8/5 treatment group (64.9%); the small numerical 
differences between the treatment groups were not clinically meaningful. 
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Table 30: Proportion of participants gaining at least 15 letters in BCVA from baseline at week 36, OC 
excluding values after ICE (full analysis set) 

 

Table 31: Proportion of participants gaining at least 15 letters in BCVA from baseline at week 64, OC 
excluding values after ICE (full analysis set) 

 

According to the results provided by the Applicant, a slightly higher effect was observed in the 8q8/5 
group; however, this difference is not considered clinically meaningful. 

Indeed, in the Full Analysis Set (FAS), the proportions of participants who gained at least 15 letters in 
BCVA from baseline at Week 36—based on observed cases (OC) excluding values following intercurrent 
events (ICE)—were similar in the 2q4 and 8q8/3 groups (59.8% and 58.8%, respectively), while a 
slightly higher proportion was observed in the 8q8/5 group (64.9%). 

The proportions of participants who gained at least 15 letters in BCVA from baseline at Week 64—
based on observed cases (OC) excluding values following intercurrent events (ICE)—were similar in the 
2q4 and 8q8/3 groups (60.4% and 61.7%, respectively), while a slightly higher proportion was 
observed in the 8q8/5 group (67.1%). These results are consistent with those observed at Week 36. 

o EDTRS letter score of ≥69 at week 36 and at week 64 

Table 32: Proportion of participants achieving ETDRS letter score of at least 69 at week 36, OC 
excluding values after ICE (full analysis set) 
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Table 33: Proportion of participants achieving ETDRS letter score of at least 69 at week 64, OC 
excluding values after ICE (full analysis set) 

 

At Week 36, the proportions of participants achieving an ETDRS score of at least 69 letters 
(approximately equivalent to 20/40 Snellen), based on observed cases excluding values after 
intercurrent events (ICE), were numerically higher in the 8q8/3 and 8q8/5 groups (72.7% and 76.2%, 
respectively) compared to the 2q4 group (67.8%). 

At Week 64, the proportions of participants achieving an ETDRS score of at least 69 letters 
(approximately equivalent to 20/40 Snellen), based on observed cases excluding values after 
intercurrent events (ICE), were numerically higher in the 8q8/3 and 8q8/5 groups (70.4% and 75.4%, 
respectively) compared to the 2q4 group (70.2%). These results are consistent with those observed at 
Week 36. 

o No IRF and no SRF in central subfield at week 36 and at week 64 

The proportions of participants with no retinal fluid (no IRF and no SRF) in the central subfield at Week 
36 using OC excluding values after ICE was high (>80%). 

Table 34: Proportion of participants having no retinal fluid in the central subfield at week 36, OC 
excluding values after ICE (full analysis set) 

 

Table 35:  Proportion of participants having no retinal fluid in the central subfield at week 64, OC 
excluding values after ICE (full analysis set) 
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Table 36: QUASAR: Retinal fluid status “dry” at week 36 by RVO type 

 

At week 36, the proportion of participants with no retinal fluid in the central subfield is similar between 
groups. Specifically, 81.2% of participants in the 8q8/3 dosage group and 81.8% in the 8q8/5 dosage 
group showed absence of retinal fluid. A slightly higher efficacy was observed in the 2q4 dosage group, 
with 83.7% of participants having no retinal fluid; however, this difference is not clinically meaningful. 

At Week 64, the proportion of participants with no retinal fluid in the central subfield appeared to vary 
between groups. From Week 36 onwards, a gradual decline in efficacy was observed over time; however, 
higher treatment doses appeared more effective than the lowest dose. The 8q8/3 and 8q8/5 groups 
(76.3% and 71.3%, respectively) showed higher proportions compared to the 2q4 group (66.0%), 
suggesting better disease control in the 8 mg groups. 

One of the secondary objectives of the study was to assess the effect of aflibercept 8 mg Q8 compared 
with aflibercept 2 mg Q4 on additional visual and anatomical response measures. Accordingly, a 
secondary endpoint evaluated the proportion of participants with no intraretinal fluid (IRF) and no 
subretinal fluid (SRF) in the central subfield at Weeks 36 and 64. 

As shown in Table 34, the overall proportion of participants with no retinal fluid in the central subfield 
(“dry” retinal status) at Week 36 was balanced across treatment groups, averaging 81% regardless of 
RVO type. 

When analysed by RVO subtype and treatment at Week 36: 

BRVO: 73.1% of participants in the 8q8/5 group achieved “dry” status, compared with higher 
proportions in the 2q4 (80.2%) and 8q8/3 (81.4%) groups. 

CRVO/HRVO: 80.8% of participants in the 8q8/3 group achieved “dry” status, whereas higher 
proportions were observed in the 2q4 (87.2%) and 8q8/5 (92.0%) groups. 

At Week 64, the overall proportion of participants with “dry” status remained higher in the aflibercept 
8 mg groups (76.3% and 71.3% for 8q8/3 and 8q8/5, respectively) compared with the 2q4 group 
(66.0%). 

When analysed by RVO subtype and treatment at Week 64: 

BRVO: 61.9% (2q4) and 63.6% (8q8/5) of participants achieved “dry” status, compared with 77.9% in 
the 8q8/3 group. 

CRVO/HRVO: 70.1% (2q4), 74.4% (8q8/3), and 80.2% (8q8/5) of participants achieved “dry” status. 

Aflibercept 8 mg maintained higher rates of fluid-free status at Week 64 compared with 2 mg Q4. In 
BRVO, the 8q8/3 regimen showed the best outcomes, while in CRVO/HRVO, both 8 mg regimens—
particularly 8q8/5—appear superior. 

Given that the indication is not specific to the RVO subtypes, no further information will be requested. 

o CST change from baseline at week 36 and at week 64 
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Similar mean decreases from baseline in CST were observed in all treatment groups at Week 36. 

Table 37: Change from baseline in CST (μm) at week 36, MMRM (full analysis set) 

 
 
 

 

Figure 12: Least-squares mean change from baseline in CST (um) by visit, MMRM (full analysis set) 
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Table 38: Change from baseline in CST (μm) at week 64, MMRM (full analysis set) 

 
 

Based on the results provided by the Applicant, the least squares (LS) mean change from baseline 
decreases over time and is similar across all treatment groups. According to Table 35, “Change from 
baseline in CST at Week 36”, the p-value supports the non-inferiority of the 8q8/3 and 8q8/5 regimens 
compared to the 2q4 regimen. 

Based on the results provided by the Applicant, the least squares (LS) mean change from baseline 
decreases over time and is similar across all treatment groups. According to Table 36, “Change from 
baseline in CST at Week 64”, the results support the non-inferiority of the 8q8/3 and 8q8/5 regimens 
compared to the 2q4 regimen. The estimated differences in LS mean changes in CST from baseline at 
Week 64 (95% CIs), based on the MMRM in the FAS, were small: -7.4 μm (95% CI: -20.7, 5.9) for 
8q8/3 versus 2q4 and 0.5 μm (95% CI: -12.6, 13.5) for 8q8/5 versus 2q4. The different doses tested 
(8q8/3 and 8q8/5) did not show a significant advantage over the 2q4 dose in terms of CST change at 
Week 64. These results therefore suggest similar efficacy between the groups for this parameter. 

o Change from baseline in NEI-VFQ-25 total score at week 36 and at week 64       

Mean increases from baseline were observed in all groups at Week 36 with generally minor numerical 
differences across treatment groups that were not considered clinically meaningful. 
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Table 39: Change from baseline in NEI-VFQ-25 total score at week 36, ANCOVA (full analysis set) 

 
 
Table 40: Change from baseline in NEI-VFQ-25 total score at week 64, ANCOVA, LOCF (full analysis 
set) 

 
 

At baseline, the mean NEI-VFQ-25 total scores were comparable across the three treatment groups, 
ranging from 78.15 to 79.39. Based on the MMRM analysis in the FAS, the estimated differences (95% 
CI) at Week X were: –0.36 points (95% CI: –2.10 to 1.40) for 8q8/3 vs. 2q4, and 0.65 points (95% 
CI: –1.20 to 2.45) for 8q8/5 vs. 2q4. 

At baseline, the mean NEI-VFQ-25 total scores were comparable across the three treatment groups, 
ranging from 78.15 to 79.39. Based on the MMRM analysis in the FAS, the estimated differences (95% 
CI) at Week 64 were: –1.11 points (95% CI: –2.9 to 0.65) for 8q8/3 vs. 2q4, and -0.54 points (95% 
CI: –2.3 to 1.17) for 8q8/5 vs. 2q4. 

These results indicate no clinically meaningful differences between the groups. 
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o Dosing only Q8W through week 36 and week 64 in the 8q8 group 

Table 41: Proportion of participants with specific treatment intervals through week 64 (safety analysis 
set; only week 64 completers) 

 

Table 42: Proportion of participants with specific treatment intervals through week 36 (safety analysis 
set; only participants considered as completers for Week 36) 

 

Based on the results provided by the Applicant, the majority of participants maintained a Q8 or longer 
dosing interval through Week 36, with over 90% in both the 8q8/3 and 8q8/5 groups. Additionally, no 
significant differences in exposure to the study intervention were observed across the different types of 
RVO. 

Participants having last treatment interval ≥12 or of 16 weeks at Week 64, and Participants 
having next intended interval ≥12, ≥16 or of 20 weeks at Week 64 
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Regarding the ≥Q8 interval, the difference between the last intended dosing interval (2q4: 92.2%; 
8q8/3: 95.9%; 8q8/5: 96.1%) and the last completed dosing interval (2q4: 87.0%; 8q8/3: 95.2%; 
8q8/5: 96.5%) is very small, particularly for the 8 mg treatment groups, where the values are almost 
identical. 

Regarding the Q4 interval, the difference between the last intended dosing interval (2q4: 7.8%; 
8q8/3: 4.1%; 8q8/5: 3.5%) and the last completed dosing interval (2q4: 13.0%; 8q8/3: 4.8%; 
8q8/5: 3.5%) shows some disparities. This also suggests a potential for reduced treatment burden 
when initiating treatment with 8 mg. 

Regarding the ≥Q12 interval, the difference between the last intended dosing interval (2q4: 77.8%; 
8q8/3: 86.2%; 8q8/5: 85.5%) and the last completed dosing interval (2q4: 67.8%; 8q8/3: 81.4%; 
8q8/5: 78.5%) appears to be similar across groups. 

With regard to the ≥Q16 dosing interval, the available data do not allow for definitive conclusions, as 
the results are incomplete across all treatment groups. 

− Exploratory efficacy endpoints 

o Change from baseline in BCVA measured by the ETDRS letter score at each visit 

Table 43: Summary statistics for BCVA measured by the ETDRS letter score by visit, OC excluding 
values after ICE (full analysis set) 
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Figure 13: Mean change from baseline in BCVA measured by the ETDRS letter score by visit, OC 
excluding values after ICE (full analysis set) 

 
Table 44: Least-squares mean change from baseline in BCVA measured by the ETDRS letter score by 
visit, MMRM (full analysis set) 
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Table 45: Summary statistics for BCVA measured by the ETDRS letter score by RVO Type and visit, OC 
excluding values after ICE (full analysis set) 

 

 
 

The mean change in BCVA tends to be similar between the treatment groups at the time points 
provided and showed an increase in BCVA up to week 36. 

At baseline, the mean BCVA (±SD) was 54.1 (14.3) in 2q4 group, the mean BCVA (±SD) was 55.2 
(13.6) and 55.4 (13.4) letters in 8q8/5 group. The mean (±SD) BCVA change from baseline to Week 
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16 was 16.1 (0.7) for 2q4 group, 14.7 (0.7) concerning the 8q8/3 group and 16.9 (0.6) for the 8q8/5 
group, result observed in the OC excluding values after ICE (FAS).  

According to the table 42, a decrease in efficacy is noted at Week 16 in the 8q8/3 group (mean 
change from baseline in BCVA: 14.7 [SE 0.7] at Week 16 vs. 15.0 [SE 0.6] at Week 12), and in the 
8q8/5 group at both Week 24 (16.9 [SE 0.7] at Week 24 vs. 17.6 [SE 0.6] at Week 20) and Week 32 
(17.7 [SE 0.7] at Week 32 vs. 17.9 [SE 0.7] at Week 28), based on the BCVA measured by the ETDRS 
letter score (FAS population). 

According to Table 43, which presents BCVA (ETDRS letter score) by RVO subtype and visit, the 
decline in efficacy at Week 16 in the 8q8/3 group appears to occur only in the BRVO subgroup (mean: 
73.9 [SD 11.9] at Week 16 vs. 74.5 [SD 11.2] at Week 12). 

Similarly, the efficacy decrease observed at Weeks 24 and 32 in the 8q8/5 group corresponds to a 
decline in the BRVO subgroup at Week 24 (76.6 [SD 11.5] vs. 76.9 [SD 9.8] at Week 20), and in the 
CRVO/HRVO subgroup at Week 24 (68.5 [SD 15.9] vs. 69.3 [SD 15.5] at Week 20). At Week 32, the 
decline is only observed in the CRVO/HRVO subgroup (69.8 [SD 15.4] vs. 70.2 [SD 15.0] at Week 28). 

o Proportion of participants with vision changes of at least 5, 10, or 15 letters in 
BCVA from baseline at each visit 

Table 46: Proportion of participants with vision changes of at least 5, 10 or 15 letters in BCVA from 
baseline at each visit, OC excluding values after ICE (full analysis set) 
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Table 47: QUASAR: Categorized BCVA changes from baseline at week 36 by RVO type 

 
 
Table 48: Proportion of participants with vision changes of at least 5, 10 or 15 letters in BCVA from 
baseline at each visit, OC excluding values after ICE (full analysis set) 
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Table 49: Proportion of participants with vision changes of at least 5, 10 or 15 letters in BCVA from 
baseline at each visit by RVO Type, OC excluding values after ICE (full analysis set) 

 
 
Table 50: Proportion of participants with vision changes of at least 5, 10 or 15 letters in BCVA from 
baseline at each visit by RVO Type, OC excluding values after ICE (full analysis set) (cont.) 

 
 

Across all treatment groups, a numerical difference was observed, with treatment 8q8/5 arm showing 
higher efficacy compared to 2q4 and 8q8/3 arms— particularly from Week 8 onward and with respect 
to the proportions of patients gaining ≥10 and ≥15 letters. However, these differences do not appear 
to be clinically meaningful. 

A numerical difference was observed, with the 8q8/5 treatment showing higher efficacy compared to 
2q4 and 8q8/3; however, these differences do not appear to be clinically meaningful. The Applicant 
was advised to provide a table including subgroup analyses by RVO subtype. 

Concerning the week 36 for any RVO (Table 45) 
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Regarding the analysis of this table, the results provided by the Applicant did not show any numerical 
differences at Week 36, although for BRVO, the percentages of patients gaining ≥10 and ≥15 letters 
were numerically higher in the 8q8/5 group compared with 2q4 and 8q8/3. 

Concerning the week 64 for any RVO (QUASAR W64 Table 46): 

Based on the 64-week data, the proportion of participants with BCVA changes of at least 5, 10, or 15 
letters from baseline at each visit, for any RVO type, appeared well balanced across treatment groups. 
No significant differences were observed. 

Concerning the week 64 by RVO subgroup (QUASAR W64 Post-hoc analysis by RVO type Table 47, 
Table 48): 

Focusing on the RVO subgroups (BRVO or CRVO/HRVO), some nuances are observed. For BRVO, the 
proportions are well balanced across treatments. In the CRVO/HRVO subgroup, differences are noted, 
although they do not appear to be statistically or clinically significant. Efficacy appears higher with the 
8q8/5 treatment compared to 2q4 and 8q8/3 for patients gaining ≥15 letters (66.7% for 8q8/5, 59.0% 
for 8q8/3, and 55.8% for 2q4), and this non-clinically significant trend is also observed for gains ≥10 
and ≥5 letters. 

The data provided by the Applicant are acceptable and endorsed. 

o Participant with no IRF and no SRF in the central subfield at each visit 

Table 51: QUASAR: Time to event analyses for retinal fluid status over week 36 by RVO type
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Table 52: Proportion of participants with no IRF and no SRF in the central subfield at each visit, OC 
excluding values after ICE (full analysis set) 
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Table 53: Time to fluid-free retina over week 36 (full analysis set) 
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Table 54: Time to IRF-free retina over week 36 (full analysis set) 

 
 
Table 55: Time to SRF-free retina over week 36 (full analysis set) 

 
 
Based on the results provided by the Applicant, no clinically relevant differences were observed 
between treatment groups.  

However, a borderline result was noted for time to fluid-free retina at Week 36 in the 8q8/3 treatment 
group, with a p-value of 0.0631 (Table 51). In light of this finding, the Applicant was requested to 
provide the analysis using the OC (Observed Case) approach, excluding values after intercurrent 
events (ICE), rather than based on the FAS population as presented in Table 51. Furthermore, to 
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clarify these results, the Applicant is invited to provide subgroup analyses according to the therapeutic 
indication (BRVO, CRVO/HRVO). 

The Applicant clarified that the analysis was performed using the 'OC excluding values after ICE' 
approach and concluded that the numerical differences observed between the 2q4 and 8q8/3 arms are 
not clinically meaningful. This conclusion is considered acceptable. 

Moreover, the data provided by the Applicant suggest that there is no clinically meaningful difference 
in the time-to-event analyses for retinal fluid status up to Week 36, either by RVO type and by 
treatment group. 

o Proportion of participants having sustained fluid-free retina over 36 weeks (total 
fluid, IRF, and/or SRF in the central subfield) 

Table 56: Proportion of participants with sustained fluid-free retina at week 36, OC excluding values 
after ICE (full analysis set) 

 
 

Table 57: Proportion of participants with sustained IRF-free retina at week 36, OC excluding values 
after ICE (full analysis set) 
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Table 58: Proportion of participants with sustained SRF-free retina at week 36, OC excluding values 
after ICE (full analysis set) 

 
 

Table 59: QUASAR: Retinal fluid status at Week 36 by RVO type 

 
 

A numerically higher proportion of participants in the 2q4 group (79.5%) demonstrated a sustained 
fluid-free retina (defined as no IRF or SRF) compared to the 8q8/3 group (68.0%) and the 8q8/5 group 
(72.2%), with all values prior to ICE. A sustained IRF-free retina at Week 36 was observed in a 
numerically higher proportion of participants in the 2q4 group (79.5%) compared to the HD groups 
(68.8% and 72.2%). Separately, a high (>98.5%) and consistent proportion of participants across all 
three treatment groups achieved a sustained SRF-free retina.  

The Applicant provided data by RVO subtype, showing a numerically higher efficacy for the 2q4 
regimen in achieving a sustained fluid-free retina among participants with either BRVO or CRVO/HRVO, 
compared with the 8q8/3 and 8q8/5 regimens. However, these differences are not statistically 
significant. 
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o Change in area of retinal ischemia at Week 36 

Table 60: Summary statistics for change in area of retinal ischemia (mm2) at week 36, OC excluding 
values after ICE (full analysis set) 

 
 

Table 61: Number of participants with retinal ischemia (perifoveal and parafoveal ischemia, non-
perfusion outside the macula) by FA - study eye (safety analysis set) 
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Table 62: Change from baseline in area of retinal ischemia at Week 36 by RVO type 

 
 
The mean (SD) change in retinal ischemia area from baseline to Week 36 was 0.30 (4.86) mm² in the 
8q8/3 group and -0.38 (4.25) mm² in the 8q8/5 group, compared to 0.67 (5.58) mm² in the 2q4 
group. These figures exclude values obtained after ICE, and the observed differences across the 
treatment groups were not considered clinically meaningful. Thus, it is observed a higher efficacy 
concerning the 8q8/3 group comparing to the 8q8/5 group.  

Moreover, according to Table 59, the presence of perifoveal and parafoveal ischemia was not well 
balanced across the treatment groups at baseline. Specifically, 178 (59.1%) participants in the 2q4 
group, 199 (67.9%) in the 8q8/3 group, and 185 (62.1%) in the 8q8/5 group presented with this 
condition at baseline.  

It is well recognized that both the extent (area) and location of retinal ischemia vary among patients 
with RVO. Moreover, grading ischemia can be challenging in the presence of dense intraretinal 
haemorrhages, which are more frequent in CRVO/HRVO. Additionally, baseline areas of ischemia were 
generally larger in the BRVO patient population compared to the CRVO/HRVO population. 

The observed results are difficult to interpret and cannot support any conclusions regarding the 
efficacy of high- or low-dose treatment. Furthermore, the heterogeneity between RVO subtypes and 
the fact that patients were not randomized across the three treatment groups prevent any conclusions 
regarding changes in the area of retinal ischemia. 

Thus, in light of this interpretation and given that this is an exploratory endpoint, no further action is 
warranted regarding this question. 
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o Change in the area of fluorescein leakage at Week 36 

Table 63: Summary statistics for change in area of fluorescein leakage (mm2) at week 36, OC 
excluding values after ICE (full analysis set) 

 
 
Table 64: Number of participants with macular leakage by FA - study eye (safety analysis set) 

 
 
 
Table 65: QUASAR: Change from baseline in leakage area at Week 36 by RVO type 

 
 
The mean (SD) reduction in fluorescein leakage area from baseline to Week 36 was -10.02 (6.39) mm² 
in the 8q8/3 group, -10.43 (6.47) mm² in the 8q8/5 group, and -10.35 (7.66) mm² in the 2q4 group. 
These reductions appear similar across all treatment groups, and, importantly, the differences were not 
considered clinically meaningful. However, to be in line with the clinical indication, the Applicant was 
invited to provide these data by subgroup analyses by RVO type.  
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The Applicant argued that, as with retinal ischemia area, the extent of macular fluorescein leakage 
varies by RVO type and is highly case-dependent, influenced by factors similar to those affecting 
retinal ischemia. The extent of leakage was not considered during stratification or randomization. 
Overall, the baseline leakage area is higher in the CRVO/HRVO patient population, which is expected 
due to the location of the occlusion and its associated sequelae. 

When comparing efficacy by RVO subtype and treatment, numerical differences were observed.  

For BRVO, the high-dose regimens (8q8/3: -7.66 [5.53] mm²; 8q8/5: -7.73 [3.54] mm²) showed 
slightly greater reductions in fluorescein leakage area compared with the 2q4 regimen (-6.34 [4.03] 
mm²).  

For CRVO/HRVO, the lower-dose 2q4 regimen (-14.46 [8.31] mm²) demonstrated slightly greater 
reductions than the high-dose regimens (8q8/3: -12.85 [6.22] mm²; 8q8/5: -13.86 [7.63] mm²).  

Overall, these data are consistent across treatment groups, and the observed numerical differences are 
not considered clinically meaningful. 

The observed results for macular leakage appear to be similar across treatments and RVO subtypes. 

− Subgroup analyses for the primary efficacy variable 

o Subgroup analyses for the primary efficacy variable 

Table 66: Treatment group comparison: 8q8/3 vs 2q4 
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Table 67: Treatment group comparison: 8q8/5 vs 2q4 

 

 

Subgroup analyses show results consistent with the overall result. Of note the better homogeneity of 
subgroups for the 8 mg/5 arm for which almost all subgroups (88%=21/24) achieve the non-inferiority 
despite their smaller size.  
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o Subgroup analyses by RVO type 

Table 68: Change from baseline in BCVA measured by the ETDRS letter score at week 36, MMRM by 
RVO type (full analysis set) 

 

For participants with BRVO, the differences in LS mean changes (95% confidence intervals) were -0.8 
letters (-2.9 to 1.4) for 8q8/3 compared to 2q4, and 0.2 letters (-1.9 to 2.2) for 8q8/5 versus 2q4. In 
the CRVO/HRVO group, the corresponding differences were 0.6 letters (-2.6 to 3.9) for 8q8/3 versus 
2q4, and 1.3 letters (-2.0 to 4.5) for 8q8/5 versus 2q4. In both RVO subtypes, these results were 
aligned with those observed in the pooled RVO population and fulfilled the predefined non-inferiority 
criteria, as the lower bound of the 95% confidence interval remained above -4. 
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− Subgroup analyses for the secondary efficacy variable 

o Number of active injections from baseline to Week 36 by RVO type 

Table 69:Number of active injections from baseline to Week 36, Main Analysis by RVO type (full 
analysis set) 

 
 

The LS mean number of active injections from baseline to Week 36 was comparable across the 2q4, 
8q8/3, and 8q8/5 groups, with values of 8.8, 6.1, and 6.9, respectively, in participants with BRVO, and 
8.7, 6.1, and 6.9, respectively, in those with CRVO/HRVO. 
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o Change from baseline in CST at Week 36 by RVO type 

Table 70: Summary statistics for CST (um) by RVO Type and visit, OC excluding values after ICE (full 
analysis set) - BRVO 

 
Table 71: Summary statistics for CST (um) by RVO Type and visit, OC excluding values after ICE (full 
analysis set) – CRVO/HRVO 

 

A reduction in efficacy was observed at Week 16 with the 8q8/3 dosing regimen, and at Weeks 24 and 
32 for both 8q8/3 and 8q8/5 regimens, when compared to the 2q4 regimen. Nevertheless, this 
decrease does not appear to be clinically significant. 

Regarding the observed variations and the decrease in efficacy for CST at Weeks 16, 24, and 32, it is 
fully acknowledged that these correspond to fluctuations due to the need to increase the treatment 
frequency in certain patients. 
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EYLEA 8 mg Q4 dosing 

As mentioned previously, the MAH submitted a grouped type II variation for Eylea 114.3 mg/ml to 
update the Product Information: 

- A type II variation under category C.I.6.a has been submitted to extend the therapeutic 
indication to include the treatment of macular edema secondary to retinal vein occlusion 
(RVO), supported on the results of the pivotal Phase III study 22153 (QUASAR). Accordingly, 
updates have been made to sections 4.1, 4.2, 4.4, 4.8, 5.1, and 5.2 of the SmPC, and the 
package leaflet has been revised to reflect these changes.  

- A type II variation (C.I.4) has been submitted to revise the minimum treatment interval in 
SmPC section 4.2 for nAMD and DME, based on data from study 22153 (QUASAR) and post-
hoc analyses of studies 20968 (PULSAR), 21091 (PHOTON), and 21086 (CANDELA). 

The label for high-dose aflibercept in nAMD and DME indicates that, after three monthly injections, 
maintenance doses should be given no more frequently than every two months. The MAH proposed to 
allow dosing as frequently as every 4 weeks (Q4) during the maintenance phase for the approved 
indications of nAMD, DME, and RVO. 

The clinical trials supporting the inclusion of a Q4 dosing interval option in the aflibercept 8 mg product 
information for RVO, nAMD, and DME include the QUASAR, PULSAR, PHOTON, and CANDELA studies. 
These studies have been previously assessed, and only the specific criteria related to the new 
indication proposed by the Applicant are evaluated. 

QUASAR (RVO): The ongoing Phase 3 QUASAR study provides efficacy and safety data through Week 
36 in participants with RVO. At Week 36, efficacy data are presented for participants who, after 
receiving 3 to 5 initial monthly injections, either continued on a Q8 treatment interval or had their 
regimen shortened to Q4 based on visual and anatomic DRM criteria. 

Table 72: Summary of clinical studies supporting this application (QUASAR)
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PULSAR (nAMD): This completed pivotal Phase 3 study provides efficacy data up to Week 96 in 
participants with nAMD, and up to Week 156 in a subset of participants enrolled in the optional 
extension phase. The efficacy data through Week 48 are presented for participants who, after receiving 
three initial monthly doses, either remained on their assigned treatment interval (Q12 or Q16) or had 
their regimen shortened to Q8 based on visual and anatomic DRM criteria—the minimum dosing 
interval allowed by the protocol. Additionally, an analysis was conducted on participants who met DRM 
criteria, had their regimen shortened to Q8, and continued to meet those criteria thereafter. 

Table 73: Summary of clinical studies supporting this application (PULSAR) 
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PHOTON (DME): This completed pivotal Phase 2/3 study provides efficacy data up to Week 96 in 
participants with DME, and up to Week 156 in a subset of participants enrolled in the optional 
extension phase. The efficacy data through Week 48 are presented for participants who, after receiving 
three initial monthly doses, either remained on their assigned treatment interval (Q12 or Q16) or had 
their regimen shortened to Q8 based on visual and anatomic DRM criteria—the minimum dosing 
interval permitted by the protocol. Additionally, an analysis was conducted on participants who met 
DRM criteria, were switched to Q8 dosing, and continued to meet those criteria over time. 

Table 74: Summary of clinical studies supporting this application (PHOTON) 
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CANDELA (nAMD): This completed Phase 2 study provided supportive data through Week 44 for the 
nAMD indication. Only data related to Q4 dosing exposure are presented. 

Table 75: Summary of clinical studies supporting this application (CANDELA) 

 

Q4 Exposure (QUASAR) 

o Macular edema following retinal vein occlusion (QUASAR) 

o Study population  

All participants began with monthly dosing regimens, receiving 3 to 5 initial monthly injections. 
Following this initial phase, participants in the high-dose (HD) group had their dosing interval extended 
to every 8 weeks. However, to account for potential variability in treatment response, the study 
permitted shortening of the dosing interval to Q4 starting at Week 16 for the 8q8/3 group and at Week 
24 for the 8q8/5 group, in participants who met protocol-defined DRM criteria based on a loss of the 
visual and anatomic improvements achieved during the initial monthly dosing phase. 
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Table 76: Proportion of participants in the QUASAR Study treated with HD aflibercept who maintained a 
Q8 interval through week 36 versus those whose interval was shortened from Q8 to Q4 (SAF 
Completing week 36) 

 
 

Table 77: Demographics and baseline characteristics in participants in the QUASAR Study treated with 
HD Aflibercept who maintained a Q8 Interval versus those whose Interval was shortened from Q8 to 
Q4 (FAS Completing week 36) 

 

The most common type of RVO among participants enrolled in the study was BRVO, followed by CRVO 
and then HRVO. Baseline mean BCVA values ranged from 50.6 to 58.4 letters, while mean CST values 
ranged from 603.4 to 656.9 μm. In the 8q8/3 group, participants whose dosing interval was shortened 
to Q4 had baseline visual acuity similar to those who did not meet the criteria for interval reduction. In 
contrast, within the 8q8/5 group, those whose interval was shortened to Q4 had worse baseline visual 
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acuity compared to participants who maintained the Q8 interval. Across both the 8q8/3 and 8q8/5 
groups, participants who met the visual and anatomic DRM criteria for interval shortening to Q4 had 
thicker retinas at baseline compared to those who remained on the Q8 dosing schedule. 

According to Table 72, the majority of participants were able to maintain a Q8 interval. Notably, the 
8q8/5 group had a slightly higher proportion of participants maintaining the Q8 interval, with 93.4% 
(255 participants), compared to 88.5% (246 participants) in the 8q8/3 group. Additionally, a greater 
number of participants in the 8q8/3 group experienced a shortening of the interval from Q8 to Q4, with 
11.5% (32 participants) affected, compared to only 6.6% (18 participants) in the 8q8/5 group. 

According to the Table 73, Imbalances in demographic and baseline characteristics were noted 
between participants who experienced a dosing interval reduction from Q8 to Q4 and those who 
remained on a Q8 schedule. 

− Participants who maintained a Q8 interval versus those whose dosing interval 
was shortened from Q8 to Q4 

o BCVA: Mean values and mean change from baseline 

Figure 14 presents the mean BCVA values, and Figure 15 illustrates the mean change in BCVA through 
Week 36 in the QUASAR study. These figures compare subgroups of participants randomized to the 
8q8/3 and 8q8/5 arms who either maintained a Q8 dosing interval or met DRM criteria—based on a 
loss of initial visual and anatomic gains—and subsequently had their dosing interval shortened from Q8 
to Q4 during the same period. 
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Figure 14: Mean BCVA (ETDRS Letters) by visit through week 36 in the 8q8/3 (a) and 8q8/5 (b) 
groups in participants in the QUASAR study who maintained a Q8 Interval versus those whose Interval 
was shortened to Q4 (FAS Completing week 36) 
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Figure 15: Mean change in BCVA (ETDRS Letters) by visit through week 36 in the 8q8/3 (a) and 8q8/5 
(b) groups in participants in the QUASAR Study who maintained a Q8 interval versus those whose 
interval was shortened to Q4 (FAS Completing week 36) 

Participants in the HD aflibercept groups received three initial monthly injections in the 8q8/3 group 
and five in the 8q8/5 group before attempting to transition to Q8 dosing. Beginning at Week 16 for the 
8q8/3 group and Week 24 for the 8q8/5 group, and at each subsequent Q8 dosing visit, participants 
were assessed to determine whether they met predefined visual and anatomic DRM criteria for 
reducing their dosing interval to Q4. 

According to Figure 14a, it is observed that the mean BCVA decreases at Week 16 in the subgroups of 
participants whose interval was shortened from Q8 to Q4. Moreover, the mean baseline vision appears 
to be similar to that of the Q8/3 maintained group. After Week 16, the mean BCVA also tends to be 
similar to that of the Q8/3 maintained group 
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Concerning the 8q8/5 shortened to Q4 (Figure 14b), the difference concerning the mean BCVA is more 
pronounce at Week 24 comparing to 8q8/5 maintained. After Week 24, Visual outcomes in the Q4 
subgroup were similar to those in the Q8 dosing group. 

With reference to Figures 15a and 15b, a decline in the mean change from baseline in BCVA is 
observed at Week 16 for the 8q8/3 subgroup and at Week 24 for the 8q8/5 subgroup, both of which 
had their dosing interval reduced to Q4. Following these time points, the curves demonstrate an 
upward trend, indicating a subsequent improvement in visual acuity. These findings therefore suggest 
a potential visual benefit for patients within the Q4 subgroup. 

o CST: Mean values and mean change from baseline 

Figure 16 displays the mean CST values, and Figure 17 presents the mean change in CST through 
Week 36 in the QUASAR study. These data compare subgroups of participants randomized to the 
8q8/3 and 8q8/5 groups who either maintained a Q8 dosing interval or met DRM criteria—based on a 
loss of initial visual and anatomic gains—and subsequently had their dosing interval shortened from Q8 
to Q4 during the same period. 
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Figure 16: Mean CST (um) by visit through week 36 in the 8q8/3 (a) and 8q8/5 (b) groups in 
participants in the QUASAR study who maintained a Q8 Interval versus those whose Interval was 
shortened to Q4 (FAS Completing week 36) 
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Figure 17: Mean CST (um) by visit through week 36 in the 8q8/3 (a) and 8q8/5 (b) groups in 
participants in the QUASAR study who maintained a Q8 Interval versus those whose Interval was 
shortened to Q4 (FAS Completing week 36) 

 

 

According to the results provided by the Applicant, the Figures 16 and 17 look clearly similar and led to 
the interpretation that there is an improvement concerning the participants who met DRM criteria with 
a dosing interval shortened from Q8 to Q4, for the 8q8/3 and 8q8/5 shortened to Q4. Thus, an 
improvement in mean CST was observed, with Week 36 values returning to levels comparable to those 
recorded at Week 12 for the 8q8/3 group and at Week 20 for the 8q8/5 group, corresponding to the 
initial monthly dosing period. 
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In the QUASAR study, all participants began with monthly dosing regimens, receiving 3 to 5 initial 
monthly injections. Following this initial phase, participants in the high-dose (HD) group had their 
dosing interval extended to every 8 weeks. However, to account for potential variability in treatment 
response, the study permitted shortening of the dosing interval to Q4 starting at Week 16 for the 
8q8/3 group and at Week 24 for the 8q8/5 group, in participants who met protocol-defined DRM 
criteria based on a loss of the visual and anatomic improvements achieved during the initial monthly 
dosing phase.  

Regarding the indication proposed by the Applicant in the product information, and specifically the 
administration regimen of the 8q8/3 dosage, which provided the longest opportunity to be 
administered at a Q4 interval, the following information can be highlighted: 

The number of patients impacted by this reduction in treatment interval was very low: 32 participants 
had to be shortened to Q4 at any time out of the 269 who completed the study. Among these 32 
patients, 21 could subsequently be extended again to Q8 or beyond for the remainder of the study, 
and only 11 patients remained on Q4 by Week 64. 

If focusing on the results provided by the Applicant concerning the potential efficacy of reducing the 
injection interval, an efficacy was observed in this small group of patients concerning the 8q8/3 
dosage. However, such efficacy was not conclusive for the 8q8/5 dosing regimen, as shown by the 
difference highlighted in the figure below: 

Figure 18: Mean change from baseline in BCVA measured by the ETDRS letter score by visit, OC 
excluding values after ICE (full analyses set, only participants considered as completers for week 64) 
(cont.) 

 

At Week 64, the mean change from baseline in BCVA measured by ETDRS letter score for patients in 
the 8Q8/5 dosage arm showed a marked difference depending on the last intended dosing interval. 

Patients without Q4 as last intended dosing interval (N=246) had a mean change of +19.4 letters. 

Patients with Q4 as last intended dosing interval (N=10) had a mean change of +11.9 letters. 

In contrast to the 8Q8/3 regimen, the 8Q8/5 regimen shows a notable difference between patients 
depending on their last intended dosing interval. This observation may be explained by the fact that, in 
the QUASAR study, interval shortening was only permitted from Week 24 onwards, whereas it was 
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allowed from Week 16 for the 8Q8/3 regimen. Therefore, it cannot be assumed that the results at 
Week 64 are equivalent between the 8Q8/3 and 8Q8/5 regimens. 

The arguments put forward by the Applicant are acceptable with regard to the fact that treatment 
intensification with aflibercept 8 mg, before considering a switch to another anti-VEGF agent, is a 
reasonable clinical strategy if clinical outcomes are not satisfactory. 

The submitted studies indicate that only a small subgroup requires a 4-week treatment interval; 
however, QUASAR results suggest that these patients may benefit clinically from such an adjustment. 

Q4 Exposure (PULSAR) 

o Neovascular age-related macular degeneration (PULSAR) 

o Study population 

All participants began with an initial monthly dosing phase consisting of three injections administered 
at Q4 intervals. Following this phase, participants receiving high-dose (HD) aflibercept had their dosing 
interval extended to match their assigned regimen (i.e., HDq12 or HDq16), while those receiving 
aflibercept 2 mg transitioned to a Q8 interval. 

To account for potential variability in response to HD aflibercept, the protocol allowed for dosing 
interval adjustments in 4-week increments in participants who met predefined DRM criteria for interval 
shortening, based on a loss of the visual and anatomic improvements achieved during the initial 
monthly dosing phase. The minimum dosing interval permitted per protocol was Q8. 

While the majority of participants treated with HD aflibercept maintained their randomized dosing 
interval, a subset of participants experienced a loss of initial visual gains which based on the DRM 
criteria resulted in a shortening of their dosing interval from Q12 or Q16 to Q8. 

Table 78: Proportion of participants in the PULSAR Study treated with HD aflibercept who maintained 
their randomized interval through Week 48 versus those whose interval was shortened to Q8 after the 
initial monthly dosing phase (SAF Completing Week 48) 
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Table 79: Demographics and baseline characteristics in participants in the PULSAR Study treated with 
HD aflibercept who maintained their randomized interval versus those whose interval was shortened to 
Q8 (FAS Completing week 48) 

 

The proportion of participants in the PULSAR study appears to be similar across the different 
subgroups: those who maintained their randomized interval, those whose interval was shortened at 
any time, and those whose interval was shortened specifically to Q8 at any time. However, it is 
observed that the subgroup with intervals shortened to Q8 at any time is smaller in the HDq16 group 
(40 participants, 12.8%) compared to the HDq12 group (65 participants, 20.6%). Concerning the 
demographics and baseline characteristics in participants in the PULSAR study, differences in 
demographic and baseline characteristics were noted between the subgroups of participants who had 
their dosing interval shortened from the originally assigned Q12 or Q16 regimen to Q8, and those who 
remained on their assigned Q12 or Q16 regimen. Baseline mean BCVA values ranged from 56.2 
concerning the HDq16 with interval shortened to Q8 to 61.7 EDTRS letter for the HDq12 with interval 
shortened to Q8, while mean CRT values ranged from 353.3 concerning the HDq12 with maintained on 
Q12 to 446.8 μm for HDq16 with interval shortened to Q8. 
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− Participants who maintained their randomized interval versus those whose 
dosing interval was shortened from an assigned Q12 or Q16 regimen to Q8 

o BCVA mean values and mean change from baseline 

Figure 19 presents the mean BCVA values, and Figure 20 shows the mean change from baseline in 
BCVA through Week 48 in the PULSAR study. These figures compare subgroups of participants 
randomized to the HDq12 and HDq16 groups who either maintained their assigned Q12 or Q16 dosing 
interval or met the visual and anatomic DRM criteria for interval shortening and subsequently had their 
dosing interval reduced to Q8. 

 
Figure 19: Mean BCVA (ETDRS Letters) by visit through Week 48 in the HDq12 (a) and HDq16 (b) 
groups in participants in the PULSAR study who maintained a Q12 or Q16 dosing interval versus those 
whose interval was shortened to Q8 (FAS Completing week 48) 
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Figure 20: Mean change in BCVA (ETDRS Letters) by visit through week 48 in the HDq12 (a) and 
HDq16 (b) groups in participants in the PULSAR Study who maintained a Q12 or Q16 interval versus 
those whose interval was shortened to Q8 (FAS Completing week 48) 

From Week 16, in both the HDq12 and HDq16 groups, when the time between injections increased and 
8 weeks had passed since the last HD aflibercept dose, participants in the HDq12 and HDq16 
subgroups who met the criteria to switch to Q8 dosing experienced a decline in mean BCVA and also 
mean change from baseline. On average, they did not regain the vision improvements they had seen 
at Week 12. 
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Consequently, based on these data, the MAH concluded that more frequent dosing of aflibercept 8 mg 
may be necessary to preserve and/or improve vision in patients with treatment-resistant nAMD.  

o CRT: Mean values and mean changes from baseline 

Figure 21 displays the mean CRT values, and Figure 22 presents the mean change from baseline in 
CRT through Week 48 in the PULSAR study. These figures compare subgroups of participants 
randomized to the HDq12 and HDq16 groups who either maintained their assigned Q12 or Q16 dosing 
intervals or met visual and anatomic DRM criteria and subsequently had their interval shortened to Q8. 

 

 
Figure 21: Mean CRT (um) by visit through week 48 in the HDq12 (a) and HDq16 (b) groups in 
participants in the PULSAR Study who maintained a Q12 or Q16 Interval versus those whose interval 
was shortened to Q8 (FAS Completing week 48) 
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Figure 22: Mean change in CRT (um) by visit through Week 48 in the HDq12 (a) and HDq16 (b) groups 
in participants in the PULSAR study who maintained a Q12 or Q16 interval versus those whose interval 
was shortened to Q8 (FAS completing week 48) 

Regarding the mean values and mean changes from baseline, the difference between Q8 dosing and 
participants who maintained HDq12 or HDq16 is not clearly demonstrated. The data appear to be 
similar across the groups. A greater difference in mean change from baseline is observed for the 
HDq16 group shortened to Q8 compared to the HDq16 group that maintained their dosing interval. 
However, these results should be interpreted with caution, as the Q8 dosing group had a higher 
baseline CRT (average around 450 µm) compared to the HDq16 maintained group, which had a 
baseline CRT of approximately 350 µm. 
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o Participants whose dosing interval was shortened to Q8 who continued to meet 
DRM criteria for interval shortening 

Table 76: Proportion of participants in the PULSAR Study whose dosing interval was shortened from Q12 
or Q16 to Q8 and who continued to meet DRM criteria through week 48 (SAF Completing week 48) 
highlights participants in the PULSAR study who were treated with either HD aflibercept or aflibercept 
2 mg and continued to meet DRM criteria while on the shortest maintenance interval permitted by the 
protocol (Q8). 

Figure 23 presents the mean BCVA values in the All HD group (i.e., participants randomized to either 
HDq12 or HDq16), categorized into three subgroups: those whose dosing interval had already been 
shortened to Q8 and who continued to meet both visual and anatomic DRM criteria; those who initially 
met DRM criteria and had their dosing interval shortened to Q8 but subsequently no longer met the 
criteria; and those who maintained a Q12 or Q16 dosing interval through Week 48. 

Table 80: Proportion of participants in the PULSAR Study whose dosing interval was shortened from 
Q12 or Q16 to Q8 and who continued to meet DRM criteria through week 48 (SAF Completing week 
48) 

 
 
 

 

Figure 23: Mean BCVA (ETDRS Letters) by visit through week 48 in the All HD Group in the PULSAR 
Study in participants who maintained a Q12 or Q16 interval, those who met DRM criteria and whose 
dosing interval was shortened to Q8 but did not continue to meet DRM Criteria, and those whose 
dosing interval was shortened to Q8 who continued to meet DRM criteria for further interval shortening 
(FAS Completing week 48) 
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When comparing Table 76 and Table 74 , which show the proportion of participants in the PULSAR 
study treated with HD aflibercept who maintained their randomized interval through Week 48 versus 
those whose interval was shortened to Q8 after the initial monthly dosing phase (SAF Completing 
Week 48), it is observed that out of 105 participants (HDq12/HDq16 interval shortened to Q8 at any 
time), 39 (37.1%) continued to meet the DRM criteria. 
According to Figure 23, among the participants who met the DRM criteria for shortening to Q8, those 
who continued to meet these criteria had the lowest mean BCVA outcomes between Week 16 and 
Week 48. 

Q4 dosing for patients with DME and nAMD: 

To support a potential efficacy of shortening the treatment interval to 4 weeks, the Applicant relies on 
three studies: one based on modelling and simulations, and two based on real-world data. 

Modelling and simulation:  

The conclusions drawn from these simulated trials are that the subset of participants with nAMD or 
DME who continued to meet DRM criteria after their dosing interval was shortened to Q8 showed 
further improvements in CST and BCVA when their dosing interval was subsequently reduced to Q4, 
compared with participants who remained on a Q8 interval. 

SPECTRUM  

SPECTRUM is a global, prospective, observational study aimed at assessing the real-world effectiveness 
of intravitreal aflibercept 8 mg in patients with nAMD or DME, either treatment-naïve or previously 
treated, in routine clinical practice. 

Enrolment started on 15 February 2024 was completed by 30 September 2025. Overall, 3739 patients 
with naïve or previously treated neovascular nAMD or DME were enrolled and are planned to be 
observed for 24 months.    

The focus was on the results corresponding to the Applicant’s variation request, namely a reduction of 
the injection interval to 4 weeks. Furthermore, in order to align as closely as possible with the studies 
previously submitted by the Applicant (PHOTON and PULSAR), only treatment-naïve patients were 
considered. 

Naive nAMD and Naïve DME: 

The results provided by the Applicant suggest a stabilization of visual acuity as well as of CRT over 
time in treatment-naïve patients who required intervals shorter than Q8. Equivalent results were 
observed in patients with DME.  

However, it should be noted that these evaluations included patients whose dosing interval was 
reduced to Q4 as well as to Q6.  

To conclude, the latest data provided by the Applicant have proven to be convincing: Further details 
were requested concerning the data from the SPECTRUM and FRB! studies.  

For the SPECTRUM study, the Applicant was asked to provide data highlighting the efficacy of the 
treatment in treatment-naïve patients who, after the initiation phase, received one or more doses of 
aflibercept 8 mg at 4-week intervals. Additionally, the results were to be compared with those obtained 
in the treatment-naïve population who did not require a reduction of the treatment interval to 4 weeks. 

Concerning the FRB! Study, the Applicant was requested to provide complementary information, 
particularly on the reduction of aflibercept 8 mg injection intervals to 4 weeks for patients requiring a 
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dose adjustment, and to compare the efficacy of these patients with those not requiring a dose 
adjustment. 

To support its argument, the Applicant emphasized that it is more appropriate to compare patients 
treated with frequent injections and intensive therapy to untreated patients, rather than directly 
comparing outcomes between patients receiving intensive versus less intensive treatment. Such a 
direct comparison can be biased, as these are self-selected groups based on their response to 
treatment. Patients treated more frequently may have more severe disease and/or may be more 
difficult to treat, while those treated at longer intervals may have a more pronounced response to 
treatment and therefore achieve a benefit with longer intervals. 

SPECTRUM: 

SPECTRUM is an ongoing, global, prospective, observational study designed to evaluate the real-world 
effectiveness of intravitreal aflibercept 8 mg in patients with neovascular age-related macular 
degeneration (nAMD) or diabetic macular edema (DME). The study includes both treatment-naïve 
patients and those previously treated, reflecting routine clinical practice. 

The study evaluated different dosing interval groups (<8 weeks, 4 weeks, 6 weeks, and ≥8 weeks) and 
the data reported for these respective groups include:  

• Change in visual acuity letters score from baseline to Month 12 

• Visual acuity letters score at Month 12 

• Change in central retinal thickness (CRT; µm) from baseline to Month 12  

• CRT (µm) at Month 12 

The data provided by the Applicant support the efficacy of the treatment when the dosing interval is 
reduced to less than 8 weeks. Indeed, the observed outcomes are equivalent to those seen in patients 
who did not require a dosing interval of less than 8 weeks, for both patients previously treated or naive 
with neovascular age-related macular degeneration (nAMD) and those with diabetic macular edema 
(DME). 

It is also agreed that the option to reduce the dosing interval to less than 8 weeks provides an 
additional treatment choice for patients refractory to the Q8 dosing. This flexibility is valuable, and if 
the shorter interval does not prove effective, patients can then switch to other therapies. 

FRB! 

This is an advanced, web-based ophthalmic registry designed to collect and track clinical practice data 
and outcomes for retinal diseases—including neovascular age-related macular degeneration (nAMD) 
and diabetic macular edema (DME)—across multiple countries. However, the Applicant has submitted 
results for neovascular age-related macular degeneration (nAMD) only, as the data for diabetic 
macular edema (DME) are insufficient. Overall, the data provided by the Applicant for this study are 
limited. The data from this study are not necessarily interpretable due to their limited scope and the 
fact that they focus solely on one condition (nAMD). However, this study primarily supports the 
observation that, in routine clinical practice, dose interval shortening is commonly implemented. 

In conclusion, regarding the data provided by the Applicant, the results are conclusive in 
demonstrating a therapeutic benefit for patients who are refractory to longer dosing intervals for 
patient suffering from nAMD and DME. 
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Q4 Exposure (PHOTON) 

o Diabetic macular edema (PHOTON) 

o Study population 

All participants randomized to the HD groups began treatment with an initial monthly dosing phase 
consisting of 3 injections administered at 4-week (Q4) intervals. Following this initial phase, HD 
participants had their dosing intervals extended according to their assigned regimen (i.e., HDq12 or 
HDq16 for HD aflibercept; Q8 for 2 mg aflibercept). However, to account for potential variability in 
response to HD aflibercept, the study permitted dosing interval adjustments in 4-week increments for 
participants who met the protocol-defined Disease Reactivation Monitoring (DRM) criteria for interval 
shortening. These adjustments were based on a loss of the initial visual and anatomical improvements 
achieved during the initial monthly dosing phase. According to the protocol, the minimum allowed 
dosing interval was Q8. 

Although most participants treated with HD aflibercept maintained their assigned dosing intervals, a 
subgroup had their intervals shortened from the randomized Q12 or Q16 schedule to Q8 due to 
meeting the DRM criteria for interval shortening. 

Table 81: Proportion of participants in the PHOTON Study treated with HD aflibercept who maintained 
their randomized interval through week 48 versus those whose interval was shortened to Q8 after the 
initial monthly dosing phase (SAF Completing week 48) 
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Table 82: Demographics and baseline characteristics in participants in the PHOTON Study treated with 
HD Aflibercept who Maintained their randomized interval versus those whose interval was shortened to 
Q8 (FAS Completing week 48) 

 
 

The proportion of participants in the PHOTON study appears to be similar across the different 
subgroups: those who maintained their randomized interval, those whose interval was shortened at 
any time, and those whose interval was shortened specifically to Q8 at any time. However, it is 
observed that the subgroup with intervals shortened to Q8 at any time is smaller in the HDq16 group 
(6 participants, 3.8%) compared to the HDq12 group (27 participants, 9.0%). 

Concerning the demographics and baseline characteristics in participants in the PHOTON study, 
differences in demographic and baseline characteristics were noted between the subgroups of 
participants who had their dosing interval shortened from the originally assigned Q12 or Q16 regimen 
to Q8, and those who remained on their assigned Q12 or Q16 regimen. Baseline mean BCVA values 
ranged from 53.3 concerning the HDq16 with interval shortened to Q8 to 63.9 ETDRS letter for the 
HDq12 with maintained on Q12, while mean CRT values ranged from 444.9 μm concerning the HDq12 
with maintained on Q12 to 530.2μm for HDq16 with interval shortened to Q8. 
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− Participants who maintained their randomized interval versus those whose 
dosing interval was shortened from an assigned Q12 or Q16 regimen to Q8 

o BCVA mean values and mean change from baseline  

Figure 24 displays the mean BCVA values, and Figure 25 presents the mean change from baseline in 
BCVA through Week 48 in the PHOTON study. These results are shown for the subgroups of 
participants randomized to the HDq12 and HDq16 groups who either maintained their assigned Q12 or 
Q16 dosing intervals or met the visual and anatomic DRM criteria for interval shortening, resulting in a 
dosing interval reduction from Q12 or Q16 to Q8. 

 

 

Figure 24: Mean BCVA (ETDRS Letters) by visit through week 48 in the HDq12 (a) and HDq16 (b) 
groups in participants in the PHOTON study who maintained a Q12 or Q16 dosing interval versus those 
whose interval was shortened to Q8 (FAS Completing week 48) 
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Figure 25: Mean change in BCVA (ETDRS Letters) by visit through week 48 in the HDq12 (a) and 
HDq16 (b) Groups in participants in the PHOTON study who maintained a Q12 or Q16 dosing interval 
versus those whose interval was shortened to Q8 (FAS Completing week 48) 

From Week 16, in both the HDq12 and HDq16 groups, when the time between injections increased and 
8 weeks had passed since the last HD aflibercept dose, participants in the HDq12 and HDq16 
subgroups who met the criteria to switch to Q8 dosing experienced a decline in mean BCVA and also 
mean change from baseline. On average, they did not regain the vision improvements they had seen 
at Week 12. 

Consequently, based on these data, the MAH concluded that more frequent dosing of aflibercept 8 mg 
may be necessary to preserve and/or improve vision in patients with treatment-resistant DME.  
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o CRT: Mean values and mean changes from baseline 

Figure 26 shows the mean CRT values, and Figure 27 presents the mean change from baseline in CRT 
through Week 48 in the PHOTON study. These data are shown for subgroups of participants 
randomized to the HDq12 and HDq16 groups who either maintained their assigned Q12 or Q16 dosing 
intervals or met the visual and anatomic DRM criteria and had their dosing interval shortened from Q12 
or Q16 to Q8. 

 

 

Figure 26: Mean CRT (um) by visit through week 48 in the HDq12 (a) and HDq16 (b) groups in 
participants in the PHOTON Study who maintained a Q12 or Q16 dosing interval versus those whose 
interval was shortened to Q8 (FAS Completing week 48) 
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Figure 27: Mean change in CRT (um) by visit through week 48 in the HDq12 (a) and HDq16 (b) groups 
in participants in the PHOTON Study who maintained a Q12 or Q16 interval versus those whose 
interval was shortened to Q8 (FAS Completing week 48) 

With regard to mean values and mean changes from baseline, a difference is observed between 
participants on Q8 dosing and those who maintained HDq12 or HDq16 regimens. The data show a non-
linear trend in the group whose dosing interval was shortened from HDq12/HDq16 to Q8, compared to 
the group that maintained their original dosing schedule. Similar to findings in the PULSAR study, the 
group switched to Q8 dosing had a higher baseline CRT (approximately 520 µm) than the group that 
remained on HDq12 or HDq16, which had a baseline CRT of around 450 µm. 
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o Participants whose dosing interval was shortened to Q8 who continued to meet 
DRM criteria for interval shortening 

Table 83: Proportion of participants in the PHOTON Study whose dosing interval was shortened from 
Q12 or Q16 to Q8 and who continued to meet DRM criteria through Week 48 (SAF Completing Week 
48) 

 

 

 

Figure 28: Mean BCVA (ETDRS Letters) by visit through week 48 in the All HD group in the PHOTON 
Study in participants who maintained a Q12 or Q16 interval, those who met DRM criteria and whose 
dosing interval was shortened to Q8 but did not continue to meet DRM criteria, and those whose 
dosing interval was shortened to Q8 who continued to meet DRM criteria for further interval shortening 
(FAS Completing week 48) 

When comparing Table 77 and Table 79, which show the proportion of participants in the PHOTON 
study treated with HD aflibercept who maintained their randomized interval through Week 48 versus 
those whose interval was shortened to Q8 after the initial monthly dosing phase (SAF Completing 
Week 48), it is observed that out of 34 participants (HDq12/HDq16 interval shortened to Q8 at any 
time), 7 (20.5%) continued to meet the DRM criteria, corresponding to 1.5% of all HD group.  
According to Figure 28, among the participants who met the DRM criteria for shortening to Q8, those 
who continued to meet these criteria had the lowest mean BCVA outcomes between Week 16 and 
Week 48. 

Q4 dosing for patients with DME and nAMD: 
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To support a potential efficacy of shortening the treatment interval to 4 weeks, the Applicant relies on 
three studies: one based on modelling and simulations, and two based on real-world data. 

Modelling and simulation:  

The conclusions drawn from these simulated trials are that the subset of participants with nAMD or 
DME who continued to meet DRM criteria after their dosing interval was shortened to Q8 showed 
further improvements in CST and BCVA when their dosing interval was subsequently reduced to Q4, 
compared with participants who remained on a Q8 interval. 

SPECTRUM  

SPECTRUM is a global, prospective, observational study aimed at assessing the real-world effectiveness 
of intravitreal aflibercept 8 mg in patients with nAMD or DME, either treatment-naïve or previously 
treated, in routine clinical practice. 

Enrolment started on 15 February 2024 and was completed by 30 September 2025. Overall, 3739 
patients with naïve or previously treated neovascular nAMD or DME were enrolled and are planned to 
be observed for 24 months.    

The focus was on the results corresponding to the Applicant’s variation request, namely a reduction of 
the injection interval to 4 weeks. Furthermore, in order to align as closely as possible with the studies 
previously submitted by the Applicant (PHOTON and PULSAR), only treatment-naïve patients were 
considered. 

Naive nAMD and Naïve DME: 

The results provided by the Applicant suggest a stabilization of visual acuity as well as of CRT over 
time in treatment-naïve patients who required intervals shorter than Q8. Equivalent results were 
observed in patients with DME.  

However, it should be noted that these evaluations included patients whose dosing interval was 
reduced to Q4 as well as to Q6.  

To conclude, the latest data provided by the Applicant have proven to be convincing:  

Further details were requested concerning the data from the SPECTRUM and FRB! studies.  

For the SPECTRUM study, the Applicant was asked to provide data highlighting the efficacy of the 
treatment in treatment-naïve patients who, after the initiation phase, received one or more doses of 
aflibercept 8 mg at 4-week intervals. Additionally, the results were to be compared with those obtained 
in the treatment-naïve population who did not require a reduction of the treatment interval to 4 weeks. 

Concerning the FRB! Study, the Applicant was requested to provide complementary information, 
particularly on the reduction of aflibercept 8 mg injection intervals to 4 weeks for patients requiring a 
dose adjustment, and to compare the efficacy of these patients with those not requiring a dose 
adjustment. 

To support its argument, the Applicant emphasized that it is more appropriate to compare patients 
treated with frequent injections and intensive therapy to untreated patients, rather than directly 
comparing outcomes between patients receiving intensive versus less intensive treatment. Such a 
direct comparison can be biased, as these are self-selected groups based on their response to 
treatment. Patients treated more frequently may have more severe disease and/or may be more 
difficult to treat, while those treated at longer intervals may have a more pronounced response to 
treatment and therefore achieve a benefit with longer intervals. 

SPECTRUM: 
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SPECTRUM is an ongoing, global, prospective, observational study designed to evaluate the real-world 
effectiveness of intravitreal aflibercept 8 mg in patients with neovascular age-related macular 
degeneration (nAMD) or diabetic macular edema (DME). The study includes both treatment-naïve 
patients and those previously treated, reflecting routine clinical practice. 

The study evaluated different dosing interval groups (<8 weeks, 4 weeks, 6 weeks, and ≥8 weeks) and 
the data reported for these respective groups include:  

• Change in visual acuity letters score from baseline to Month 12 

• Visual acuity letters score at Month 12 

• Change in central retinal thickness (CRT; µm) from baseline to Month 12  

• CRT (µm) at Month 12 

The data provided by the Applicant support the efficacy of the treatment when the dosing interval is 
reduced to less than 8 weeks. Indeed, the observed outcomes are equivalent to those seen in patients 
who did not require a dosing interval of less than 8 weeks, for both patients previously treated or naive 
with neovascular age-related macular degeneration (nAMD) and those with diabetic macular edema 
(DME). 

It is also agreed that the option to reduce the dosing interval to less than 8 weeks provides an 
additional treatment choice for patients refractory to Q8 dosing. This flexibility is valuable, and if the 
shorter interval does not prove effective, patients can then switch to other therapies. 

FRB! 

This is an advanced, web-based ophthalmic registry designed to collect and track clinical practice data 
and outcomes for retinal diseases—including neovascular age-related macular degeneration (nAMD) 
and diabetic macular edema (DME)—across multiple countries. However, The Applicant has submitted 
results for neovascular age-related macular degeneration (nAMD) only, as the data for diabetic 
macular edema (DME) are insufficient. Overall, the data provided by the Applicant for this study are 
limited. The data from this study are not necessarily interpretable due to their limited scope and the 
fact that they focus solely on one condition (nAMD). However, this study primarily supports the 
observation that, in routine clinical practice, dose interval shortening is commonly implemented.   

In conclusion, regarding the data provided by the Applicant, the results are conclusive in 
demonstrating a therapeutic benefit for patients who are refractory to longer dosing intervals for 
patient suffering from nAMD and DME.  

Summary of main study(ies) 

The following table summarises the efficacy results from the main study supporting the present 
application. This summary should be read in conjunction with the discussion on clinical efficacy as well 
as the benefit risk assessment (see later sections). 
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Table 84: Summary of Efficacy for trial QUASAR Study – 22153 

Title: QUASAR  

Study identifier QUASAR Study - 22153 

Design is an ongoing#, multi-center, randomized, double-masked, three-arm, active-
controlled clinical trial designed to evaluate the efficacy and safety of high-
dose (8 mg) intravitreal aflibercept compared to the approved 2 mg dose in 
patients with treatment-naïve macular edema resulting from retinal vein 
occlusion (RVO). 

Duration of main phase: 64 Weeks 

Duration of Run-in phase: not applicable 

Duration of Extension phase: not applicable 

Hypothesis Non-inferiority 

Treatments groups 2q4 aflibercept 2 mg administered every 4 weeks 
until Week 32, followed by adjustment of 
treatment intervals according to treatment 
response. 

8q8/3 aflibercept 8 mg administered every 8 weeks, 
with possible interval adjustments based on 
Dose Regimen Modifications criteria, following 
an initial loading phase of 3 injections given 
at 4-week intervals. 

8q8/5 aflibercept 8 mg administered every 8 weeks, 
with possible interval adjustments based on 
Dose Regimen Modifications criteria, following 
an initial loading phase of 5 injections given 
at 4-week intervals. 

Endpoints and 
definitions 
 

Primary 
endpoint 

 Change from baseline in BCVA measured by 
the ETDRS letter score at Week 36 

Key secondary 
efficacy 
endpoints  

 Number of active injections from baseline to 
Week 64  
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Secondary 
endpoint 

 
 

Number of active injections from baseline to 
Week 36 

Change from baseline in BCVA measured by 
the ETDRS letter score at Week 44 

Change from baseline in BCVA measured by 
the ETDRS letter score at Week 64 

Participant gaining at least 15 letters in BCVA 
from baseline at Weeks 36 and 64 

Participant achieving an ETDRS letter score of 
at least 69 (approximate 20/40 Snellen 
equivalent) at Weeks 36 and 64 

Participant having no IRF and no SRF in the 
center subfield at Weeks 36 and 64 

Change from baseline in CST at Weeks 36 
and 64 

Change from baseline in NEI-VFQ-25 total 
score at Weeks 36 and 64 

#At the time of the variation submission, the study was still ongoing and was completed before the end 
of this procedure. 

2.4.2.  Discussion on clinical efficacy 

The MAH submitted a grouped type II variation for Eylea 114.3 mg/ml to update the product 
information: 

- A type II variation under category C.I.6.a has been submitted to extend the therapeutic 
indication to include the treatment of macular edema secondary to retinal vein occlusion 
(RVO), supported on the results of the pivotal Phase III study 22153 (QUASAR). Accordingly, 
updates have been made to sections 4.1, 4.2, 4.4, 4.8, 5.1, and 5.2 of the SmPC, and the 
package leaflet has been revised to reflect these changes.  

- A type II variation (C.I.4) has been submitted to revise the minimum treatment interval in 
SmPC section 4.2 for nAMD and DME, based on data from study 22153 (QUASAR) and post-
hoc analyses of studies 20968 (PULSAR), 21091 (PHOTON), and 21086 (CANDELA). 

Eylea 114.3 mg/ml: Treatment of macular oedema secondary to retinal vein occlusion 
(QUASAR) 

This submission proposes a new indication, RVO, and an update to the approved dosing regimen for 
nAMD and DME in the maintenance phase to provide the option for monthly dosing (Q4). 

The new indication, RVO, as proposed by the MAH, is intended to lessen the treatment burden for both 
patients and healthcare professionals by reducing the number of injections and clinic visits. 

QUASAR was a multicenter, randomized, double-masked, three-arm, active-controlled clinical trial 
designed to assess the efficacy and safety of high-dose intravitreal aflibercept (8 mg) compared to the 
approved 2 mg dose in patients with treatment-naïve macular edema secondary to retinal vein 
occlusion (RVO). In QUASAR study, patients were randomized in a 1:1:1 ratio to receive monotherapy 
in the treated eye with either 2 mg aflibercept (administered every 4 weeks until week 32, followed by 
adjustment of treatment intervals according to treatment response) or aflibercept 8 mg 8q8/3 or 8q8/5 
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(administered every 8 weeks after 3 initial Q4W or administered every 8 weeks after 5 initial Q4W).The 
participants could benefit from a dose regimen modification 

Inclusion and exclusion criteria appear relevant to select appropriately patients with CRVO, BRVO or 
HRVO, in accordance with previous clinical studies like COPERNICUS, GALILEO concerning CRVO and 
VIBRANT concerning BRVO. It is fully supported that the selection criteria should not exclude patients 
with ischemic RVO.  

Concerning, the participants flow chart, the number of patients randomized appears well-balanced 
across treatment groups. However, a higher number of patients who did not complete the study until 
Week 36 in the 8q8/5 group (23, 7.7%) compared to the 8q8/3 group (13, 4.4%) and the 2q4 group 
(14, 4.6%). This elevated non-completion rate in the 8q8/5 group is primarily due to a higher number 
of subject withdrawals (16, 5.4%) compared to the 8q8/3 group (8, 2.7%) and the 2q4 group (8, 
2.6%). Given these observations, especially the twofold higher subject withdrawal rate in the 8q8/5 
group, the Applicant was requested to justify these differences. Clarification was sought regarding the 
discrepancy between Tables concerning the primary reason and total number of subjects who did not 
complete the study until Week 36. The Applicant argued that as specified in the Clinical Study Protocol, 
participants who discontinued treatment were permitted to remain in the study. Consequently, the 
number of participants who discontinued from the study is lower than the number who discontinued 
from treatment which correspond to the difference observed. 

A total of 168 participants (18.8%) experienced major protocol deviations. The most common 
deviations (≥5%) were related to treatment. Based on the data provided by the Applicant, a higher 
number of important protocol deviations was observed in the 8q8/3 group (63 patients, 21.4%) and 
the 8q8/5 group (60 patients, 20.1%) compared to the 2q4 group (45 patients, 14.9%). 

When analyzing the different categories of major deviations, most appear to be relatively balanced 
across the treatment groups — except for treatment-related deviations. Notably, treatment deviations 
occurred more frequently in the 8q8/3 group (43 patients, 14.6%) compared to the 2q4 and 8q8/5 
groups (30 patients [9.9%] and 25 patients [8.4%], respectively). 

According to table 9, the most common reported treatment deviation was related to participants not 
being extended despite meeting the extension criteria. 

Given this discrepancy, the Applicant was requested to clarify why the most frequently reported 
treatment deviation involved participants not being extended despite fulfilling the extension criteria, 
and in particular, to explain why such deviations were more frequent in the 8q8/3 group (e.g., due to 
staff oversight, insufficient training, etc.). The Applicant emphasized that, according to the dosing 
schedule outlined in the Clinical Study Protocol, participants in the 8q8/3 and 2q4 groups were allowed 
to extend their dosing intervals starting at Week 32, whereas participants in the 8q8/5 group were not 
permitted to do so until Week 40. Consequently, a protocol deviation involving interval extensions 
through Week 36 could only occur in the 8q8/3 and 2q4 groups, and not in the 8q8/5 group. 

Moreover, according to the data provided by the Applicant, participants in the 8q8/3 and 2q4 groups 
who met the criteria but were not extended showed a balanced distribution between the two groups 
(19 vs. 16 participants). 

Also, according to the data provided by the Applicant at week 64, the treatment deviations are well 
balanced between each group of treatment (2q4, 8q8/3, 8q8/5) with a slight higher frequency 
concerning the 2q4 group (62 patients, 20.5%) and the group 8q8/3 (62 patients, 21.1%) compared 
to the 8q8/5 group (52 patients, 17.4%). 

Given the relatively high rate of patients presenting with important protocol deviation (19%) and the 
context of a non-inferiority trial, an analysis of the primary endpoint in the per-protocol population 
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(excluding these above patients) was asked to be carried out as sensitivity analysis. The sponsor 
provided the requested analysis on the population that adhered most closely to the protocol. It showed 
a very limited impact on the initial results, with a loss of one letter in terms of point estimates and 
precision (lower limit of the 95% CI) which does not jeopardize the non-inferiority of the new 
treatment modalities (8q8/3 and 8q8/5) compared to the control modality (2q4) and fully supports the 
robustness of the primary analysis conclusion. 

Moreover, the primary objective of the study, which was to determine if treatment with aflibercept 
8mg Q8 provides non-inferior BCVA change compared to aflibercept 2mg Q4, is supported for the 
assessment of non-inferiority and is in line with the initial Scientific Advice EMA/SA/0000086937. 
Furthermore, Subgroup analyses show results consistent with the overall result. Of note the better 
homogeneity of subgroups for the 8 mg/5 for which almost all subgroups (88%=21/24) achieve the 
non-inferiority despite their smaller size. 

Secondary efficacy endpoints evaluate the number of active injections, change in BCVA, CST, 
presence/absence of intra/sub-retinal fluid from baseline at different time points over the study course. 
The secondary efficacy endpoints are therefore deemed acceptable.  

Concerning the result, the primary efficacy endpoint was the change from baseline in best-corrected 
visual acuity (BCVA), measured by the ETDRS letter score at Week 36, which correspond to determine 
if treatment with aflibercept 8 mg Q8 provides non-inferior BCVA change compared to aflibercept 2 mg 
Q4. According to the data provided by the Applicant, the primary objective is met at week 36 for 
QUASAR study, concerning 8q8/3 and 8q8/5 treatment. In fact, for the 8q8/3, the non-inferiority of 
Eylea 8q8/3 to Eylea 2q4 for the primary endpoint, BCVA change from baseline at week 36 in the study 
eye, is confirmed with a non-inferiority margin letters (p<0.001, assessed at a one-sided significance 
level of 0.025). Moreover, concerning the 8q8/5 group, the non-inferiority of Eylea 8q8/5 to Eylea 2q4 
for the primary endpoint, BCVA change from baseline at week 36 in the study eye, is confirmed with a 
non-inferiority margin letters (p<0.001, assessed at a one-sided significance level of 0.025).  

The Applicant has provided the requested information up to week 64, and it is therefore concluded that 
the 8q8/3 treatment regimen demonstrates non-inferiority compared to the 2q4 regimen. From this 
perspective, the primary endpoint is therefore met. Furthermore, it is also agreed that the key 
secondary endpoint is achieved, highlighting the superiority of the 8q8/3 regimen over 2q4. 

In conclusion, non-inferiority has been observed between the 2q4 and 8q8/3 regimens. 

Concerning the secondary efficacy endpoint at Week 36: Number of active injections from baseline to 
week 36, Gain of ≥15 letters from baseline at week 36, EDTRS letter score of ≥69 at week 36, No IRF 
and no SRF in central subfield at week 36, CST change from baseline at week 36, CST change from 
baseline at week 36, Change from baseline in NEI-VFQ-25 total score at week 36. The secondary 
endpoints are presented in the Table 80. All of these elements are consistent in demonstrating that 
there is no clinically meaningful difference and thus support the non-inferiority of aflibercept 8 mg Q8 
compared to aflibercept 2 mg Q4 at week 36 and week 64. 

The Applicant provided efficacy and safety data up to 64 weeks which also correspond to several 
secondary endpoint including the key secondary efficacy endpoint corresponding to the number of 
active injections from baseline to Week 64. A justification concerning the decrease in efficacy, notably 
for the measurement of BCVA in the 8q8/3 and 8q8/5 treatment groups, and also a decline in efficacy 
observed across the different RVO subgroups at various time points was provided. In this way, the 
Applicant highlighted that, in the 8q8/3 arm, patients had the opportunity at Weeks 16, 24, and 32 to 
increase the frequency of injections from Q8 to Q4 if they met protocol-specified criteria for shortening 
the interval, based on loss of initial visual and anatomical improvements. In the 8q8/5 arm, patients 
had the same opportunity at Weeks 24 and 32. This argument is fully supported and corresponds to 
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the various observed time points, confirming the possibility of reducing the treatment interval. It was 
also noted and accepted that, as shown in Figures 10A and 10B, shortening the treatment interval in 
the QUASAR study allowed recovery of visual gain. 

Similarly, regarding the observed variations and the decrease in efficacy for CST at Weeks 16, 24, and 
32, it is fully acknowledged that these correspond to fluctuations due to the need to increase the 
treatment frequency in certain patients. 

Eylea 8mg Q4 dosing 

This submission proposes an update to the approved dosing regimen for nAMD and DME in the 
maintenance phase to provide the option for monthly dosing (Q4). 

Shortening term dosing recommendations in the pivotal study QUASAR 

Participants in the 8 mg groups started with monthly dosing regimens, receiving 3 or 5 initial monthly 
injections. Following this initial phase, participants in the high-dose (HD) group had their dosing 
interval extended to every 8 weeks. However, to account for potential variability in treatment 
response, the study permitted shortening of the dosing interval to Q4 starting at Week 16 for the 
8q8/3 group and at Week 24 for the 8q8/5 group, in participants who met protocol-defined DRM 
criteria based on a loss of the visual and anatomic improvements achieved during the initial monthly 
dosing phase. 

Analysis of clinical information relevant to dosing recommendations  

According to the data provided by the Applicant, shortening the dosing interval for participants who 
met the protocol-defined DRM criteria may suggest a potential visual benefit. Indeed, the data indicate 
that from Week 16 for the 8q8/3 group and from Week 24 for the 8q8/5 group, improvements in BCVA 
and CST were observed, resulting in values returning to levels comparable to those of participants who 
did not require a dosing interval shortening (8q8/3 and 8q8/5 maintained). 

Shortening term dosing recommendations in the pivotal studies PULSAR and PHOTON 

Both pivotal studies, PULSAR and PHOTON, were multicenter, randomized, double-masked, parallel-
group, active-controlled trials conducted from baseline through Week 96. They evaluated the efficacy 
and safety of high dose (HD) aflibercept administered at extended dosing intervals (every 12 weeks 
[HDq12] or every 16 weeks [HDq16]) compared to the approved 2 mg aflibercept dose administered 
every 8 weeks (2q8) (Table 81). 

Table 85: Dosing schedules in the PULSAR and PHOTON studies 

 
 
In both studies, dosing intervals were modified according to protocol-defined criteria of disease 
progression.   
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During the first year of treatment, starting at Week 16, injection intervals for participants assigned to 
HDq12 or HDq16 could be shortened based on DRM criteria (Table 82): 

• If a participant in the HDq12 group or the HDq16 group met DRM criteria at Week 16 or Week 
20, the participant was dosed with HD aflibercept at that visit and subsequently continued 
receiving HD aflibercept every 8 weeks. 

• A participant in the HDq16 group who had not met DRM criteria at Week 16 or Week 20 and 
met DRM criteria at Week 24 was dosed with HD aflibercept at that visit and subsequently 
continued receiving HD aflibercept every 12 weeks. 

• Subsequently, participants who met DRM criteria at any active treatment visit had their 
intervals shortened by 4 weeks, to a minimum interval of 8 weeks. 

Table 86: Criteria for dose regimen modifications (DRMs) 

 
 
All participants were examined every 4 weeks through Week 96.  

Analysis of clinical information relevant to dosing recommendations  

Data from the pivotal PULSAR and PHOTON studies highlight that, starting at Week 16, in both the 
HDq12 and HDq16 groups, when the interval between injections was extended and 8 weeks had 
passed since the last HD aflibercept dose, participants in the HDq12 and HDq16 subgroups who had 
met the criteria to switch to Q8 dosing experienced a decline in both mean BCVA and mean change 
from baseline. On average, these participants did not recover the visual gains achieved at Week 12.  

In both the PHOTON and PULSAR studies, differences in mean CRT values and changes from baseline 
were observed between participants on Q8 dosing and those who maintained HDq12 or HDq16 
regimens. In PHOTON, a non-linear trend was noted in the group switched to Q8, which also had a 
higher baseline CRT (~520 µm) compared to those who remained on HDq12/HDq16 (~450 µm). In 
PULSAR, CRT outcomes were generally similar across groups, although a greater mean change from 
baseline was observed in the HDq16 group shortened to Q8. However, this finding must be interpreted 
with caution, as the Q8 group had a higher baseline CRT (~450 µm) than the HDq16 maintained group 
(~350 µm). 

Consequently, based on these data, the Applicant concluded that more frequent dosing of aflibercept 8 
mg may be necessary to preserve and/or improve vision in patients with treatment-resistant nAMD 
and DME. In the QUASAR, PULSAR, and PHOTON studies, the results indicate a possible need to 
shorten the dosing interval.  

The submitted studies indicate that only a small subgroup requires a 4-week treatment interval; 
however, QUASAR results suggest that these patients may benefit clinically from such an adjustment. 

The real-world data provided by the Applicant have proven to be convincing, particularly the 
SPECTRUM study. SPECTRUM is an ongoing, global, prospective, observational study designed to 
evaluate the real-world effectiveness of intravitreal aflibercept 8 mg in patients with neovascular age-
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related macular degeneration (nAMD) or diabetic macular edema (DME). The study includes both 
treatment-naïve patients and those previously treated, reflecting routine clinical practice. 

In view of these data, the results are conclusive in demonstrating a therapeutic benefit for patients 
who are refractory to longer dosing intervals for patient suffering from nAMD and DME. 

In this sense, there remained only one request that impacted the product’s SmPC in section 4.2: 

it was requested to include an addition in section 4.2 of the SmPC, under the 'Posology' subsection for 
'nAMD and DME', as follows: 

“The interval between 2 injections should not be shorter than 1 month. If visual and/or anatomic 
outcomes indicate that the patient is not benefiting from continued treatment, Eylea 114.3 mg/ml 
should be discontinued.”.  

This request for an addition in section 4.2 of the SmPC was taken into account by the applicant and 
accepted. 

2.4.3.  Conclusions on the clinical efficacy 

In summary, the QUASAR study was successful in terms of its stated aims and the clinical efficacy of 
Eylea 8mg in RVO has been demonstrated. 

Concerning the q4 dosing, clarifications were provided by the Applicant, and they were convincing. 

To conclude, all requests have been resolved. 

2.5.  Clinical safety 

Introduction 

In the current submission, the MAH provided the Week 36 and Week 64 (end of study) safety data of 
the Study 22153 a randomized, double-masked, active-controlled Phase 3 study of the efficacy and 
safety of aflibercept 8 mg in macular edema secondary to retinal vein occlusion (QUASAR) to support 
the inclusion of the new indication (RVO) for Eylea 8 mg (114.3 mg/mL). The MAH also provided a 
rational in order to change posology recommendations of the approved indications nAMD and DME based 
on the results from study 22153 (QUASAR) and post-hoc analysis of the pivotal studies 20968 (PULSAR), 
21091 (PHOTON) and Phase II study 21086 (CANDELA). 
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Table 87: Study supporting the safety of HD RVO 

 

For QUASAR, safety was analyzed using the safety analysis set (SAF), which included all participants 
randomly assigned to study intervention who were exposed to study intervention (active or sham 
injection) at least once. Analysis of the SAF was performed according to the treatment the participant 
received (as treated). Safety variables assessed were TEAEs (ocular and non-ocular), ocular 
examinations (e.g., intraocular pressure [IOP] measurement), physical examinations, vital signs, clinical 
laboratory tests, electrocardiograms (ECGs), and pregnancy testing. 

The high dose of aflibercept (HD, 8 mg or 114,3 mg/mL) has been approved in EU in 2024 
(EMEA/H/C/002392/X/0084/G) for the indications nAMD and DME. In this submission, the request for 
approval of the indication macular oedema secondary to retinal vein occlusion (RVO), which is already 
present for Eylea 2 mg, is based on the safety data up to 36 weeks of QUASAR, a randomized, double-
masked, active-controlled Phase 3 study comparing 2q4 (Aflibercept 2 mg every 4 weeks until Q32) with 
8q8/3 (Aflibercept 8 mg with 3 initial every 4 weeks followed by every 8 weeks) and 8q8/5 (Aflibercept 
8 mg with 5 initial every 4 weeks followed by every 8 weeks) in participants with treatment-naïve macular 
oedema secondary to RVO. The applicant also provided the safety data up to 64 weeks.  

The safety analysis set included all participants who had received at least one dose of study intervention 
(n = 892). The HD groups (i.e. 8q8/3 and 8q8/5) were pooled into the All 8 mg group. The SAF was 
identical to the FAS. The proposed safety plan is adequate. 



  
EMADOC-1700519818-2706650 Page 132/217 

 
 

Patient exposure 

Overall extent of exposure and disposition 

Of the 894 randomized participants, 892 (99.8%) participants were treated and included in the SAF, and 
838 (93.7%) participants completed the study through Week 36. There were no notable differences 
between the treatment groups with regards to the reasons for premature discontinuation (Table 84). 

Table 88: Completion of overall study: week 36 (all randomized participants) 

 

Overall, 894 participants at 237 sites were randomized and 892 participants were treated. Of these, 795 
participants completed the treatment phase through Week 64. 98 participants did not complete the study 
through Week 64, with no notable differences across the treatment groups with regards to the reasons 
for premature discontinuation. The most common reason for discontinuation was withdrawal by subject 
(Table 85).  

Table 89: Disposition: Study participation through week 64 (all randomized participants) 

 

Exposure in the study eye 

The mean number of active injections through Week 36 in the SAF population was 8.5, 6.0 and 6.7 in 
the 2q4, 8q8/3 and 8q8/5 treatment groups, respectively (Table 86). For those 838 participants 
completing Week 36 (Week 36 completers), the mean number of active injections was 8.8, 6.1 and 6.9 
in the 2q4, 8q8/3 and 8q8/5 treatment groups, respective. Among the Week 36 completers, the target 
dosing interval of Q8 was maintained through Week 36 in 90.9% of participants in the All 8mg group. 
Through Week 36, a small portion of participants required more frequent treatment with treatment 
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intervals being shortened to Q4 (6.1% [for 8q8/3 group only] at Week 16, 4.2% at Week 24 and 1.8% 
at Week 32 [both for the All 8mg group]) (Table 87). 

No substantial differences in the exposure to study intervention were observed across the different RVO 
types (CRVO/HRVO vs. BRVO). 
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Table 90: Exposure to study intervention in the study eye through week 36 (safety analysis set) 

 

Table 91: Exposure to intervention in study eye: through week 36 (safety analysis set, only 
participants considered as completers for week 36) 

 

The mean number of active injections through Week 64 in the SAF population was 11.2, 8.2 and 8.8 in 
the 2q4, 8q8/3 and 8q8/5 treatment groups, respectively. For those 525 participants completing the 
Week 64 treatment period (Week 64 completers), the mean number of active injections was 11.7, 8.4 
and 9.4 in the 2q4, 8q8/3 and 8q8/5 treatment groups, respectively. (Table 88)  

Among the Week 64 completers (Table 89), the target dosing interval of ≥Q8 was maintained through 
Week 64 in 89.5% of participants in the All 8 mg group. From Week 32 for the 2q4 and 8q8/3 groups 
and from Week 40 for the 8q8/5 group, the participants meeting DRM criteria could have their dosing 
intervals extended by 4 weeks. Through Week 64, the last completed interval was Q12 for 67.8% and 
78.5% of participants in the 2q4 and 8q8/5 groups, respectively. In the 8q8/3 group 81.4% had a last 
completed interval ≥Q12 with 56.1% of them at Q16. The last intended interval was Q16 in 50.0% and 
62.1% in the 2q4 and 8q8/5 groups, respectively, and ≥Q16 in 64.3%in the 8q8/3 group with 40.5% 
assigned Q20 at Week 64. Fewer participants in the All 8 mg group vs the 2q4 group had a last completed 
dosing interval of Q4 (4.2% vs 13%, respectively).  
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Table 92: Exposure to study intervention in the study eye through week 64 (safety analysis set) 

 

  



  
EMADOC-1700519818-2706650 Page 136/217 

 
 

Table 93: Proportion of participants with specific treatment intervals through week 64 (safety analysis 
set; only week 64 completers) 

 

Exposure in the fellow eye  

From baseline through Week 36, few participants reported fellow-eye injections (either aflibercept 2mg 
or any locally approved treatment option), with frequencies slightly higher in the 2q4 group (3.0%) than 
in the All 8 mg group (1.7%); the mean (SD) number of injections was 3.7 (1.9), 3.4 (2.8) and 4.8 (2.3) 
in the 2q4, 8q8/3 and 8q8/5 groups, respectively. The numerical difference is not considered as clinically 
relevant. 

In QUASAR, 93.7% of the patient completed the study through Q36 with more than 90% in all groups 
(95.0% in 2q4; 94.6% in 8q8/3 and 91.6% in 8q8/5). The primary reasons for discontinuation were 
withdrawal by subject (2.6% in 2q4, 2.7% in 8q8/3 and 5.4% in 8q8/5), death (0.7% in 2q4 and 8q8/3 
and 1.0% in 8q8/5) and lost to follow-up (0.7% in all arms).  

Up to week 64, comparable proportions of patients completed week 64 (89.4% in 2q4 arm and 88.8% 
in all 8 mg) with the most reported reason for discontinuation being withdrawal by subject (2.6% in 2q4 
and 3.6% in all 8 mg). 

Up to week 36, the mean number of active injections in the study eye was 8.5, 6.0 and 6.7 injections in 
the 2q4, 8q8/3 and 8q8/5 treatment groups, respectively. The mean total amount of active study (mg) 
was 17.0, 47,6 and 53,4 mg in the 2q4, 8q8/3 and 8q8/5 treatment groups, respectively. Through Week 
36, the target dosing interval of Q8 was maintained in more than 90,9% in all 8mg group and in 88,5% 
for 2q4. The proportions of patient who shortened to q4 dosing interval at any time was low 11.5% in 
2q4, 6.6% in 8q8/3 and 9.1% in 8q8/5.  

Up to week 64, the mean number of active injections was 11.2, 8.2 and 8.8 in the 2q4, 8q8/3 and 8q8/5 
treatment groups, respectively and the target dosing interval of ≥Q8 was maintained through Week 64 
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in 89.5% of participants in the All 8 mg group. In the All 8 mg group 4.2% vs 13% of the participants in 
the 2q4 group had a last completed dosing interval of Q4.  

In the fellow eye, the mean number of injections was 3.7, 3.4 and 4.8 in the 2q4, 8q8/3 and 8q8/5 
groups, respectively up to week 36.  

• Demographic and other characteristics of study population 

For demographic and other characteristics of study population please refer to the Efficacy section. 

Adverse events 

• Analysis of adverse events 

o Overview of adverse events 

The overall incidences of TEAEs reported up to Week 36 were generally balanced between the All 8mg 
group and the 2q4 group; however, the incidence of ocular TEAEs in the study eye was slightly higher in 
the 8q8/3 group (35.2%) compared to the 8q8/5 group (28.9%) or the 2q4 group (28.2%) while the 
incidence of non-ocular TEAEs was slightly lower in the 8q8/3 group (47.1%) compared to the 8q8/5 
group (51.0%) or the 2q4 group (50.2%).  

Similar tendencies were observed up to week 64, for ocular TEAEs (8q8/3 group (50.5%) compared to 
the 8q8/5 group (44.3%) or the 2q4 group (47.2%)) and non-ocular TEAEs (68 (62.3%) participants in 
the All 8mg group (181 [61.8%] in the 8q8/3 group and 187 [62.8%] in the 8q8/5 group) and 189 
(62.8%) participants in the 2q4 group).  

Up to week 36, ocular TEAEs in the study eye that resulted in discontinuation of the study intervention 
affected few participants: 1 (0.3%) participant each in the 8q8/5 group and the 2q4 group, and no 
participants in the 8q8/3 group. Non-ocular TEAEs resulted in discontinuation of the study intervention 
in few participants: 5 (0.8%) participants in the All 8mg groups and 3 (1.0%) participants in the 2q4 
group. 

Up to week 64, 1 additional participant in the 8q8/5 group presented an ocular TEAE which lead to study 
discontinuation. Non-ocular TEAEs resulted in discontinuation of the study intervention in few 
participants: 7 (1.2%) participants in the All 8mg groups and 4 (1.0%) participants in the 2q4 group. 

A total of 7 deaths were reported in this study, evenly distributed across the treatment groups, and all 
were associated with an SAE. None of the underlying SAEs were assessed as related to the study 
intervention or study procedure. No additional death was reported between week 36 and 64. 

The incidences of ocular serious TEAEs in the study eye and non-ocular serious TEAEs were low and 
similar across the treatment groups. Most of the serious TEAEs were reported in single participants only. 

The incidences of ocular TEAEs in the study eye and non-ocular TEAEs that were assessed to be related 
to the study intervention, IVT injection, and protocol required procedures were low and mostly reported 
for single participants only. 

The results of the subgroup analyses of ocular TEAEs in the study eye and non-ocular TEAEs by different 
RVO types (CRVO/HRVO vs. BRVO) did not suggest clinically relevant differences between the treatment 
groups up to week 36 and 64.  
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Table 94: Adverse events: overall summary (safety analysis set)-Up to week 36 
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Table 95: Adverse events: overall summary (safety analysis set)-Up to week 64 

 

Up to week 36, ocular TEAEs in the study eye were reported in slightly higher proportion in 8q8/3 
(35.5%) compared to 2q4 (28.2%) and 8q8/5 (28.9%). Ocular TEAEs related to the study intervention 
in the study eye were reported in a higher proportion in 8q8/3 (4.1%) while similar for 2q4 and 8q8/5 
(2.0%). Ocular TEAEs related to the injection procedure in the study eye were higher in 8q8/3 arm 
(13.0%) compared to 8q8/5 (8.4%) and 2q4 (6.3%). Ocular TEAEs related to protocol-required 
procedure in the study eye were low and slightly higher in all 8 mg (1.9% vs 1.0% in 2q4). No TEAEs 
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were assessed as related to aflibercept 2 mg in the fellow eye. One TEAE assessed as related to injection 
procedure occurred in the fellow eye in the 8q8/3 group. Ocular TEAEs leading to treatment 
discontinuation were low and comparable (1.3% in 2q4 and 1.0% in all 8 mg group). Serious ocular 
TEAEs in the study eye were low and higher in 2q4 (2.3% vs 1.2% in all 8 mg group). Serious ocular 
TEAEs in the study eye related to study intervention (0.7% in 2q4 and 0.3% in 8q8/5) and injection-
procedure (1.3% in 2q4 and 0.3% in 8q8/3 and 8q8/5) were low. TEAEs of intraocular inflammation in 
the study eye occurred in slightly higher proportion in 2q4 (1.3% compared to 0.3% in 8q8/5 and 0.7% 
in 8q8/3).   

Up to week 64, comparable proportions of patients in QUASAR presented at least one TEAEs, 77.0% and 
78.4% in all 8 mg group and 2q4 group respectively. Ocular TEAEs in the study eye were reported in 
similar proportions between all 8 mg (42.6%) and 2q4 arm (42.2%). Severe ocular TEAEs in the study 
eye occurred in low proportions (2.0% in 2q4 arm and 1.0% in all 8 mg). Ocular SAE in the study eye 
occurred in low proportions, 3.3% participants in 2q4 arm and 1.9% in all 8 mg group. Ocular TEAEs in 
the study eye assessed as related to study intervention were slightly more reported in all 8 mg arm 
(3.7% vs 2.0% in 2q4 arm). Incidence of ocular TEAEs leading to study discontinuation were low in both 
groups (0.3%). 

Non-ocular TEAEs were reported in slightly lower proportions in 8q8/3 arm (47.1%) while being 
comparable between All 8 mg group (49.1%) and 2q4 (50.2%). Non-ocular TEAEs assessed as related 
to study intervention were low (0.3% in 2q4 and 0.5% in all 8 mg). Non-ocular TEAEs related to injection 
procedure occurred in one patient in 2q4. Non-ocular TEAE related to protocol required procedure were 
reported in comparable proportions (1.0% in 2q4 and 1.5% in all 8 mg group). Non-ocular TEAEs leading 
to study intervention discontinuation were low and comparable (1.0% in 2q4 and 0,8% in all 8 mg 
group). Serious non-ocular TEAEs were comparable between treatment arms (8.3% in 2q4, 7.2% in 
8q8/3 and 7.4% in 8q8/5 groups). No serious ocular TEAEs were assessed as related to study 
intervention or injection procedure. TEAEs of APTC events occurred in 2q4 (1.7%) and 8q8/5 (1.0%). 
TEAEs of hypertension occurred more in all 8 mg group (8.1%) compared to 2q4 (4.7%).  

Up to week 64, non-ocular TEAEs occurred in similar proportions in both arms (62.8% in 2q4 and 62.3% 
in all 8 mg). Severe non-ocular TEAEs occurred in low proportions in both treatment groups (7.3% in 
2q4 arm and 6.4% in all 8 mg). Non-ocular SAEs were reported in similar proportions, 13.0% in 2q4 
arm and 12.5% in all 8 mg arm. Non-ocular intervention-related TEAE were observed in low and 
comparable proportions 0.7% in 2q4 arm and 0.8% in all 8 mg group. Non-ocular TEAEs leading to study 
discontinuation remained in low and comparable proportions 1,3% in 2q4 arm, 1,0% in 8q8/3 and 1.3% 
in 8q8/5 arms. 

TEAEs with the death outcome occurred in comparable proportions (0.7%) in all treatment arms up to 
week 36. Deaths were reported in 3 additional patients in 2q4 arm (1.0%) and 7 patients in all 8 mg 
arm (1.2%) up to week 64. 

− Common adverse events 

o Ocular TEAEs in the study eye 

Ocular TEAEs in the study eye were reported in 189 (32.0%) participants in the All 8mg group (103 
[35.2%] in the 8q8/3 group and 86 [28.9%] in the 8q8/5 group) and 85 (28.2%) participants in the 2q4 
group. The most frequently reported ocular TEAE in the study eye was IOP increased, which was reported 
in a numerically higher proportion of participants in the All 8 mg group (31 [5.2%] participants: 16 
[5.5%] and 15 [5.0%] for the 8q8/3 and 8q8/5 groups, respectively) than in the 2q4 group (5 [1.7%] 
participants). None of the IOP increased events were serious or led to discontinuation of study 
intervention, most were mild or moderate in intensity and resolved without sequela. IOP increased was 
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assessed as not related to the study intervention in the majority of participants who experienced such 
events. Further discussion of IOP increased based on a predefined set of PTs is provided in Section 
2.1.6.3. All other ocular TEAEs in the study eye were reported in <5% of participants in any treatment 
group (Table 92). 

Table 96: Frequent ocular TEAEs in the study eye: (safety analysis set) 10 most frequent PTs in each 
treatment group with their associated SOCs 

 

Ocular TEAEs in the study eye were mostly mild or moderate in intensity. Severe ocular TEAEs in the 
study eye were reported in 5 (0.8%) participants in the All 8mg group (2 [0.7%] and 3 [1.0%] for the 
8q8/3 and 8q8/5 groups, respectively) and 6 (2.0%) participants in the 2q4 group. All severe ocular 
TEAEs were reported in single participants except for Cataract (2 participants in the 8q8/5 group) (Table 
93). 

Table 97: All severe ocular TEAEs in the study eye (safety analysis set) 

 

In general, no clinically meaningful differences were observed in type of TEAEs or their frequencies 
between the All 8mg and 2q4 groups, and reported events were consistent with the known safety profile 
of aflibercept. No clinically relevant differences were observed in the results of subgroup analysis of 
ocular TEAEs in the study eye by different RVO types (CRVO/HRVO vs. BRVO) even though numerical 
differences across the treatment groups were occasionally observed within either subgroup.  

Up to week 64, Ocular TEAEs in the study eye were reported in 252 (42.6%) participants in the All 8mg 
group (134 [45.7%] in the 8q8/3 group and 118 [39.6%] in the 8q8/5 group) and 127 (42.2%) 
participants in the 2q4 group (Table 94). The most frequently reported ocular TEAE in the study eye was 
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Cataract, which was reported in 29 (4.9%) participants in the All 8 mg group (11 [3.8%] and 18 [6.0%] 
for the 8q8/3 and 8q8/5 groups, respectively) and 17 (5.6%) participants in the 2q4 group; followed by 
IOP increased which was reported in numerically higher proportion of participants in the All 8 mg group 
(35 [5.9%] participants: 19 [6.5%] and 16 [5.4%] for the 8q8/3 and 8q8/5 groups, respectively) than 
in the 2q4 group (8 [2.7%] participants). None of the IOP increased events were serious or led to 
discontinuation of study intervention, most were mild or moderate in intensity and resolved without 
sequela. IOP increased was assessed as not related to the study intervention in the majority of 
participants who experienced such events. All other ocular TEAEs in the study eye were reported in 
≤5.5% of participants in any treatment group. In general, no clinically meaningful differences were 
observed in type of TEAEs or their frequencies between the All 8mg and 2q4 groups, and reported events 
were consistent with the known safety profile of aflibercept. 

Table 98: Number (%) of participants with ocular TEAEs in the study eye: 10 most frequent PTs in 
each treatment group with their associated SOCs: (safety analysis set) 

 

 

The results of the subgroup analyses by RVO types (CRVO/HRVO and BRVO) for ocular TEAEs in the 
study eye show slightly higher incidences in the CRVO/HRVO subgroup due to a numerically higher 
proportion of participants reporting Epiretinal membrane and Visual acuity reduced compared to the 
BRVO subgroup. In addition, a few more events were reported in the CRVO/HRVO subgroup under the 
SOC Eye disorders, but most of them were infrequently reported (<8% of participants in any treatment 
group). Overall, no clinically relevant differences were observed within either subgroup, although 
numerical differences across the treatment groups were occasionally observed. 

The most frequently reported ocular TEAEs in the study eye were IOP increased (5.2% in all 8 mg group 
vs 1.7% in 2q4 group), Visual acuity reduced (4.1% in 8q8/3, 2.7% in 8q8/5 and 1.3% in 2q8), Cataract 
(1.7% in 8q8/3, 3.4% in 8q8/5 and 3.0% in 2q8), Vitreous detachment (2.7% in 8q8/3, 3.0% in 8q8/5 
and 0.7% in 2q8) and Conjunctival haemorrhage (3.4% in 8q8/3, 2.3 % in 8q8/5 and 2.0% in 2q8).  

Ocular TEAEs in the study eye were mainly mild (19.3% in 2q4 and 24.0% in all 8 mg group) to moderate 
(7.0% in 2q4 and 7.1% in all 8 mg group) in intensity. Severe ocular TEAEs in the study eye were 
reported in low proportions (2.0% in 2q4, 0.7% in 8q8/3 and 1.0% in 8q8/5). All these events occurred 
in single participants, apart from cataract in 2 participants in 8q8/5 and consisted of:  
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-in 2q4: Blindness (recovered/resolved, not related, not serious, drug interrupted), Macular hole (not 
recovered/not resolved, related to injection procedure, serious, drug withdrawn), Posterior capsule 
opacification (recovered/resolved with surgical procedure capsulotomy, not related, not serious, dose 
not changed), Retinal artery occlusion (not recovered/not resolved, not related, serious, dose not 
changed) and Retinal detachment (recovering/resolving, related to injection procedure, serious, drug 
interrupted);  

- in 8q8/3: Endophthalmitis (recovered/resolved with sequelae, not related, serious, dose not changed) 
and IOP increased (two events occurred in one patient in both the study eye and fellow eye at 2 weeks 
of interval, recovering/resolving, not related, not serious, drug interrupted after the second event) 

-in 8q8/5: Cataract (in one patient recovered/resolved with sequelae, related to injection procedure, 
serious, drug interrupted and in the other patient recovering/resolving, not related, not serious, drug 
not changed) and Retinal vein occlusion (recovered/resolved, not related, not serious, dose not changed) 

Up to week 64, similar to week 36, the most reported ocular TEAEs in the study eye were IOP (2.7% in 
2q4 arm and 5.9% in all 8 mg arm), Cataract (5.6% in 2q4 arm and 4.9% in all 8 mg arm) and Visual 
acuity reduced (4.0% in 2q4 arm and 5.5% in all 8 mg arm). Subgroup analyses by RVO types in the 
study eye show slightly higher incidences in the CRVO/HRVO subgroup or epiretinal membrane and visual 
acuity reduced compared to the BRVO subgroup. 

o Ocular TEAEs in the fellow eye 

Overall, ocular TEAEs in the fellow eye were reported in 90 (15.2%) participants in the All 8mg group 
(49 [16.7%] in the 8q8/3 group and 41 [13.8%] in the 8q8/5 group) and 47 (15.6%) participants in the 
2q4 group. The most frequently reported ocular TEAEs in the fellow eye were Cataract (11 [1.9%] 
participants in the All 8mg group and 9 [3.0%] in the 2q4 group). Ocular TEAEs in the fellow eye were 
reported infrequently for all other PTs and were generally balanced across the treatment groups.  

o Non-ocular TEAEs 

Non-ocular TEAEs were reported in a similar proportion of participants in the All 8mg group and the 2q4 
group. The majority of the TEAEs were in the SOC of Infections and infestations; however, the most 
common TEAE was Hypertension, which was reported in 6.6% of participants in the All 8mg group and 
3.3% of participants in the 2q4 group. This is consistent with the imbalance in incidence of non-ocular 
medical history of the PT Hypertension with 61.9% in the All 8mg group compared to 57.5% in the 2q4 
group. All cases of Hypertension were non-serious, assessed as not related to study intervention, almost 
all were mild or moderate intensity. Blood pressure changes from baseline and further discussion of 
Hypertension based on a predefined set of PTs are further in Section Analysis of adverse events by organ 
system or syndrome. No clinically relevant changes in BP measurements were observed and no relevant 
differences were seen across the treatment groups. All other non-ocular TEAEs were reported in <5.0% 
of participants in any treatment group, except Nasopharyngitis (5.1% in 8q8/3 group) (Table 95). 
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Table 99: Frequent non-ocular TEAEs (safety analysis set) 10 most frequent PTs in each treatment 
group with their associated SOCs 

 

Non-ocular TEAEs were mostly mild or moderate. Severe non-ocular TEAEs were reported in 26 (4.4%) 
participants in the All 8mg group (14 [4.8%] and 12 [4.0%] for the 8q8/3 and 8q8/5 groups, 
respectively) and 16 (5.3%) participants in the 2q4 group. All severe non-ocular TEAEs were reported 
in single participants except for Bradycardia and Sepsis (both in 2 participants in the 8q8/3 group), and 
Type 2 diabetes mellitus (2 participants in the 2q4 group) (Table 96).  

Table 100: All severe non-ocular TEAEs (safety analysis set) 
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Up to week 64, Non-ocular TEAEs were reported in 368 (62.3%) participants in the All 8mg group (181 
[61.8%] in the 8q8/3 group and 187 [62.8%] in the 8q8/5 group) and 189 (62.8%) participants in the 
2q4 group (Table 97). The majority of the TEAEs were in the SOC of Infections and infestations; 
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Nasopharyngitis was the most common TEAE, which was reported in 52 (8.8%) participants in the All 
8mg group (25 [8.5%] in the 8q8/3 group and 27 [9.1%] in the 8q8/5 group) and 20 (6.6%) participants 
in the 2q4 group. All cases of Nasopharyngitis were non-serious, assessed as not related to study 
intervention, and were mild or moderate intensity. The second most common TEAE was Hypertension 
under the SOC of Vascular disorders, which was reported in 56 (9.5%) of participants in the All 8mg 
group (31 [10.6%] and 25 [8.4%] for the 8q8/3 and 8q8/5 groups, respectively) and 15 [5.0%] of 
participants in the 2q4 group. This is consistent with the imbalance in incidence of medical history of 
Hypertension with 65.7% in the All 8mg group compared to 62.1% in the 2q4 group. All cases of 
Hypertension were non-serious, assessed as not related to study intervention, almost all were mild or 
moderate intensity, and no clinically relevant changes in BP measurements were observed. All other 
non-ocular TEAEs were reported in <6.0% of participants in any treatment group. 

Table 101: Number (%) of participants for non-ocular TEAEs: 10 most frequent PTs in each treatment 
group with their associated SOCs (safety analysis set) 

 

No Clinically meaningful differences were observed in type of non-ocular TEAEs or their frequencies 
between the All 8mg and 2q4 groups.  

The results of the subgroup analyses by RVO types (CRVO/HRVO vs. BRVO) for non-ocular TEAEs were 
similar to those seen in the entire safety population and did not suggest clinically relevant differences 
among the treatment groups.  

For non-ocular TEAEs up to week 36, the most reported SOC were Vascular disorders (5,3% in 2q4 and 
8,3% in all 8 mg) and Infections and Infestations (19,3% in 2q4 and 18,8% in all 8 mg) with the PT 
Hypertension (3,3 % in 2q4, 6,5% in 8q8/3 and 6,7% in 8q8/5) and Nasopharyngitis (3,0 % in 2q4, 
5,1% in 8q8/3 and 4,7% in 8q8/5) which were consistent with the study population and observed 
imbalances in incidence of reported  non-ocular medical history between treatment arms (61.9% in the 
All 8mg group compared to 57.5% in the 2q4 group for Hypertension).  

Non-ocular TEAEs were mild (27,9% in 2q4 and 30,6% in All 8 mg) to moderate (16.9% in 2q4 and 
15.1% in All 8 mg) in intensity. Severe non-ocular TEAEs were reported mainly in single participants 
except for Bradycardia and Sepsis (2 participants each in 8q8/3) and type 2 diabetes mellitus (2 
participants in the 2q4 group).  
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Up to week 64, the most reported non-ocular TEAEs were Nasopharyngitis (6.6% in 2q4 arm and 8.8% 
in all 8 mg) and Hypertension (5.0% in 2q4 arm and 10.6% in all 8 mg group), however all events were 
non-serious, mostly mild or moderate and not assessed as related to study intervention. 

− TEAEs related to study intervention 

o Ocular study-intervention–related TEAEs in the study eye  

Ocular study intervention-related TEAEs in the study eye were generally reported at a low frequency and 
mostly were reported in single participants only (table below). The events that were reported for more 
than 2 participants in any treatment group were IOP increased and Visual acuity reduced. IOP increased 
was reported in 8 (1.4%) participants in the All 8mg group and 1 (0.3%) participant in the 2q4 group. 
Visual acuity reduced was reported in 2 (0.7%) participants each in the 8q8/3 group and the 2q4 group. 
Of the 4 events of Visual acuity reduced judged to be related to study intervention, 2 were resolved, 1 
is resolving, and 1 has not resolved by Week 36.  

Table 102: TEAEs in the study eye 

 

Up to week 64, ocular TEAEs in the study eye assessed as related to study intervention were slightly 
more reported in all 8 mg arm (3.7% vs 2.0% in 2q4 arm).  

Ocular TEAEs related to study-intervention were mainly reported in single participants except for Visual 
acuity reduced (mild, non-serious, recovered and dose not changed in both patients in 8q8/3 group and 
moderate, serious, not recovered/resolved and dose interrupted and moderate, not serious, 
recovering/resolving and dose not changed in 2q4 arm), Macular degeneration (2 participants in 2q4 
arm, the events were mild or moderate, not serious, not recovered/not resolved and drug interrupted) 
and IOP increased (in 9 participants in total, 0.3% in 2q4 and 1.4% in All 8 mg).  

o Non-ocular study-intervention-related TEAEs 

Non-ocular study intervention-related TEAEs was reported in 2 (0.7%) participants in the 8q8/3 group 
(Atrioventricular block first degree and Headache, respectively), and 1 (0.3%) participant each in the 
8q8/5 group (Rash) and 2q4 group (Haemoglobin increased).  
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Up to week 64, non-ocular study intervention related TEAEs were reported in 2 participants in 2q4 arm, 
3 participants in 8q8/3 and 2 participants in 8q8/5 groups.  

Non-ocular TEAEs related to study intervention were reported in two participants in 8q8/3 
Atrioventricular block first degree (mild, dose not changed, PR interval increased not significant with new 
ECG normal) and Headache (also assessed as related to protocol required procedure, moderate, dose 
not changed and recovered/resolved), 1 participant in 2q4 Haemoglobin increased (severe, drug 
interrupted, non-serious, recovered/resolved) and 1 participant in 8q8/5 Rash (mild, drug interrupted, 
non-serious, recovered/resolved).  

Between week 36 and week 64, 3 additional non-ocular TEAEs were assessed as related to study 
intervention (one in each treatment arms).  

− TEAEs related to the IVT injection procedure  

o Ocular IVT-injection related TEAEs in the study eye 

The incidence of ocular TEAEs related to IVT injection procedure in the study eye were generally low, 
but slightly higher in the All 8mg group (10.7%) than in the 2q4 group (6.3%) (Table 98). Most of the 
events were reported for single participants only. The most common ocular IVT-injection-related TEAEs, 
reported in ≥5 participants in total, were Conjunctival haemorrhage, IOP increased, and Eye pain. All 
events were non-serious except for 6 events, which were serious (Endophthalmitis in 2 participants in 
the 2q4 group and 1 participant in the 8q8/3 group, Macular hole and Retinal detachment each in 1 
participant in the 2q4 group, and Cataract in 1 participant in the 8q8/5 group). 
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Table 103: Ocular treatment-emergent intravitreal injection procedure-related adverse events of study 
eye (safety analysis set) 

 

• Non-ocular IVT-injection-related TEAEs 

Non-ocular IVT-injection-related TEAEs through Week 36 were reported in 1 (0.3%) participant in the 
2q4 group (Headache). 

Injection-related ocular TEAEs were slightly more reported in all 8mg group (10.7% vs 6.3% in 2q4). 
The most reported PT (≥5 participants in total) were Conjunctival haemorrhage (1.7% in 2q4 and 2.4% 
in All 8 mg), IOP increased (1.0% in 2q4 and 2.5% in All 8 mg) and Eye pain (0.7% in 2q4 and 0.8% in 
All 8 mg).  

Non-ocular TEAEs were reported in one participant in 2q4 who presented multiple events of non-serious 
mild headache (all recovered, and dose not changed).  
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− TEAEs related to protocol-required procedures 

o Ocular TEAEs related to protocol-required procedures in the study eye  

Ocular protocol-required procedures-related TEAEs in the study eye were reported in 11 (1.9%) 
participants in the All 8mg group (5 [1.7%] and 6 [2.0%] for the 8q8/3 and 8q8/5 groups, respectively) 
and 3 (1.0%) participants in the 2q4 group. All the events were reported for single participants only 
except for IOP increased (2 participants in the 8q8/3 and 8q8/5 groups, respectively) and Conjunctival 
haemorrhage (1 participant in each of the treatment group).  

Ocular protocol-required procedures related TEAEs in the study eye were slightly more reported in 
comparable proportion between all 8 mg group (2.0%) and 2q4 group (1.9%). All events occurred in 
single participants except IOP increased (4 participants in all 8 mg group) and Conjunctival haemorrhage 
(one participants in each group). 

o  Non-ocular TEAEs related to protocol required procedures 

Non-ocular protocol-required procedures-related TEAEs through Week 36 were reported in 9 (1.5%) 
participants in All 8mg group (4 [1.4%] and 5 [1.7%] for the 8q8/3 and 8q8/5 groups, respectively) and 
3 (1.0%) participants in the 2q4 group (QUASAR W36 CSR). All the events were reported in single 
participants only except for Nausea (3 participants in the 8q8/5 group, and 1 participant each in the 
8q8/3 group and 2q/4 group).  

Non-ocular TEAE related to protocol required procedure were reported in comparable proportions (1,0% 
in 2q4 and 1,5% in all 8 mg group) and occurred in single participants except for Nausea. 

− TEAEs related to 2 mg aflibercept in the fellow eye 

Once the fellow eye received 2 mg aflibercept treatment during the study, TEAEs and serious TEAEs were 
also assessed as related/not related to the commercial 2 mg aflibercept in the fellow eye. 

No ocular or non-ocular TEAE related to fellow eye treatment with 2 mg aflibercept was reported in any 
treatment group through Week 36.  

Serious adverse event/deaths/other significant events 

o Deaths 

Through Week 36, there were 7 deaths reported in this study, evenly distributed across the treatment 
groups (Table 99), and all were associated with an SAE. None of the underlying SAEs were assessed to 
be related to study intervention or study procedure. All AEs with fatal outcome were reported for single 
participants and all were TEAEs except for the Bronchitis with fatal outcome for the participant in the 
8q8/5 group which was a post-treatment AE.  

Overall, the deaths reported were consistent with concurrent medical conditions and the complications 
of these conditions associated with an older population. 
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Table 104: Deaths: number of participants with adverse events with fatal outcome (safety analysis set) 

 

Up to week 64, there were 10 deaths reported in this study, and all were associated with an SAE. One 
event of Myocardial ischaemia in an elderly participant in the 8q8/5 group who had a medical history of 
dyslipidemia and hypertension was assessed as related to the study intervention. All other events were 
assessed as not related to study intervention, IVT injection procedure or protocol-required procedure. 
All AEs with fatal outcomes were reported for single participants and all were TEAEs except for the events 
of Bronchitis and Cardiogenic shock, which were post-treatment AEs each in one participant in the 8q8/5 
group. Overall, the deaths reported were consistent with concurrent medical conditions and the 
complications of these conditions associated with an older population. 

Table 105: Deaths: number of participants with adverse events with fatal outcome by primary system 
organ class and preferred term (safety analysis set) 

 

Through week 36, 7 deaths occurred in comparable proportions between treatment arms (0.7% in 2q4 
and 8q8/3 and 1.0% in 8q8/5 group). None of the deaths were assessed as related to study intervention 
or study procedure.  

Between week 36 and 64, three additional deaths occurred. None were assessed as related to study 
intervention.  
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− Other serious adverse events 

o Ocular serious TEAEs in the study eye  

The incidence of ocular serious TEAEs in the study eye was low in all treatment groups and numerically 
lower in the All 8mg group (1.2%) than in the 2q4 group (2.3%). Most of these events were reported in 
single participants except for Endophthalmitis (2 participants in the 2q/4 group and 1 in the 8q8/3 
group), Macular hole (2 participants in the 2q4 group), and Visual acuity reduced (1 participant each in 
the 8q8/5 group and the 2q/4 group) (Table 101). The maximum intensity of these SAEs was mostly 
moderate or severe.  

Three of the events were assessed to be related to the study intervention by the investigator: Retinal 
vasculitis in 1 participant in the 8q8/5 group, and Visual acuity reduced and Endophthalmitis each in 1 
participant in the 2q4 group. Six of the events were assessed to be related to IVT injection procedure by 
the investigator: Endophthalmitis in 2 participants in the 2q4 group and 1 participant in the 8q8/3 group, 
Macular hole and Retinal detachment each in 1 participant in the 2q4 group, and Cataract in 1 participant 
in the 8q8/5 group.   

The outcomes for all events of Endophthalmitis and the event of Cataract were recovered/resolved or 
recovered/resolved with sequela. The outcome for the event of Retinal detachment was 
recovering/resolving. The outcomes for the events of Macular hole and Visual acuity reduced were not 
recovered/not resolved at the time of the week 36 data cut.  

The event of Retinal vasculitis (not reported as an occlusive event) was experienced by a participant in 
the 8q8/5 group approximately 1 month after the second dose of study intervention. There were no signs 
or symptoms of a concurrent intraocular infection, and no medical history of systemic vasculitis was 
reported. A systemic cause (e.g., Behcet disease or others) was not found based on performed laboratory 
investigations (ESR/CRP/PPD/ACE/test for VDRL/Toxoplasmosis/HIV/HSV/RF/ANA/ANCA). Study 
intervention was withdrawn, and the participant remained in the study for follow-up; the participant was 
started on dexamethasone intravitreal implant (Ozurdex) treatment and received intravitreal anti-VEGF 
treatment (ranibizumab, bevacizumab) and improved. The review of the examination with 
FA/fundoscopy and OCT showed vessel staining and multiple cotton wool spots without inflammatory 
cells. Some evidence of vessel staining was already noted at baseline, which is typical for RVO. At the 
time of event, larger veins showed more prominent staining, but no evidence of significant increase in 
non-perfusion. There were no indications of worsening of RVO, and no other explanation for why vision 
was reduced. Further follow-up information will be collected. 
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Table 106: Ocular serious TEAEs in the study eye (safety analysis set) 

 

Up to week 64, the proportion of participants with ocular serious TEAEs in the study eye was low in all 
treatment groups and numerically lower in the All 8mg group (10 [1.7%]: 5 [1.7%] for the 8q8/3 and 
8q8/5 groups, respectively) than in the 2q4 group 8 (2.7%) participants. Most of these events were 
reported in single participants except for Endophthalmitis (3 participants in the 2q/4 group and 1 in the 
8q8/3 group), Macular hole (2 participants in the 2q4 group), and Visual acuity reduced (1 participant 
each in the 8q8/5 group and the 2q/4 group). The maximum intensity of these SAEs was mostly 
moderate (5 [0.8%] participants in the All 8mg group and 4 [1.3%] participants in the 2q4 group) or 
severe (4 [0.7%] in the All 8mg group and 4 [1.3%] participants in the 2q4 group).  

Seven of the events were assessed to be related to IVT injection procedure (Endophthalmitis in 3 
participants in the 2q4 group and 1 participant in the 8q8/3 group, Macular hole and Retinal detachment 
each in 1 participant in the 2q4 group, and Cataract in 1 participant in the 8q8/5 group). Three of the 
events were assessed to be related to the study intervention (Retinal vasculitis in 1 participant in the 
8q8/5 group, and Visual acuity reduced and Endophthalmitis each in 1 participant in the 2q4 group).  

Table 107: Ocular serious TEAEs in the study eye: number of participants by primary system organ 
class and preferred term (safety analysis set) 

 

The results of the subgroup analyses by RVO types for ocular serious TEAEs in the study eye show slightly 
higher incidences in the CRVO/HRVO subgroup than in the BRVO subgroup, which was mainly driven by 
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more PTs types were reported in the CRVO/HRVO subgroup, for which almost all were reported in single 
participants.  

Ocular SAE in the study eye occurred in slightly higher proportions in 2q4 group (2.3% vs 1.2% in all 8 
mg group). All events were reported in single participants across treatment groups except 
Endophthalmitis (2 participants in 2q4 and 1 in 8q8/3 groups), Visual acuity reduced (1 participant in 
8q8/5 and 2q4 groups) and Macular hole (2 participants in 2q4).  

Ocular SAEs in the study eye were mostly moderate (1.3% in 2q4 and 0.7% in All 8 mg) to severe (1.0% 
in 2q4 and 0.3% in All 8 m). Six events were assessed as related to IVT injection procedure 
(Endophthalmitis in 2 participants in the 2q4 group and 1 participant in the 8q8/3 group, Macular hole 
and Retinal detachment each in 1 participant in the 2q4 group, and Cataract in 1 participant in the 8q8/5 
group) and three events to study intervention (Retinal vasculitis in 1 participant in the 8q8/5 group, and 
Visual acuity reduced and Endophthalmitis each in 1 participant in the 2q4 group). The outcomes for all 
events of Endophthalmitis and the event of Cataract were recovered/resolved or recovered/resolved with 
sequela. The outcome for the event of Retinal detachment was recovering/resolving. The outcomes for 
the events of Macular hole and Visual acuity reduced were not recovered/not resolved at the time of the 
week 36 data cut.  

Up to week 64, ocular TESAE in the study eye occurred in low proportions, 2.7% participants in 2q4 arm 
and 1.7% in all 8 mg group. Serious ocular TEAEs were assessed as related to IVT injection for seven 
events (Endophthalmitis in 3 participants in the 2q4 group and 1 participant in the 8q8/3 group, Macular 
hole and Retinal detachment each in 1 participant in the 2q4 group, and Cataract in 1 participant in the 
8q8/5 group) and assessed as related to study intervention in three events (Retinal vasculitis in 1 
participant in the 8q8/5 group, and Visual acuity reduced and Endophthalmitis each in 1 participant in 
the 2q4 group). The maximum intensity was moderate (5 [0.8%] participants in the All 8mg group and 
4 [1.3%] participants in the 2q4 group) or severe (4 [0.7%] in the All 8mg group and 4 [1.3%] 
participants in the 2q4 group). Seven events were assessed as related to IVT injection and three assessed 
as related to study intervention. Events were recovered/resolved for 4 events, recovered with sequelae 
for 3 events and not recovered/not resolved for two events.  

o Ocular serious TEAEs in the fellow eye 

Ocular serious TEAEs in the fellow eye were reported in 1 (0.3%) participant in the 8q8/3 group with a 
total of 3 events (Choroidal detachment, Flat anterior chamber of eye, and Glaucoma). All three events 
were severe in intensity, but none were assessed to be related to study intervention or IVT injection 
procedure. The events of Flat anterior chamber of eye and Glaucoma were resolved, and the Choroidal 
detachment is resolving by Week 36.  

o Non-ocular serious TEAEs 

The incidences of non-ocular serious TEAEs were similar across the treatment groups. The majority of 
the events were reported in no more than one participant. Table 103 presents the events that were 
reported in >1 participant in any treatment group. Across the treatment groups, the most frequent non-
ocular serious TEAEs was Pneumonia, which was reported in 1 (0.3%) participant in the 8q8/3 group 
and 2 (0.7%) participants in the 2q4 group. None of the non-ocular serious TEAEs was assessed to be 
related to study intervention or IVT injection procedure. The maximum intensity of these SAEs was 
mostly moderate or severe.  
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Table 108: Non-ocular treatment-emergent SAEs occurring in ≥2 participant in all treatment group 
(safety analysis set) 

 

 

Up to week 64, non-ocular serious TEAEs were reported with similar frequencies across the treatment 
groups: 66 (11.2%) participants in the All 8mg group (33 [11.3%] and 33 [11.1%] for the 8q8/3 and 
8q8/5 groups, respectively) and 36 (12.0%) participants in the 2q4 group. The majority of these TEAEs 
were reported in single participants only. Across the treatment groups, the most frequent non-ocular 
serious TEAE was Pneumonia, which was reported in 2 (0.7%) participants each in the 8q8/3 group and 
the 2q4 group, and 1 (0.3%) participant in the 8q8/5 group. None of the non-ocular serious TEAEs was 
assessed to be related IVT injection procedure and two of the events was assessed to be related to study 
intervention (Myocardial infarction for 1 participant in the 8q8/3 group who had a medical history of 2 
prior myocardial infarctions and also underlying diabetes mellitus, and Myocardial ischemia with fatal 
outcome for 1 participant in the 8q8/5 group [see Section 4.3.1]). Study intervention was interrupted 
by the Myocardial infarction, and the recorded outcome was not recovered/not resolved at the time of 
this report. The maximum intensity of these SAEs was mostly moderate (28 [4.7%] participants in the 
All 8mg group and 14 [4.7%] in 2q4 group) or severe (30 [5.1%] participants in the All 8mg group and 
19 [6.3%] in 2q4 group).  
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Table 109: Non-ocular treatment-emergent SAEs occurring in >1 participant in all treatment group 
with their associated SOCs through week 64 (safety analysis set) 

 

The results of the subgroup analyses by RVO types for non-ocular serious TEAEs show slightly higher 
incidences in the CRVO/HRVO subgroup than in the BRVO subgroup. This was mainly driven by more 
PTs under the SOC Infections and infestations were reported in the CRVO/HRVO subgroup, and most of 
these events were reported in single participants.  

Non-ocular SAEs were reported in comparable proportions between treatment groups (7.3% in all 8 mg 
group and 8.3% in 2q4 group). Non-ocular SAEs were mainly severe (3.6% in All 8 mg and 4.7% in 2q4 
group) to moderate (2.9% in All 8 mg and 3.3% in 2q4 group). The most frequent non-ocular serious 
TEAEs was Pneumonia, which was reported in 1 (0.3%) participant in the 8q8/3 group and 2 (0.7%) 
participants in the 2q4 group. 

Up to week 64, non-ocular TESAEs were reported in similar proportions, 12.0% in 2q4 arm and 11.2% 
in all 8 mg arm.   

None of the non-ocular serious TEAEs was assessed to be related to IVT injection procedure and two 
were assessed as related to study intervention (Myocardial infarction for 1 participant in the 8q8/3 group 
who had a medical history of 2 prior myocardial infarctions and also underlying diabetes mellitus, and 
Myocardial ischemia with fatal outcome for 1 participant in the 8q8/5 group).  

− Analysis of adverse events by organ system or syndrome 

o Adverse events of special interest 

The incidence of AESI was low and numerically lower in the All 8mg group (1.0%) than in the 2q4 
group (3.0%). All AESI were reported in no more than one participant except for Coronary artery 
disease (1 participant each in the 8q8/3 and 2q4 groups) and Cerebral infarction (1 participant each in 
the 8q8/5 and 2q4 groups) (Table 105). 
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Table 110: Treatment-emergent adverse events of special interest (safety analysis set) 

 

Up to week 64, nine (1.5%) participants in the All 8mg group (2 [0.7%] and 7 [2.3%] for the 8q8/3 and 
8q8/5 groups, respectively) and 6 (2.0%) participants in the 2q4 group reported adjudicated APTC 
events.  

Table 111: Treatment-emergent adverse events: number of participants with APTC event by primary 
system organ class and preferred term (safety analysis set) 

 

The proportion of participants with these events was low and numerically lower in the 8q8/3 group (2 
[0.7%] participants) than in the 8q8/5 group (8 [2.7%]) and the 2q4 group (9 [3.0%]). All events were 
reported in single participants except for Coronary artery disease (1 participant in each of the 2q4, 8q8/3 
and 8q8/5 groups), Myocardial infarction (1 participant in each of the 8q8/3 and 8q8/5 groups) and 
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Acute myocardial infarction and Cerebral infarction (each in 1 participant in the 8q8/5 and 2q4 groups, 
respectively).  

Table 112: Treatment-emergent adverse events of special interest (ATEs): number of participants by 
primary system organ class and preferred term (safety analysis set) 

 

AESI were reported in higher proportions in 2q4 group (3.0% vs 1.0% in all 8 mg group) and were 
reported in single participants except for Coronary artery disease (1 participant each in the 8q8/3 and 
2q4 groups) and Cerebral infarction (1 participant each in the 8q8/5 and 2q4 groups).  

Up to week 64, APTC events occurred in 8q8/3 group (2 [0.7%] participants),8q8/5 group (8 [2.7%]) 
and 2q4 group (9 [3.0%]) and in single participants except Coronary artery disease (1 participant in 
each of the 2q4, 8q8/3 and 8q8/5 groups), Myocardial infarction (1 participant in each of the 8q8/3 and 
8q8/5 groups) and Acute myocardial infarction and Cerebral infarction (each in 1 participant in the 8q8/5 
and 2q4 groups, respectively).  

o TEAEs related to Intraocular inflammation in the study eye  

The proportion of participants with TEAEs related to Intraocular inflammation in the study eye was low 
and generally similar among the treatment groups (4 [1.3%] participants in the 2q4 group, 2 [0.7%] in 
the 8q8/3 group, and 1 [0.3%] in the 8q8/5 group) (Table 108). Most of these events were mild or 
moderate in intensity and all were considered recovered or considered recovered with sequela. There 
were 3 participants with serious TEAEs related to Intraocular inflammation, 2 (0.7%) in the 2q4 group 
and 1 (0.3%) in the 8q8/3 group. All serious TEAEs were events of Endophthalmitis and all were assessed 
by the investigator to be related to the IVT injection procedure, with 1 event in the 2q4 group also 
assessed as related to study intervention.  
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Table 113: Treatment-emergent adverse events: Intraocular inflammation of study eye (safety 
analysis set) 

 
Up to week 64, similar tendencies could be observed.  

Table 114: Treatment-emergent adverse events: number of participants with Intraocular inflammation 
of study eye by primary system organ class and preferred term (safety analysis set) 

 

Ocular TEAEs related to intraocular inflammation were low across treatment group and seen in higher 
proportion in 2q4 group (1.3% vs 0.5% in all 8 mg group). All events were reported in single participants 
except Endophthalmitis and were mainly moderate or mild and recovered/resolved. In 2q4 group, both 
cases of Endophthalmitis were moderate, serious, related to injection procedure (one was also related 
to study intervention), recovered/resolved with sequelae for one and dose interrupted for one. In 8q8/3 
group, the case of Endophthalmitis was severe, serious, related to injection procedure and 
recovered/resolved with sequelae with dose not changed. The case of Eye inflammation in 2q4 was 
moderate, non-serious, related to study intervention, recovered/resolved with dose not changed. The 
case of Anterior chamber cell in 2q4 was non-serious, mild, recovered/resolved and not related. The 
event of Uveitis in 8q8/5 group occurred twice in one participant, both events were non-serious, 
moderate, recovered/resolved and assessed as not related. The event of Iritis in 8q8/3 was non-serious, 
mild, recovered/resolved and assessed as not related. Similar tendencies were observed up to week 64 
(1.7% in 2q4 arm vs 1.0 % in all 8 mg group).  

o TEAEs related to Cataract in the study eye  

The proportion of participants with TEAEs related to Cataract was similar between the treatment groups 
(10 [3.3%] participants in the 2q4 group and 20 [3.4%] participants in the All 8 mg group) (Table 110). 
Most of these events were mild or moderate in intensity. 1 serious TEAE related to Cataract in the study 
eye was reported in the 8q8/5 group. This serious TEAE was assessed by the investigator as related to 
the IVT injection procedure, and it resolved with sequelae. Of note, Cataract was a frequent medical 
history finding, reported in 48.9% of participants in the All 8mg group and 49.2% of participants in the 
2q4 group.  
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Table 115: Treatment-emergent adverse events: cataract in study eye (safety analysis set) 

 

Cataract was a frequent medical history reported in comparable proportions (48.9% of participants in 
the All 8mg group and 49.2% of participants in the 2q4 group). Events of Cataract were reported in 
similar proportions between all 8 mg group (3.3% in 2q4 group and 3.4% in all 8 mg). Events of 
Cataract were mainly mild (1.3% in 2q4 group and 2.9% in all 8 mg group) and not recovered/ not 
resolved (1.3% in 2q4 group and 3.0% in all 8 mg group) through Week 36.  

o TEAEs related to IOP increased in the study eye 

TEAEs related to IOP increased in the study eye were reported in 9 (3.0%) participants in the 2q4 group 
and 37 (6.3%) participants in the All 8mg group (20 [6.8%] in the 8q8/3 group and 17 [5.7%] in the 
8q8/5 group) (Table 111). None of the IOP increased events were serious or led to discontinuation of 
study intervention; most were mild or moderate in intensity and recovered without sequela. Severe non-
serious IOP increased was reported in 1 participant in the 8q8/3 group. IOP increased was assessed as 
not related to the study intervention in the majority of participants who experienced such events. 

Table 116: Treatment-emergent adverse events: intraocular pressure increased in study eye (safety 
analysis set) 

 

The proportions of participants meeting IOP criteria were generally low in all treatment groups but slightly 
higher in the All 8mg group compared to the 2q4 group for all criteria except for the most clinically 
relevant IOP assessment of ≥35 mmHg (pre- or post-dose), for which the incidences were balanced 
(1.0% All 8mg group vs. 0.3% 2q4 group) (Table 112) . No relevant mean or median changes from 
baseline to Week 36, or relevant differences across the treatment groups were observed in the analysis 
of the pre-injection IOP data.  

Of note, the proportion of participants with Paracentesis in the study eye by Week 36 was low and similar 
across the treatment groups (0.7% vs 1.0% in the 2q4 and All 8mg groups, respectively), as shown in 
a post-hoc analysis. 
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Table 117: Number of participants meeting intraocular pressure criteria at any visit through week 36- 
study eye (safety analysis set) 

 

Up to week 64, no relevant mean or median changes from baseline to Week 64 or relevant differences 
across the treatment groups were observed in the analysis of the pre-injection IOP data. 

The proportions of participants meeting IOP criteria were generally low in all treatment groups but 
numerically higher in the All 8mg group compared to the 2q4 group for all criteria except for the IOP 
assessment of ≥35 mmHg (pre- or post-dose), the parameter that is most clinically relevant, for which 
the incidences were balanced between the All 8mg group (1.2%) and the 2q4 group (0.7%). 

Table 118: Number of participants meeting intraocular pressure criteria at any visit through Week 64 - 
study eye (safety analysis set) 

 

Clinically relevant changes in IOP values (in both eyes) were reported as ocular TEAEs under the SOC 
Investigations and included Intraocular pressure decreased, Intraocular pressure increased, and 
Intraocular pressure test abnormal.  

TEAEs of IOP increased in the study eye were reported in higher proportions in all 8 mg (6.3% vs 3.0% 
in 2q4 group). None of the events were serious or lead to study intervention discontinuation. Most of the 
events were mild (3.0% in 2q4 group and 4.4% in all 8 mg group) and recovered/resolved (1.7% in 2q4 
group and 3.7% in all 8 mg group). There was a slightly higher proportion of participants in the All 8 mg 
group than the 2q4 group for all criteria except for the clinically most relevant IOP assessment of 
≥ 35 mm Hg (pre- or post-dose). Proportions of participants with Paracentesis in the study eye by Week 
36 was low and similar across the treatment groups.  

Up to week 64, proportions of patients with IOP assessment of ≥35 mmHg (pre- or post-dose) was well 
balanced between the All 8mg group (1.2%) and the 2q4 group (0.7%). 

o TEAEs related to retinal pigment epithelial tear in the study eye  

TEAEs related to retinal pigment epithelial tear in the study eye was not reported through Week 36.  

o TEAEs related to retinal detachment or retinal tear in the study eye  

TEAEs related to Retinal detachment or Retinal tear in the study eye were reported in 4 participants in 
total: Retinal tear in 1 (0.3%) participant in the 8q8/3 group and 2 (0.7%) participants in the 8q8/5 
group, and Retinal detachment in 1 (0.3%) participant in the 2q4 group (Table 114). 
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The Retinal detachment for the participant in the 2q4 group was serious and severe in intensity. It was 
assessed as unrelated to the study intervention but related to the IVT injection. At the time of this report, 
the event is resolving. All the Retinal tear events were non-serious and mild in intensity.  

Table 119: Treatment-emergent adverse events: Retinal tear / retinal detachment in study eye (safety 
analysis set) 

 

Retinal tear detachment or Retinal tear were reported in 4 participants; Retinal tear in 1 (0.3%) 
participant in the 8q8/3 group and 2 (0.7%) participants in the 8q8/5 group, and Retinal detachment in 1 
(0.3%) participant in the 2q4 group. The event of Retinal detachment was serious, severe, related to 
the injection procedure and resolving. Events of Retinal tear were mild, non-serious, recovered/resolved 
or not recovered/not resolved and one event was assessed as related to injection procedure (in 8q8/3 
group). 

o TEAEs related to ATEs 

Potential ATEs were evaluated by a masked adjudication committee according to criteria formerly 
applied and published by the Antiplatelet Trialists’ Collaboration (APTC). ATEs as defined by the APTC 
criteria include Nonfatal myocardial infarction, Nonfatal stroke (ischemic or haemorrhagic), or Death 
resulting from vascular or unknown causes. 

Three (1.0%) participants in the 8q8/5 group, 5 (1.7%) participants in the 2q4 group and no participant 
in the 8q8/3 group reported adjudicated APTC events (Table 115). All events were reported in single 
participant except for Myocardial infarction (1 participant each in the 8q8/5 group and the 2q4 group). 
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Table 120: Treatment-emergent adverse events: number of participants with APTC event (safety 
analysis set) 

 

The incidence of TEAEs related to ATEs was low and slightly lower in the All 8mg group (2.2%) than in 
the 2q4 group (3.7%).  

All events were reported in single participants except for Blood creatine phosphokinase increased (2 
participants in each of the treatment groups), Coronary artery disease (1 participant in the 8q8/3 and 
2 participants in the 2q4 group), Cerebral infarction (1 participant each in the 8q8/5 and 2q4 groups), 
and Carotid arteriosclerosis (1 participant each in the 8q8/3 and 8q8/5 groups). The events were 
mostly mild or moderate. Serious TEAEs related to ATEs were reported in 4 (0.7%) participants in the 
All 8mg group (1 [0.3%] and 3 [1.0%] for the 8q8/3 and 8q8/5 groups, respectively) and 4 (1.3%) 
participants in the 2q4 group. None of the serious events was assessed to be related to the study 
intervention and all were resolved or resolving except for an event of severe Myocardial infarction for a 
participant in the 8q8/5 group, which was not resolved.  

Table 121: Treatment-emergent adverse events: Arterial thromboembolic events (safety analysis set) 

 

APTC events were reported in 5 participants in 2q4 group and 3 participants in 8q8/5 group. All events 
were reported in single participant except for Myocardial infarction (1 participant each in the 8q8/5 group 
and the 2q4 group). Events were mainly mild to moderate in intensity and recovered/resolved. Two 
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cases had a fatal outcome (Haemorrhage intracranial and Brain herniation). None were assessed as 
related to study intervention or injection procedure.  

TEAEs of ATE were reported in low proportions 3,7% in 2q4 group and 2,2% in all 8 mg arm (2,7% in 
8q8/5 and 1,7% in 8q8/3). Events reported in more than 2 participants across treatment arms were 
Blood creatine phosphokinase increased (2 participants in each of the treatment groups), Coronary artery 
disease (1 participant in the 8q8/3 and 2 participants in the 2q4 group), Cerebral infarction (1 participant 
each in the 8q8/5 and 2q4 groups), and Carotid arteriosclerosis (1 participant each in the 8q8/3 and 
8q8/5 groups). ATE events were mostly mild in intensity and recovering/resolving or not recovered/not 
resolved through week 36. TESAE were reported for 4 participants in 2q4 group and 2 participants in all 
8 mg group. None of the ATE events was assessed to be related to the study intervention or injection 
procedure.  

o TEAEs related to hypertension events 

The incidence of TEAEs related to hypertension was slightly higher in the All 8mg group (8.1%) than in 
the 2q4 group (4.7%) (Table 117). This is consistent with the imbalance in the incidence of non-ocular 
medical history of the PT Hypertension, with 61.9% in the All 8mg group compared to 57.5% in the 2q4 
group. 

Table 122: Treatment-emergent adverse events: Hypertension (safety analysis set) 

 

 

There was no increase from baseline in mean SBP and DBP through Week 36 (Figure 29 and Figure 30). 
On the contrary, a mean decrease was observed in all treatment groups through Week 36, ranging 
between -3.5 mmHg and -4.3 mmHg for SBP and between -1.4 mmHg and -2.2 mmHg for DBP. No 
relevant differences were seen across the treatment groups.  

The proportion of participants with pre-defined treatment-emergent potentially clinically significant 
values (PCSVs) for SBP or DBP was low, and no notable differences were observed across the treatment 
groups.  
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Figure 29: Mean change from baseline in systolic blood pressure (mmHg) through Week 36 (safety 
analysis set) 

 

Figure 30: Mean change from baseline in diastolic blood pressure (mmHG) through Week 36 (safety 
analysis set) 

 

Up to week 64, TEAEs related to hypertension events (MedDRA PTs included are defined in Section 6.3.1 
of the SAP in W36 CSR Section 10.1.9) were reported in higher proportion of participants in the All 8mg 
group (11.3%) than in the 2q4 group (7.0%) (Table 118). This is consistent with the imbalance in 
incidence of medical history of Hypertension with 65.7% in the All 8mg group compared to 62.1% in the 
2q4 group. Overall, approximately 65% of participants in all treatment groups had a medical history of 
Hypertension.  



  
EMADOC-1700519818-2706650 Page 167/217 

 
 

Table 123: Treatment-emergent adverse events: number of participants with Hypertension by primary 
system organ class and preferred term (safety analysis set) 

 

The mean change from baseline in SBP was similar across the treatment groups with numerically small 
mean decreases in all treatment groups through Week 64, and no relevant differences were seen across 
the treatment groups. There were no notable differences across the treatment groups for the pre-defined 
treatment-emergent potentially clinically significant values (PCSVs) for SBP, with a low frequency in 

all treatment groups (<3.5% for PCSVs decrease, and <10.5% for PCSVs increase). Overall, no 
consistent trend of changes in SBP was observed during the study. 

Table 124: Treatment-emergent potentially clinically significant values for systolic blood pressure at 
any visit (safety analysis set) 
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Figure 31: Mean change from baseline in systolic blood pressure (mmHg) through Week 64 (safety 
analysis set) 

 

The mean change from baseline in DBP was similar across the treatment groups with numerically slight 
mean decreases in all treatment groups through Week 64, and no relevant differences were seen across 
the treatment groups. Pre-defined treatment-emergent PCSVs (increase or decrease) for DBP were only 
sporadically reported (≤2.7% of participants in any treatment group). Overall, no consistent trend of 
changes in DBP was observed during the study, although the proportion of participants with DBP ≥110 
mmHg and increase from baseline ≥10 mmHg was numerically higher in the All 8mg group compared to 
the 2q4 group.  

Table 125: Treatment-emergent potentially clinically significant values for diastolic blood pressure at 
any visit (safety analysis set) 
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Figure 32: Mean change from baseline in diastolic blood pressure (mmHg) through Week 64 (safety 
analysis set) 

 

Overall, no clinically relevant changes in BP measurements were observed, although imbalance of AEs 
of hypertension was observed between the All 8mg group and the 2q4 group (9.5% vs. 5.0%).  

Medical history of Hypertension was reported in higher incidence in the all 8 mg group (61.9% vs 57.5% 
in 2q4 group). Events related to Hypertension were reported in higher proportion in the all 8 mg group 
(8.1% vs 4.7%). These events were mainly mild (3.3% in 2q4 group and 5.9% in all 8 mg) in intensity 
and severe in one participants in 2q4 group and 8q8/3 group The reported outcomes were 
recovered/resolved (2.4% in all 8 mg group vs 1.0% in 2q4 group), recovering/resolving (2.0% in all 8 
mg group vs 2.3% in 2q4 group) and not recovered/not resolved (3.6% in all 8 mg group vs 1.3% in 
2q4 group) through week 36. TESAE of hypertension were reported in one participants in 2q4 group 
(severe in intensity, not related to study intervention, not related to protocol-required procedures, not 
related to intravitreal injection).  

Up to week 64, similar tendencies are observed (all 8mg group (11.3%) vs 2q4 group (7.0%)) which is 
consistent with the imbalance in incidence of medical history of Hypertension with 65.7% in the All 8mg 
group compared to 62.1% in the 2q4 group. 

There was no increase from baseline in mean SBP and DBP through Week 36 and 64. The proportion of 
participants with pre-defined treatment-emergent potentially clinically significant values (PCSVs) for SBP 
or DBP was low, and no notable differences were observed across the treatment groups.  

o TEAEs related to nasal mucosal findings 

The only TEAE related to nasal mucosal findings was Epistaxis, which was reported for 2 (0.7%) 
participants each in the 8q8/3 and 2q4 groups and 1 (0.3%) participant in the 8q8/5 group (Table 121). 
One event was serious and moderate in intensity. All other events were non-serious and mild in intensity. 
None of the events were assessed to be related to the study intervention or the IVT injection procedure, 
and all resolved without sequela. 
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Table 126: Treatment-emergent adverse events: Nasal mucosal events (safety analysis set) 

 

Up to week 64, one additional event of epistaxis was reported in the 8q8/3 arm.  

Nasal mucosal events consisted of Epistaxis reported in 2 participants each in the 8q8/3 and 2q4 
groups (0,7%) and 1 (0.3%) participant in the 8q8/5 group. None were assessed as related to study 
intervention or injection procedure, all were resolved and one event was moderate and serious in the 
2q4 group.  

o TEAEs related to non-ocular haemorrhages 

TEAEs related to non-ocular haemorrhages was reported in 19 (3.2%) participants in the All 8mg group 
and 6 (2.0%) participants in the 2q4 group (Table 122). The majority of the events were non-serious, 
mild in intensity and resolved. Serious TEAEs related to non-ocular hemorrhages were reported in 7 
participants (5 [0.8%] in the All 8mg group: 1 [0.3%] and 4 [1.3%] for the 8q8/3 the 8q8/5 groups, 
respectively, and 2 [0.7%] in the 2q4 group). None of the serious events was assessed to be related to 
the study intervention. Two serious events led to study intervention withdrawal: an event of severe 
Haemorrhage intracranial for a participant in the 2q4 group with fatal outcome, and an event of severe 
Subdural haematoma for a participant in the 8q8/5gorup, which was not resolved. All other serious 
events were resolved or are resolving at the time of this report and didn’t lead to study intervention 
withdrawal or discontinuation. These serious events were likely associated with concurrent medical 
conditions and the complications of these conditions associated with an older population. Serious events 
other than the aforementioned Haemorrhage intracranial and Subdural haematoma are: 2q4 group: 
Epistaxis and All 8mg groups: Lower gastrointestinal haemorrhage, Blood urine present, Haemarthrosis, 
and Uterine haemorrhage.  
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Table 127: Treatment-emergent adverse events: Non-ocular haemorrhage (safety analysis set) 

 

TEAEs of non-ocular haemorrhage were reported in 3.2% in All 8 mg group and 2.0% in 2q4 group. 
These events were mainly mild in intensity (1.3% in 2q4 and 2.0% in All 8 mg), non-serious and 
recovered/resolved (1.0% in 2q4 group and 1.9% in all 8 mg). Serious TEAEs of non-ocular 
haemorrhages were reported in 7 participants in comparable proportions across treatment groups (0.8% 
in the All 8mg group and 0.7% in the 2q4 group). None were assessed as related to study intervention 
or injection procedure. Two events lead to study intervention discontinuation: Haemorrhage intracranial 
(with fatal outcome) in 2q4 group and Subdural haematoma in 8q8/5 group.  

o TEAEs related to venous thromboembolic events 

The incidence of TEAEs related to venous thromboembolic events was low and balanced between the All 
8mg group and the 2q4 group (Table 123). All events were non-serious except for an event of mild 
Retinal vein occlusion for a participant in the 8q8/5 group. This serious event was assessed as not related 
to the study intervention and resolved at the time of this report.  

Table 128: Treatment-emergent adverse events: Venous thrombo-embolic events (safety analysis set) 
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Incidences of VTE events were comparable across treatment groups (1.3% in 2q4 group and 1.9% in all 
8 mg group). All events were mild and moderate non-serious except for an event of mild Retinal vein 
occlusion in 8q8/5 group which was resolved and not related to study intervention or injection procedure. 

o TEAEs related to hypersensitivity 

The incidence of TEAEs related to hypersensitivity was low in all treatment groups (Table 124). All events 
were mild or moderate in intensity, and all were non-serious except for an event of moderate 
Anaphylactic reaction for a participant in the 8q8/3 group. This serious event was in the context of a 
rituximab infusion for rheumatoid arthritis; it was assessed as not related to the study intervention and 
resolved at the time of this report.  

Table 129: Treatment-emergent adverse events: Hypersensitivity (safety analysis set) 

 

TEAEs of hypersensitivity were reported in low proportions 0.7% in 2q4 group and 1.5% in all 8 mg 
group. All events were mild or moderate and were mainly recovered/resolved. One TESAE occurred of 
moderate event of Anaphylactic reaction in 8q8/3 group which was assessed as not related to study 
intervention and resolved. One recovered mild non-serious event of rash was assessed as related to 
study intervention.   

Laboratory findings 

o Clinical laboratory evaluations through Week 36 

For hematology and clinical chemistry, there was no evidence of clinically meaningful differences among 
treatment groups in high or low laboratory abnormalities or pre-defined selected laboratory 
abnormalities.  

For urinalysis, high protein/creatinine (mg/mmol creatinine) values were reported in 10.0% of 
participants in the All 8mg group and 13.8% of participants in the 2q4. In general, there was no evidence 
of clinically meaningful differences in high or low urinalysis laboratory abnormalities among treatment 
groups. 

o Vital signs, physical findings, ECGs and other observations related 
to safety through Week 36 

There were no clinically meaningful findings in vital signs, physical examinations, ECGs, or other 
observations related to safety in this study. No significant trends were noted. No pregnancy was reported. 
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o Adverse drug reactions 

Overall, all ADRs listed for commercially available 2 mg aflibercept are also considered ADRs for HD 
aflibercept, although not all 2 mg ADR were observed through Week 36 of the QUASAR study. Based on 
the review of all available HD aflibercept safety data, no new ADR was identified. On review of safety 
data from QUASAR through Week 36, there was no meaningful difference in the incidence and nature of 
events reported across the All 8mg and 2q4 treatment groups. 

Based on the 36 Weeks data, no new ADRs are proposed for inclusion. There was no meaningful 
difference in the incidence and nature of events reported across the All 8mg and 2q4 treatment groups. 
Frequencies of ADRs in section 4.8 were updated for Corneal abrasion, retinal degeneration and 
Lenticular opacities (all Uncommon) and the ADRs Blindness and Endophthalmitis were added from the 
text below regarding ADRs of Eylea 40 mg/mL considered as expected for Eylea 114.3 mg/mL to table 
I.  

These changes are endorsed.  

Safety in special populations 

o Intrinsic factors 

Ocular TEAEs in the study eye and non-ocular TEAEs reported in the study through Week 36 were also 
analyzed by the following subgroups: age, sex, race, ethnicity, baseline BCVA, baseline CST, medical 
history of hypertension, diabetes, cerebrovascular disease, ischemic heart disease, renal impairment and 
hepatic impairment and geographic region.  

The results of the subgroup analyses of ocular TEAEs in the study eye and non-ocular TEAEs through 
Week 36 by the predefined subgroups were generally similar to those in the entire study population and 
did not suggest clinically relevant differences among the treatment groups.  

Numerical differences across the treatment groups that were occasionally observed within the subgroups, 
for example the age subgroup must be interpreted with caution in view of the smaller subgroup sample 
sizes. 

Subgroup analysis showed no clinically relevant differences among treatment group. 

o Extrinsic factors 

Extrinsic factor of interest was bilateral treatment. However, only few participants received bilateral 
treatment (10 [1.7%] participants in the All 8mg group and 9 [3.0%] participants in the 2q4 group). No 
pattern of clinically meaningful differences could be observed from the review of safety data in 
participants treated bilaterally.  

o Drug interactions 

No drug interaction studies were conducted with HD aflibercept. 

o Use in pregnancy and Lactation 

No pregnancy was reported in clinical studies investigating HD aflibercept. Females of reproductive 
potential are advised to use effective contraception prior to the initial dose, during treatment, and for at 
least 4 months after the last intravitreal injection of HD aflibercept. 
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o Overdose 

For QUASAR, AE tables (PT ‘overdose’), protocol deviations as well as treatment information on study 
drug administration were reviewed. No participant received an overdose of study drug in the study eye 
in the QUASAR study. 

o Drug abuse 

The method of aflibercept administration is not conducive to drug abuse as it is not prescribed for self-
administration and is only administered by qualified health care professionals. Aflibercept is also too 
large a molecule to cross the blood-brain barrier, thereby limiting any possibility for centrally mediated 
effects associated with drug abuse. 

o Withdrawal and Rebound 

So far there is no evidence for rebound phenomenon after discontinuation or withdrawal of aflibercept 2 
or 8 mg. However, discontinuation may lead to progression of the underlying disease resulting in 
impaired visual acuity. 

o Effects on ability to drive or operate machinery or impairment of mental ability 

Injection with aflibercept has a limited influence on the immediate ability to drive and use heavy 
machinery due to possible temporary visual disturbances associated either with the intravitreal injection 
or the eye examination. Patients should not drive or use machines until their visual function has 
recovered sufficiently. Similarly, when treatment results in visual acuity gains, patients should continue 
to use caution until visual function has improved sufficiently. 

o Post-marketing data 

The post-marketing safety profile of 2 mg and 8 mg aflibercept is continuously monitored.  

A new ADR of scleritis was identified in the post-marketing data following the IVT injection of 2 mg 
aflibercept. Scleritis is considered a potentially injection-related reaction and is added as new ADR to the 
Eylea 40 mg/mL and Eylea 114.3 mg/mL label.  

As of 07 January 2025, no new post-marketing safety signal was confirmed for 8 mg aflibercept. The 
benefit-risk profile of aflibercept across all authorized indications remains favourable. 

No new signal was identified from post-marketing data. The next PSUSA for Aflibercept 
PSUSA/00010020/202511 is expected for mid-2026.  

Q4 dosing: safety data 

The currently approved label for HD aflibercept in the indications nAMD and DME specifies that injection 
intervals during maintenance should not be shorter than 2 months, after 3 consecutive monthly doses.  
To allow a more intense treatment for patients in need the Applicant presents safety data to support the 
proposed lower limit of 4 weeks (Q4).  It is proposed to allow dosing as frequent as Q4 during the 
maintenance phase for the approved indications of nAMD and DME, as is proposed for the new indication 
of RVO.  The safety data presented below are based on all participants who entered the study.   
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o Safety data during the initial monthly dosing period in nAMD 
(PULSAR), DME (PHOTON), and RVO (QUASAR) 

To further support the safety conclusion of Q4 dosing, safety data during the initial monthly dosing period 
(Q4) was reviewed in the PULSAR, PHOTON, and QUASAR studies. All treatment groups in these studies 
received active monthly injections at Day 1, Week 4 and Week 8. The AE profile was compared between 
aflibercept 2 mg and HD aflibercept treated participants during this period from baseline through Week 
12.  The review included ocular TEAEs and non-ocular TEAEs for each study. 

The Applicantprovided discussion on the ocular and non-ocular TEAEs by SOC and PT, in particular safety 
topics, for which occurred from day 1 through Week 12 (before the 4th injection) for all three studies.  

In the RSI, the Applicant provided relatedness, seriousness and intensity for ocular and non-ocular TEAEs 
which were recorded during initial monthly dosing phases of PULSAR (AMD), PHOTON (DME) and 
QUASAR (RVO). These results are included further in the evaluation.  

o nAMD PULSAR  

Safety analysis of Q4 dosing during the treatment initiation phase 

Safety data during the initial treatment phase (q4, monthly treatment) was reviewed for the 2q8 and 
the HDq12/16 arms and is described below. It was initially requested by the EMA in initial line extension 
procedure (EMEA/H/C/002392/X/0084/G) and submitted within the D120 responses. 

In the PULSAR study, all study arms (2q8, HDq12, HDq16) received 3 initial injections at 4-week intervals 
(Day 1, Week 4, Week 8).   

Thus, all treatment arms in PULSAR received active monthly injections at Day 1, Week 4 and Week 8.  
The safety data for review was therefore restricted to the time from first injection through Week 12 
(before the Week 12 injection) to allow for an additional 4-week observation time after the 3rd dose at 
Week 8.   

As stipulated by the protocol design during the treatment initiation phase through Week 12 the number 
of injections per patient was identical for HDq12 and HDq16 which means that all HD patients had the 
same monthly exposure to 8 mg aflibercept. 

The AE profile was compared between 2 mg and 8 mg aflibercept treated patients during the treatment 
initiation phase. The review included ocular TEAEs, non-ocular TEAEs and data for specific safety topics. 

Eylea 8 mg was indicated by now in DME and nAMD at the posology of 1 injection per month for 3 
consecutive doses then injection intervals may then be extended up to every 4 months (Q16) followed 
by every 5 months (Q20) such as with a treat-and-extend dosing regimen, while maintaining stable 
visual and/or anatomic outcomes. The shortest interval between 2 injections is 2 months (Q8) in the 
maintenance phase and the Applicant submitted this variation to provide safety data in support of 
shortening to Q4 interval during the maintenance phase.  

The safety analysis consists of safety data from day 1 to Week 12 of the initiation phase for PULSAR in 
2q8 arm and all HD group. The exposure is described in Efficacy section. Overall, in PULSAR 672 
participants with nAMD received a total of 2,001 HD aflibercept injections at Q4 intervals with a mean of 
3 injections per participant.   
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Ocular TEAEs during treatment initiation (through Week 12) PULSAR  

In the PULSAR study, the overall frequency of patients with ocular TEAEs in the study eye was low and 
similar during the treatment initiation phase for 2 mg and 8 mg treated patients (2q8: 17.3%, HDq12: 
18.8%, HDq16: 17.5%, all HD: 18.1%), see Table 125.   

The majority of ocular events was reported for single patients in the individual arms and no numerically 
relevant difference was observed between 8 mg and 2 mg treated patients.   

Events that were reported in more than 2 patients in the HD arms and where the difference to the 2 mg 
arm was ≥ 0.5% in both the HD12 and HDq16 arm were retinal haemorrhage, conjunctivitis, IOP 
increase, and vitreous floaters. 

Retinal haemorrhage (RH) 

During the treatment initiation phase, RH was less frequently reported for patients treated with 2 mg 
aflibercept compared to the 8 mg arms (2q8: 0.9%, all HD: 1.8%). 

RH is a feature of the underlying AMD disease. As the number of injections for all arms was identical 
during the loading phase an injection related effect seems implausible. A drug-related effects is not 
supported. Patients in the HD arms also presented with higher frequencies of RH in the fellow eye during 
the first 12 study weeks with no events in the 2 mg arm (fellow eye incidences up to 12 weeks: 2q8: 
0%, HDq12: 0.9%, HDq16: 0.3%, all HD: 0.6%).  

Over the 60 weeks PULSAR study duration, more patients in the 2q8 arm experienced RH (4.5%) versus 
all HD (3.7%).  In the PHOTON study no RH was reported for the HDq12 arm during the treatment 
initiation phase and overall rates were similar between 2 mg and 8 mg treated patients (PHOTON 
treatment initiation phase: 2q8: 0.6%, all HD: 0.8%).  No new safety signal was identified. 

Conjunctivitis 

During the treatment initiation phase conjunctivitis was less frequently reported for patients treated with 
2 mg aflibercept compared to HD patients (2q8: 0%, all HD: 0.7%). Conjunctivitis is a common ocular 
condition. The injection procedure could theoretically lead to a conjunctivitis.  However, as the number 
of injections was identical for all groups, the imbalance is considered a chance observation. At Week 60, 
the frequency of conjunctivitis was identical for 2 mg treated and the all HD group (1.5%). Also, no 
conjunctivitis was reported for the PHOTON study during the treatment initiation phase. 

IOP increase 

IOP increase was less frequently reported for 2 mg (0.9%) versus 8 mg (all HD: 2.2%) treated patients 
during the treatment initiation phase.   

IOP increase is an acknowledged observation following intravitreal injected medications including Eylea.  
As 8 mg aflibercept is injected within 70 µl and the 2 mg dose within 50 µl more frequent post-injection 
IOP elevations may be conceivable with an increase in injection volume. However, while there was a 
numerical difference of IOP increase during the treatment initiation phase (all events during loading 
phase were non-serious), at Week 60 the incidences of IOP increases were similar between 2q8 (2.7%) 
and all HD (3.1%) in the PULSAR study.  In the PHOTON study the incidence for IOP increase was similar 
between 2 mg and 8 mg treated patients during the treatment initiation phase and less frequently seen 
with 8 mg aflibercept (all HD: 2.4%) compared to 2q8 (4.2%) at Week 60 therefore no consistent 
observation across the studies for more frequent IOP increases with 70 µl injection was identified.  Also, 
in the PULSAR and the PHOTON study pre-injection IOP measurements remained stable during the 
initiation phase through Week 60 without indication for sustained IOP elevations. 
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IOP increase is a listed ADR in the product information for 2 mg/8 mg aflibercept and HCPs are advised 
to monitor patients for IOP elevation post injection.  

Vitreous floaters 

Vitreous floaters were less frequently reported for 2 mg (1.8%) versus all HD (HDq12: 0.9%, HDq16: 
3.0%, all HD: 1.9%) during the treatment initiation phase. Vitreous floater is an acknowledged and listed 
ADR of 2/8 mg Eylea. However, the overall difference between 2 mg and all HD was minor and driven 
by the HDq16 arm. The HDq12 arm had a lower incidence (0.9%) compared to the 2q8 arm (1.8%), 
therefore, the differences are not consistent for HD and regarded as chance observation.  

Table 130: PULSAR: Ocular TEAEs of study eye during loading phase in >1 participants in any 
treatment group (SAF) 

 

Ocular safety topics during treatment initiation (through Week 12) PULSAR  

The reviewed ocular safety topics included TEAE groupings for cataract, IOP increase, retinal 
detachment/tear, RPE tear, and intraocular inflammation.  Overall, the incidences for these topics during 
the treatment initiation phase was low in all groups. Except for IOP increase (discussed above), the 
frequencies were similar between 2 mg and 8 mg treated patients and no safety concern was identified. 
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Table 131: PULSAR: Ocular treatment-emergent safety topics during loading phase from baseline to 
Week12 visit (before potential injection) (TEAE groupings, SAF)  

 

Overall, no new safety concern was identified upon review of ocular safety data during the loading 
phase of the PULSAR study. 

In PULSAR, ocular TEAEs occurred in comparable proportions between all HD group (18.1%) and 2q8 
(17.3%). Events reported in more than 2 participants during the initiation phase in the all HD group and 
with a ≥ 0.5% difference to 2q8 in both the HD12 and HDq16 arms were retinal haemorrhage (2q8: 
0.9%, all HD: 1.8 % in the study eye and 0% 2q8 and 0.6% in all HD), conjunctivitis (2q8: 0%, all HD: 
0.7%), IOP increase (2q8: 0.9%, all HD: 1.5%), and vitreous floaters (2q8: 1.8%, all HD: 1.9%). These 
events are either listed in the SmPC of Eylea or common ocular condition.  

Ocular study drug related TEAEs occurring during the initial monthly dosing phase were reported in 
higher proportion in all HD group (2,2% vs 0,9% in 2q8). Study drug related ocular TEAEs were all 
observed in less than 1% of the subjects and reported mostly in single participants except retinal 
haemorrhage and retinal pigment epithelial tear which are known common AEs of Aflibercept. Ocular 
serious TEAEs were reported in similar proportions (0.3% 2q8, one case of retinal haemorrhage vs 0.3% 
All HD, 2 events in HDq16, retinal haemorrhage and angle closure glaucoma). Ocular TEAEs were mostly 
mild (14.3% vs 13.7%, 2q8 vs All HD) to moderate (2.7% vs 4.3%, 2q8 vs All HD) in intensity and 
severe Ocular TEAEs were retinal haemorrhage reported once in 2q8 and HDq16. 

Regarding ocular safety topics through week 12, comparable frequencies were observed for cataract 
(0,6% in 2q8 and 0,9% in all HD) and retinal pigment epithelial tear (0,9% in 2q8 and 1,3% in all HD). 
For IOP increase (2q8: 0,9%, all HD: 1,5%), all events occurring were all non-serious and without 
sustained IOP elevations. As 8 mg aflibercept is injected within 70 µl and the 2 mg dose within 50 µl, 
higher frequency of IOP increase may be expected however study pre-injection IOP measurements 
remained stable during the initiation phase. 

The incidence rates for safety topics assessed as study drug related were low and similar between 
patients treated with 2 mg and those treated with 8 mg treated. Serious events were low (less than 1%) 
and similar in range. Events were mostly mild to moderate and severe events were low and similar 
between 2 mg and 8 mg treated patients. 

No safety concern is raised, reported ocular TEAEs in the study eye during the initiation phase are in line 
with the safety profile of Eylea.  

Non-ocular events during treatment initiation (through Week 12) PULSAR  

In PULSAR, incidences of non-ocular TEAEs in the 2q8 arm (16.7%) were numerically lower than those 
in the HD arms (22.1%).  As in PHOTON the incidences of the 2q8 arm were higher (23.4%) and similar 
to ranges of the HD arms (all HD: 24.4%) it may be assumed that the difference observed in PULSAR is 
driven by the rather low rats in 2q8 than an 8mg related treatment effect. 
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The non-ocular AE profile and systemic safety topics of the PULSAR study were reviewed and did not 
reveal a new safety concern.   

For most of the SOCs the incidences were similar between the HD and the 2mg arm during the treatment 
initiation phase.  Some incidences in the SOCs were higher in the 2q8 arm during the treatment initiation 
phase versus 8 mg treated patients (e.g., Blood and lymphatic system disorders, Hepatobiliary disorder, 
Investigations and Metabolism and nutrition disorders).  

SOCs with a difference of > 1% and higher in the HD arms compared to 2q8 were the following: Infections 
and infestations and Vascular disorders. 

SOC Infections and infestations: The majority of PTs in this SOC were reported for single patients only.  
Events reported for more than 1 patient and higher in the HD arms were Pulpitis dental (2 patients in 
HDq12, none in 2q8 and HDq16), Upper respiratory tract infection (3 patients in HDq12, none in 2q8 
and HDq16), and Urinary tract infection (5 patients in HDq16, 1 each in HDq12 and 2q8).  These events 
are not known to be related to anti-VEGF effect and may be expected in the elderly AMD population. 

SOC Vascular disorders: The majority of PTs in this SOC were reported for single patients only.  The only 
event experienced by more than 1 patient was PT Hypertension for which the incidences were similar 
between the groups (PT Hypertension: 2q8: 1.2%, HDq12: 1.8%, HDq16: 2.1%, all HD: 1.9%).  No new 
safety concern was identified. 

Table 132: PULSAR: Non-ocular TEAEs during loading phase from baseline to Week12 visit (before 
potential injection, SAF) 

 

Systemic safety topics during treatment initiation (through Week 12) PULSAR  

In addition to the non-ocular AE profile, systemic safety topic TEAE groupings were reviewed and included 
non-ocular hemorrhages, hypersensitivity, hypertension, arterial thromboembolic events (ATEs), 
cardiovascular events, cerebrovascular events, APTC events, and nasal mucosal events, see Table 128 
below. 
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For all systemic safety topics, the incidence between 2 mg and 8 mg treated patients were low and 
similar in range. 

Table 133: PULSAR: Non-ocular treatment-emergent safety topics during loading phase (TEAE 
groupings, SAF) 

 

Overall, the review of non-ocular AEs and systemic safety topics during the treatment initiation phase in 
the PULSAR study did not reveal a new safety concern. 

The safety profile during the treatment initiation phase was similar between 2 mg and 8 mg, the overall 
safety profile of the population treated in the PULSAR studies is in line with the ADR profile of 8 mg 
aflibercept. No new safety concerns were identified.   

Non-ocular TEAEs were reported in higher proportion in the HD arms (22.1%) than in 2q8 arm (16.7%). 
The SOC “Infection and Infestations” and “Vascular disorders” were more reported in the HD arms with 
a difference of >1% compared to 2q8, respectively 4.9% vs 3.3% and 2.5% vs 1.2%. For both SOCs, 
majority of the PT were reported in single participants except Pulpitis dental, Upper respiratory tract 
infection, Urinary tract infection which may be expected in the elderly population. For the SOC “Vascular 
disorders”, the most reported PT was Hypertension which was reported in similar proportions through 
Week 12 (1,8% in 2q8 and 2,5% in HD arms). Non-ocular study drug related TEAEs occurring during 
the initial monthly dosing phase were cerebrovascular accident (2q8) and pulmonary embolism (HDq16). 
Serious non-ocular TEAEs were reported mostly in single participants and in total in 8 participants [2.4%] 
in the HDq12 group, 12 participants [3.6%] in the HDq16 group and 14 participants [4.2%] in the 2q8 
group. Non-ocular TEAEs were mostly mild (10.1% vs 14.4%, 2q8 vs All HD) to moderate (3.9% vs 
6.7%, 2q8 vs All HD) in intensity and severe non-ocular TEAEs were reported in single participants (9 
[2.7%] vs 7 [1.0%], 2q8 vs All HD). The majority of the patient recovered or recovering and comparable 
proportions of patient not recovered were reported in both 2q8 and all HD group (1.5% vs 1.8%).  

Regarding systemic safety topics, the incidence between 2 mg and 8 mg treated patients were low and 
comparable (Hypersensitivity 0.6% in HD arms and 0.3% in 2q8 arm; Hypertension 2.5% in HD arms 
and 1.8% in 2q8 arm; Non ocular haemorrhage 0.3% in both HD and 2q8 arms; Cardiovascular ischemic 
events 0.3% in both HD and 2q8 arms; Cerebrovascular ischemic events 0.6% in both HD and 2q8 arms; 
VTE 0.1% in HD arms and 0% in 2q8 arms; ATEs 0.9% in both HD and 2q8 arms; APTCs events 0.1% 
in HD arms and 0.9% in 2q8 arm; Nasal mucosal events 0.1% in HD arms and 0% in 2q8 arm). No 
safety concerned are raised regarding non-ocular TEAEs.  

o PHOTON (DME) 

Safety analysis of Q4 dosing during the treatment initiation phase 
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Safety data during the initial treatment phase (Q4, monthly treatment) was reviewed for the 2q8 and 
the HDq12/16 arms and is described below. It was initially requested in the initial line extension 
procedure (EMEA/H/C/002392/X/0084/G) and submitted within the responses. 

In the PHOTON study, patients in the 2q8 arm received 5 initial injections at 4-week intervals (Day 1, 
Week 4, Week 8, Week 12, Week 16), and both HD arms (HDq12 and HDq16) received 3 initial injections 
at 4-week intervals (Day 1, Week 4, Week 8). 

Thus, all treatment arms in PHOTON received active monthly injections at Day 1, Week 4 and Week 8.  
The safety data for review was therefore restricted to the time from first injection through Week 12 
(before the Week 12 injection) to allow for an additional 4-week observation time after the 3rd dose at 
Week 8.   

As stipulated by the protocol design during the treatment initiation phase through Week 12 the number 
of injections per patient was identical for HDq12 and HDq16 which means that all HD patients had the 
same monthly exposure to 8 mg aflibercept. 

The AE profile was compared between 2 mg and 8 mg aflibercept treated patients during the treatment 
initiation phase.  The review included ocular TEAEs, non-ocular TEAEs and data for specific safety topics. 

The proposed posology for DME in Eylea SmPC is the same as for nAMD. In PHOTON, 491 participants 
with DME received a total of 1,455 HD aflibercept injections at Q4 intervals with a mean of 3 injections 
per participant from day 1 though Week 12. 

Ocular TEAEs during treatment initiation (through Week 12) PHOTON  

The incidences of ocular TEAEs during the treatment initiation phase were numerically lower in the 2q8 
arm compared to the 8 mg arms (2q8: 9.6%, all HD: 17.1%), see Table 129. 

In the PHOTON study, the incidences in the HD arms during the initiation phase were similar to rates in 
PULSAR (PULSAR - all HD: 18.1%, PHOTON - all HD: 17.1%) whereas the rate in the 2q8 arm in PHOTON 
during the treatment initiation period was lower than in PULSAR (PULSAR - 2q8: 17.3%, PHOTON – 2q8: 
9.6%).  It is considered that the rather low rate in ocular AEs in the 2q8 arm during treatment initiation 
in the PHOTON study arm may drive the observed differences to the 8 mg arms rather than an 8 mg 
aflibercept treatment related effect. 

Similar to the study eye, TEAEs in the fellow eye showed a higher incidence in the HD arms versus 2q8 
which does not support a drug related effect of aflibercept 8 mg in the study eye. 

In the PHOTON study the majority of ocular events were reported for single patients in the individual 
arms and there were no unexpected clusters around specific AEs.  Differences between the arms were 
minor.  Events that were reported in more than 2 subjects in the HD arms and where the difference to 
the 2 mg arm was > 0.5% in both the HD12 and HDq16 arm compared to 2 mg treated patients were 
cataract/cataract cortical, conjunctival haemorrhage, photopsia, punctate keratitis, and vitreous 
detachment. 

Cataract and cataract cortical are listed ADRs for 8 mg aflibercept and mainly considered injection related 
complications.  As the number of injections were identical for all arms the numerical difference is 
considered a chance observation.  In the PULSAR study cataract were balanced across all arms during 
the treatment initiation phase and no consistent trend for a potential drug-related increase of cataract 
across the studies was identified.   

Conjunctival haemorrhage is a listed ADR for 8 mg aflibercept as an injection related event and with 
same numbers of injections during the loading phase the observed numerical difference is not considered 
associated with an 8 mg related treatment effect.  Incidences for conjunctival haemorrhage were 
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balanced in the PULSAR study and no consistent trend for a potentially drug-related increase of 
conjunctival hemorrhage across the studies was identified.   

Photopsia in the study eye was reported for 3 patients in the HD arm (0.6%) and for none in the 2 mg 
arm. The distribution and incidences of photopsia in the fellow eye (fellow eye incidence photopsia: 2q8: 
0%, all HD: 0.6%) was the same as in the study eye. Therefore, a drug/injection-related association in 
the study eye is deemed unlikely. 

Punctate keratitis is a listed ADR for 8 mg aflibercept and more frequently reported for the study eye in 
the HD arms versus 2q8 during the treatment initiation phase.  The same pattern and similar incidences 
were observed in the fellow eye during the first 12 weeks with more events in the HD arm versus the 
2q8 fellow eye (fellow eye incidences: 2q8: 0%, all HD: 0.8%).  In the PULSAR study punctate keratitis 
was less frequently reported for the HD arms versus 2 mg (2q8: 0.9%, all HD: 0.1%), therefore no 
consistent trend across the studies was observed during the loading phase.   

Vitreous detachment is a listed ADR for 8 mg aflibercept with none reported for 2 mg versus 1.4% in all 
HD group during the treatment initiation phase.  Vitreous detachment is potentially injection related and 
as the number of injections was the same per patient and arm this observation seems to reflect a chance 
finding.  Also, in the PULSAR study incidences were balanced between the arms during the treatment 
initiation, thus, no consistent trend was observed across the studies regarding vitreous detachment. 

Table 134: PHOTON: Ocular TEAEs of study eye during loading phase from baseline to Week12 visit 
(before potential injection) in >1 participants in any treatment group (SAF) 

 

Ocular safety topics during treatment initiation (through Week 12) PHOTON 

Except for cataract (see discussion above) for all other safety topics of i.e. intraocular inflammation, 
retinal detachment/tear, and Retinal pigment epithelial tears the rates were lower/similar between 2 mg 
and 8 mg arms.   



  
EMADOC-1700519818-2706650 Page 183/217 

 
 

Table 135: PHOTON: Ocular treatment-emergent safety topics during loading phase from baseline to 
Week 12 visit (before potential injection) (TEAE groupings, SAF) 

 

Overall, no new ocular drug-related safety concern was identified based on the review of PHOTON study 
data.  

Ocular TEAEs in the initiation phase were higher in HD groups compared to 2q8 (17.1% vs 9.6%) 
however this difference may be driven by a lower rate in the 2q8 arm in PHOTON during the treatment 
initiation than in PULSAR (PULSAR - 2q8: 17.3%, PHOTON – 2q8: 9.6%). Furthermore, ocular TEAEs in 
the fellow eye also showed a higher incidence in the HD arms versus 2q8.  

Events were reported in single participants and difference higher than 0,5% were seen for cataract (0,8% 
in HD arms vs 0% in 2q8)/cataract cortical (0,6% in HD arms vs 0% in 2q8), conjunctival haemorrhage 
(3,1% in HD arms vs 1,2% in 2q8), photopsia (0,6% in HD arms vs 0% in 2q8), punctate keratitis (1,2% 
in HD arms vs 0,6% in 2q8), and vitreous detachment (1,4% in HD arm vs 0% in 2q8). All these events 
are known ADR or Eylea which are either known as injection related (Vitreous detachment, 
cataract/cataract cortical and Conjunctival haemorrhage) or also seen in higher proportion in the fellow 
eye (photopsia and punctuate keratitis). Study drug related ocular TEAEs occurring during the initial 
monthly dosing phase were reported mostly in single participants except intraocular pressure increased 
and low proportions (0,6% in 2q8 and 1,2% in all HD group). Serious ocular TEAEs occurred in single 
participant and were reported in similar proportions (0,6% in 2q8 and 0,4% in all HD group). None were 
considered related to the study drug. Ocular TEAEs were mild (9.0% vs 15.1%, 2q8 vs All HD) to 
moderate (0.6% vs 1.4%, 2q8 vs All HD) and severe Ocular TEAEs were reported in low proportions (0% 
vs 0.6%, 2q8 vs All HD), and in single patients. None were considered related to the study drug.  

Ocular safety topics, except for cataract, were reported in comparable proportions between treatment 
arms (IOP increase 1,4% in HD arms and 1,2% in 2q8 arm; IOI 0,6% in HD arms and 0,6% in 2q8 arm 
and retinal tear/retinal detachment 0,2% in HD arms and 0% in 2q8). The incidence rates for safety 
topics assessed as study drug related were low (less than 1%) and were reported in single participants 
except for IOP increased and IOI. The incidences of serious events between 2 mg and 8 mg treated 
patients were low and similar in range. Events were mainly mild to moderate and incidence of severe 
TEAEs were low and comparable between patients treated with 2 mg and 8 mg doses.  

No safety concerns are raised. Ocular TEAEs are in line with the known safety profile.  

Systemic safety topics during treatment initiation (through Week 12) PHOTON  

For most of the non-ocular SOCs, the incidences were similar between the arms or were higher in the 2 
mg arm compared to the HD arms.   

SOCs with a difference of >1% and higher in the HD arms compared to 2q8 were the following: 
Gastrointestinal disorders, Infections and infestations, Nervous system disorders, Psychiatric disorders, 
Renal and urinary disorders and Respiratory, thoracic and mediastinal disorders. 
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SOC Gastrointestinal disorders:  The majority of PTs in this SOC were reported for single patients only.  
Events experienced by more than 2 patients were PT Food poisoning [2q8: 0%, all HD: 2 (0.4%)], 
Gastrooesophageal reflux disease [2q8: 0%, all HD: 2 (0.4%)], Nausea [2q8: 0%, all HD: 3 (0.6%)], 
Vomiting [2q8: 0%, all HD: 2 (0.4%)].  Events are common conditions in the diabetic population and/or 
not considered related to an intravitreal anti-VEGF effect.  No new safety concern was identified. 

SOC Infections and infestations:  The majority of PTs in this SOC were reported for single patients only.  
Events experienced by more than 2 patients in the HD arms were COVID-19 [2q8: 2 (1.2%), HDq12: 5 
(1.5%), HDq16: 5 (3.1%), all HD: 10 (2.0%)], Herpes zoster [2q8: 0 (0%), HDq12: 1 (0.3%), HDq16: 
1 (0.6%), all HD: 2 (0.4%)], Localised infection [2q8: 0 (0%), HDq12: 3 (0.9%), HDq16: 0 (0%), all 
HD: 3 (0.6%)], Nasopharyngitis [2q8: 0 (0%), HDq12: 4 (1.2%), HDq16: 2 (1.2%), all HD: 6 (1.2%)], 
Sinusitis [2q8: 0 (0%), HDq12: 1 (0.3%), HDq16: 1 (0.6%), all HD: 2 (0.4%)], and Urinary tract 
infection [2q8: 1 (0.6%), HDq12: 3 (0.9%), HDq16: 1 (0.6%), all HD: 4 (0.8%)].  These events are not 
considered anti-VEGF effects and may be expected in the common and/or DME population. 

SOC Psychiatric disorders:  All events/PTs were reported for single patients only in the HDq12 arm and 
none in the HDq16 or the 2q8 arm. None of the events was reported in more than 1 patient and there 
was no cluster around a specific psychiatric disorder in the HD arms. 

SOC Renal and urinary disorders:  The PT of acute kidney injury [2q8: 0 (0%), HDq12: 4 (1.2%), HDq16: 
1 (0.6%), all HD: 5 (1.0%)] and the PT chronic kidney disease  [2q8: 0 (0%), HDq12: 2 (0.6%), HDq16: 
2 (1.2%), all HD: 4 (0.8%)] were less frequently reported in the 2q8 versus the HD arms, other PTs 
were reported for single patients only. No similar numerical difference was seen in the PULSAR study 
during the treatment initiation phase with less/similar incidences in the HD arms compared to the 2q8 
arm (SOC Renal and urinary disorders PULSAR: all HD: 0.4%, 2q8: 0.6%). In addition, at Week 60 in 
the PHOTON study neither patients on a shortened q8 interval (zero events in 8mg treated patients on 
HDq8 interval versus 19 events in the 2q8 arm) nor in the overall study population at Week 60 a trend 
for more frequent renal impairments was noted for 8mg treated patients (SOC Renal and urinary 
disorders at Week 60: all HD: 7.3% versus 7.8% in 2q8). These data do not suggest an 8 mg aflibercept 
treatment related effect based on a monthly dosing interval. 

SOC Respiratory, thoracic and mediastinal disorders: All events/PTs in the HD arms were reported for 
single patients only. No cluster around a specific respiratory disorder in the HD arms was identified. 
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Table 136: PHOTON: Non-ocular TEAEs during loading phase (SAF)

 

In addition to the review of the non-ocular AE profile, systemic safety topics TEAE groupings were 
reviewed see Table 132 below. 

For all systemic safety topics, incidences were low and similar in range between 2 mg and 8 mg treated 
patients.  
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Table 137: PHOTON: Non-ocular treatment-emergent safety topics during loading phase (TEAE 
groupings, SAF) 

 

Overall, the review of non-ocular AEs and systemic safety topics during the treatment initiation phase in 
the PHOTON study did not reveal a new safety concern. 

The safety profile during the treatment initiation phase was similar between 2 mg and 8 mg, the overall 
safety profile of the population treated in the PHOTON studies is in line with the ADR profile of 8 mg 
aflibercept.  No new safety concerns were identified.   

For non-ocular TEAEs in PHOTON through Week 12, SOC with a difference of > 1% and higher in the HD 
arms were Gastrointestinal disorders 2,4% in HD arms and 1,2% in 2q8 arm), Infections and infestations 
(8.2% in HD arms and 4.2% in 2q8 arm), Nervous system disorders (3.5% in HD arms and 1.8% in 2q8 
arm), Psychiatric disorders (1,4% in HD arms and 0% in 2q8 arm), Renal and urinary disorders (2.2% 
in HD arms and 0.6% in 2q8 arm) and Respiratory, thoracic and mediastinal disorders (1.2% in HD arms 
and 0% in 2q8 arm). In these SOCs, events were reported mostly in single participants or were common 
conditions in the DME population and/or not considered related to an intravitreal anti-VEGF effect.  

Non-ocular safety topics were reported in similar or comparable proportions (Hypersensitivity 0.6% in 
both HD and 2q8 arm; Hypertension 4.1% in HD arms and 5.4% in 2q8 arm; Non-ocular haemorrhage 
0.6% in both HD and 2q8 arms; Cardiovascular ischemic events 1.0% in HD arms and 1.8% in 2q8 arm; 
Cerebrovascular ischemic events 0.4% in HD arms and 0% in 2q8 arms; ATEs 1.2% in HD arms and 
1.8% in 2q8 arms; APTCs events 1.0% in HD arms and 0.6% in 2q8 arm; Nasal mucosal events 0% in 
both HD and 2q8 arms).  

Non-ocular study drug related TEAEs during the initial monthly dosing phase occurred in only one patient 
(lacunar infarction, mild in intensity, non-serious, patient with underlying risk factors (e.g. diabetes 
mellitus)). Non-ocular serious TEAEs were more reported in all HD group (3.6% vs 6.3%, 2q8 vs All HD 
group) but no differences above 1% were seen between SOC. Non-ocular serious TEAEs reported in ≥2 
participants in any treatment group were Myocardial infarction (3 [0.6%] patients), COVID-19 (3 [0.6%] 
patients) and Acute kidney injury (3 [0.6%] patients). None were considered as related to study drug. 
Non-ocular TEAEs were mainly mild (14.4% vs 13.0%, 2q8 vs All HD) to moderate (6.0% vs 7.1%, 2q8 
vs All HD) and severe non-ocular TEAEs were reported in 5 participant [3.0%] vs 21 participants [4.3%], 
2q8 vs All HD) and mostly observed in single participants except for myocardial infarction, COVID-19 
and acute kidney injury. None were considered related to the study drug. 

No safety concerns are raised regarding reported non-ocular TEAEs in PHOTON.  



  
EMADOC-1700519818-2706650 Page 187/217 

 
 

o RVO (QUASAR) 

Safety analysis of Q4 dosing during the treatment initiation phase 

Safety data during the initial treatment phase (q4, monthly treatment) was reviewed for the 2q4 and 
the All 8mg arms (8q8/3, 8q8/5) and is described below.   

In the QUASAR study, patients in the 2q4 arm received injections at 4-week intervals up to Week 36, in 
the 8q8/3 arm patients received 3 initial 4-weekly injections and in the 8q8/5 arm patients received 5 
initial injections also at 4-week intervals. 

Thus, all treatment arms in QUASAR received active monthly injections at Day 1, Week 4 and Week 8.  
The safety data for review was therefore restricted to the time from first injection through Week 12 
(before the Week 12 injection) to allow for an additional 4-week observation time after the 3rd dose at 
Week 8.   

As stipulated by the protocol design during the treatment initiation phase through Week 12 the number 
of injections per patient was identical for 2q4, 8q8/3 and 8q8/5 which means that all HD patients had 
the same monthly exposure to 8 mg aflibercept. 

The AE profile was compared between 2 mg and All 8 mg aflibercept treated patients during the 
treatment initiation phase.  The review included ocular TEAEs, non-ocular TEAEs and data for specific 
safety topics. 

The posology proposed for RVO is 1 injection per month for 3 consecutive doses than injection intervals 
may then be extended based on the physician’s judgement of visual and/or anatomic outcomes. The 
interval between 2 injections should not be shorter than 1 month. For the ongoing study QUASAR, 
participants with RVO treated with HD aflibercept received either 3 or 5 injections at Q4 intervals during 
the initial monthly dosing phase (8q8/3 or 8q8/5). Through Week 36, a total of 591 participants received 
a total of 2,470 HD aflibercept injections at Q4 intervals in QUASAR.  

Ocular TEAEs during treatment initiation (through Week 12) QUASAR  

In the QUASAR study, the overall frequency of patients with ocular TEAEs in the study eye was low and 
comparable during the treatment initiation phase for 2 mg and All 8 mg treated patients (2q4: 13.6%, 
8q8/3: 18.1%, 8q8/5: 15.1%, All 8mg: 16.6%), see Table 133.   

The majority of ocular events was reported for single patients in the individual arms and no numerically 
relevant difference was observed between 8 mg and 2 mg treated patients.   

Events that were reported in more than 2 patients in the 8mg arms and where the difference to the 2 
mg arm was >0.5% in the All 8mg arm were vitreous detachment and intraocular pressure increased. 

Vitreous detachment 

Vitreous detachment was not reported for 2 mg and in 4 patients (0.7%) in the All 8mg group during 
the treatment initiation phase (8q8/3: 0.3%, 8q8/5: 1.0%, all 8mg: 0.7%). Vitreous detachment is an 
acknowledged and listed ADR of 2/8 mg Eylea. The frequency for 8mg is overall low (0.7%, All 8mg) 
and similar to the one previously observed in PULSAR and PHOTON study in the AMD and DME indication.  
No new safety signal was identified. 

IOP increase 

IOP increase was less frequently reported for 2 mg (0.7%) compared to 8 mg (All 8mg: 3.0%) treated 
patients during the treatment initiation phase.   
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IOP increase is an acknowledged observation following intravitreally injected medications including Eylea.  
As 8 mg aflibercept is injected within 70 µl and the 2 mg dose within 50 µl more frequent post-injection 
IOP elevations may be conceivable with an increase in injection volume.  This numerical difference of 
IOP increase during the treatment initiation phase (all events during loading phase were non-serious) is 
not considered as clinically relevant for the following reasons: in the PULSAR and PHOTON studies in 
AMD and DME indication no such numerical difference was observed between 2mg vs 8mg arms and 
there is no difference in injection volume used in QUASAR.  Also, the pre-injection IOP measurements 
remained stable during the initiation phase through Week 36 without indication for sustained IOP 
elevations.  

IOP increase is a listed ADR in the product information for 2 mg / 8 mg aflibercept and HCPs are advised 
to monitor patients for IOP elevation post injection.  

Table 138: QUASAR: Ocular TEAEs of study eye during loading phase in >1 participants in any 
treatment group (SAF) 

 

Ocular safety topics during treatment initiation (through Week 12) QUASAR 

The reviewed ocular safety topics included TEAE groupings for cataract, IOP increase, retinal 
detachment/tear, RPE tear, and intraocular inflammation.  Overall, the incidences for these topics during 
the treatment initiation phase was low in all groups and there were no events pertaining to retinal 
pigment epithelial tear reported in either group.  Except for IOP increase (discussed above) and cataract, 
the frequencies were similar between 2 mg and 8 mg treated patients and no safety concern was 
identified.  For cataract the numerical difference was <1% for 2mg and All 8 mg and cataract is a known 
ADR in the product information for 2 mg / 8 mg aflibercept.   

 

Table 139: QUASAR: Ocular treatment-emergent safety topics during loading phase from baseline to 
Week 12 visit (before potential injection) (TEAE groupings, SAF) 
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Overall, no new safety concern was identified upon review of ocular safety data during the loading phase 
of the QUASAR study. 

In QUASAR, incidence of ocular TEAEs was slightly higher in HD arms (16.6% vs 13.6% in 2q4 arm). 
Ocular TEAEs reported through Week 12 in more than 2 participants and with a difference >0.5% were 
vitreous detachment (0% in 2q4 arm and 0.7% in HD arms) and intraocular pressure increased (1.3% 
in 2q4 arm and 3.6% in HD arms) which are known ADR of Eylea. All events of IOP increased during the 
loading phase of QUASAR were non-serious and pre-injection IOP measurements remained stable 
without indication for sustained IOP elevations. Study drug related ocular TEAE occurring during the 
initial monthly dosing were reported in low proportions and in single participants except visual acuity 
reduced (0.7% vs 0.3%, 2q4 vs All 8mg) and intraocular pressure increased (0% vs 1.2%, 2q4 vs All 
8mg). A low proportion of patients experienced a serious ocular TEAE (1.3% vs 0.3%, 2q4 vs All 8mg. 
Ocular TEAEs were mild (9.3% vs 13.5%m, 2q4 vs All 8mg) to moderate (3.3% vs 2.9%, 2q4 vs All 
8mg) in intensity and severe events were reported in single participants in 3 (1.0%) patients in the 2q4 
group and 1 (0.2%) patient in the All 8mg group. For ocular safety topics (cataract, IOI and retinal 
tear/detachment), no differences were seen except for IOP increased. Events related to safety topics 
assessed as study drug related were intraocular pressure increased and hypersensitivity. The incidence 
of serious TEAEs among patients treated with 2 mg and 8 mg doses was low and similar in range or 
occurred only in single participants. Events were mostly mild to moderate and severe events were 
observed in low proportions and in a comparable range between 2 mg and 8 mg treated patients. 

No safety concerns were raised regarding ocular TEAEs in QUASAR.  

Non-ocular events during treatment initiation (through Week 12) QUASAR  

In QUASAR, the incidences of non-ocular TEAEs in the All 8mg group (22.8%) were lower than those in 
the 2q4 arm (26.6%). For most of the SOCs the incidences were similar between the 8mg and the 2mg 
arm during the treatment initiation phase.   

The only SOC with a difference of > 1% and higher in the All 8mg arm compared to 2q4 was Vascular 
disorders. 

SOC Vascular disorders: The majority of PTs in this SOC were reported for single patients only.  The only 
event experienced by more than 1 patient was PT Hypertension for which the difference in incidence rate 
was 1.6% (All 8mg vs 2q4).  This is consistent with the imbalance in the incidence of non-ocular medical 
history of PT Hypertension (61.9% in All 8mg group and 57.5% in the 2q4 group).  Also, there was no 
increase from baseline in mean systolic blood pressure and diastolic blood pressure through Week 36.  
Overall, no new safety concern was identified. 
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Table 140: QUASAR: Non-ocular TEAEs during loading phase from baseline to Week 12 visit (before 
potential injection, SAF) 

 

Systemic safety topics during treatment initiation (through Week 12) QUASAR  

In addition to the non-ocular AE profile, systemic safety topic TEAE groupings were reviewed and included 
non-ocular hemorrhages, hypersensitivity, hypertension, arterial thromboembolic events (ATEs), APTC 
events and nasal mucosal events, see Table 136 below. 

For all systemic safety topics except Hypertension and ATEs, the incidence between 2 mg and 8 mg 
treated patients were low and similar.  For Hypertension (see also further above) the incidence for All 
8mg was numerically higher compared to 2q4, whereas for ATEs the incidence was numerically higher 
in the 2q4 arm compared to All 8mg.  However, the differences are < 1.5% and not considered clinically 
relevant. 
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Table 141: QUASAR: Non-ocular treatment -emergent safety topics during loading phase (TEAE 
groupings, SAF) 

 

Overall, the review of non-ocular AEs and systemic safety topics during the treatment initiation phase in 
the QUASAR study did not reveal a new safety concern. 

Neither relevant differences nor a consistent trend was observed in the QUASAR study that would indicate 
a drug-related treatment effect based on a monthly 8 mg aflibercept dosing interval.  The safety profile 
during the treatment initiation phase was similar between 2 mg and 8 mg, the overall safety profile of 
the population treated in the QUASAR study is in line with the ADR profile of 8 mg aflibercept.  No new 
safety concerns were identified.   

This conclusion is further supported by the population PK analyses and the estimated systemic exposure 
to aflibercept under monthly Q4 dosing over 72 weeks.  A continuous Q4 dosing was shown to result in 
only minor accumulation during the initial dosing phase (median accumulation ratio 1.1) and not in any 
further accumulation, i.e. systemic exposure increase, of free aflibercept after the 3 initial monthly doses.  

In QUASAR, non-ocular TEAEs were reported in lower incidences in the HD groups compared to 2q4 
(22,8% vs 26,6%). The SOC Vascular Disorders was more reported in the HD arms (4,6% vs 3,0% in 
2q4 arm). All events were reported in single participants except Hypertension (4,7% in HD arms vs 3,3% 
in 2q4 arm) which may be explained by the imbalance in medical history (61.9% in All 8mg group and 
57.5% in the 2q4 group). No increase from baseline in mean systolic blood pressure and diastolic blood 
pressure was observed through Week 36. Other systemic safety concern (Hypersensitivity, Non-ocular 
haemorrhage, VTE, ATE, APTC events and Nasal mucosal events) were either comparable between 
treatment arms or reported in higher incidence in 2q4 arm. Non-ocular TEAEs occurring during the initial 
monthly dosing phase were related to study drug in only two patients (rash, non-serious, mild intensity 
recovered with remedial treatment in the 8q8/5 group and headache, non-serious, moderate intensity, 
related to study drug and protocol required procedure, recovered without remedial treatment in the 
8q8/3 group). Serious non-ocular TEAEs were reported in single participants in 11 participants (1.9%) 
in the All 8mg group and 9 participants (3.0%) in the 2q4 group. Non-ocular TEAEs were mild (16.9% 
vs 16.4%, 2q4 vs All 8mg) to moderate (8.6% vs 5.1%, 2q4 vs All 8mg) in intensity and severe TEAEs 
were reported in single participants in similar proportions 1.0% vs 1.4%, 2q4 vs All 8mg. 

Discontinuation due to adverse events 

o Ocular TEAEs in the study eye leading to discontinuation of study intervention 

Ocular TEAEs in the study eye leading to discontinuation of study intervention were reported in 1 
(0.3%) participant each in the 8q8/5 group and the 2q4 group (Table 137). 
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o Non-ocular TEAEs leading to discontinuation of study intervention 

Non-ocular TEAEs leading to discontinuation of study intervention were reported in 5 (0.8%) 
participants in the All 8mg group (2 [0.7%] and 3 [1.0%] for the 8q8/3 and 8q8/5 groups, 
respectively) and 3 (1.0%) participants in the 2q4 group. No specific safety trend was observed, and 
all events were reported in single participants (Table 137).  

Table 142: TEAEs leading to discontinuation of study intervention (safety analysis set) 

 

Ocular TEAEs in the study eye leading to study intervention discontinuation were low 0.3% in 2q4 and 
0.2% in All 8 mg group and consisted of Macular hole in 2q4 group (severe, serious, not recovered/not 
resolved, related to injection procedure) and Retinal vasculitis in 8q8/5 group (moderate, serious, not 
recovered/not resolved, related to study intervention).  

Non-ocular TEAEs leading to study intervention discontinuation were reported in single participants; 5 
(0.8%) participants in the All 8mg group (2 [0.7%] and 3 [1.0%] for the 8q8/3 and 8q8/5 groups, 
respectively) and 3 (1.0%) participants in the 2q4 group.  
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2.5.1.  Discussion on clinical safety 

QUASAR study: RVO indication  

The high dose of aflibercept (HD, 8 mg or 114.3 mg/mL) has been approved in EU in 2024 
(EMEA/H/C/002392/X/0084/G) for the indications nAMD and DME. In this submission, the request for 
approval of the indication macular oedema secondary to retinal vein occlusion (RVO), which is already 
approved for Eylea 2 mg, is based on the safety data up to 36 weeks of QUASAR, a randomized, double-
masked, active-controlled Phase 3 study comparing 2q4 (Aflibercept 2 mg every 4 weeks until Q32) with 
8q8/3 (Aflibercept 8 mg with 3 initial every 4 weeks followed by every 8 weeks) and 8q8/5 (Aflibercept 
8 mg with 5 initial every 4 weeks followed by every 8 weeks) in participants with treatment-naïve macular 
oedema secondary to RVO. Data up to week 64 (end of study) were also provided in the response. The 
safety analysis set included all participants who had received at least one dose of study intervention 
(n = 892). The HD groups (i.e. 8q8/3 and 8q8/5) were pooled into the All 8 mg group. The SAF was 
identical to the FAS.  

Exposure and Disposition 

In QUASAR, 93.7% of the patient completed the study through Week 36 with more than 90% in all 
groups (95.0% in 2q4; 94,6% in 8q8/3 and 91.6% in 8q8/5) and more than 80% of the participants 
completed through Week 64 (89.4% in 2q4 arm and 88.8% in all 8 mg). The primary reasons for 
discontinuation were withdrawal by subject (2.6% in 2q4, 2.7% in 8q8/3 and 5.4% in 8q8/5), death 
(0.7% in 2q4 and 8q8/3 and 1.0% in 8q8/5) and lost to follow-up (0.7% in all arms). Similarly, through 
week 64, the most reported reason for discontinuation was withdrawal by subject (2.6% in 2q4 and 
3.6% in all 8 mg). The mean number of active injections in the study eye was 8.5, 6.0 and 6.7 injections 
through week 36 and 11.2, 8.2 and 8.8 through week 64 in the 2q4, 8q8/3 and 8q8/5 treatment groups, 
respectively. The mean total amount of active study (mg) was 17.0, 47.6 and 53.4 mg in the 2q4, 8q8/3 
and 8q8/5 treatment groups, respectively. Through Week 36, the target dosing interval of Q8 was 
maintained in more than 90,9% in all 8mg group and in 88,5% for 2q4. The proportions of patient who 
shortened to q4 dosing interval at any time was low 11.5% in 2q4, 6.6% in 8q8/3 and 9.1% in 8q8/5. 
Through week 64, the target dosing interval of ≥Q8 was maintained through Week 64 in 89.5% of 
participants in the All 8 mg group. In the All 8 mg group 4.2% vs 13% of the participants in the 2q4 
group had a last completed dosing interval of Q4. In the fellow eye, the mean number of injections was 
3.7, 3.4 and 4.8 in the 2q4, 8q8/3 and 8q8/5 groups, respectively. 

Ocular TEAEs (study eye and fellow eye) 

Ocular TEAEs in the study eye were reported in slightly higher proportion in 8q8/3 (35,5%) compared 
to 2q4 (28,2%) and 8q8/5 (28,9%) up to week 36. Up to week 64, ocular TEAEs in the study eye were 
reported in similar proportions between all 8 mg (42.6%) and 2q4 arm (42.2%). The most frequently 
reported ocular TEAEs in the study eye were IOP increased (5.2% in all 8 mg group vs 1.7% in 2q4 
group), Visual acuity reduced (4.1% in 8q8/3, 2.7% in 8q8/5 and 1.3% in 2q8), Cataract (1.7% in 
8q8/3, 3.4% in 8q8/5 and 3.0% in 2q8), Vitreous detachment (2.7% in 8q8/3, 3.0% in 8q8/5 and 0.7% 
in 2q8) and Conjunctival haemorrhage (3.4% in 8q8/3, 2.3 % in 8q8/5 and 2.0% in 2q8) through week 
36 and IOP (2.7% in 2q4 arm and 5.9% in all 8 mg arm), Cataract (5.6% in 2q4 arm and 4.9% in all 8 
mg arm) and Visual acuity reduced (4.0% in 2q4 arm and 5.5% in all 8 mg arm) through week 64.  

Ocular TEAEs in the study eye were mainly mild (19.3% in 2q4 and 24.0% in all 8 mg group up to week 
36) to moderate (7.0% in 2q4 and 7.1% in all 8 mg group up to week 36) in intensity. Severe ocular 
TEAEs in the study eye were reported in low proportions (2.0% in 2q4, 0.7% in 8q8/3 and 1.0% in 
8q8/5) up to week 36. All these events occurred in single participants, apart from cataract in 2 
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participants in 8q8/5 group. Similarly, up to week 64, severe ocular TEAEs in the study eye remained in 
low proportions (2.0% in 2q4 arm and 1.0% in all 8 mg). 

Up to week 36, ocular TEAEs related to the study intervention in the study eye were reported in a higher 
proportion in 8q8/3 (4,1%) while similar for 2q4 and 8q8/5 (2,0%). Ocular TEAEs related to study-
intervention were mainly reported in single participants except for Visual acuity reduced (mild, non-
serious, recovered and dose not changed in both patients in 8q8/3 group and moderate, serious, not 
recovered/resolved and dose interrupted and moderate, not serious, recovering/resolving and dose not 
changed in 2q4 arm), Macular degeneration (2 participants in 2q4 arm, the events were mild or 
moderate, not serious, not recovered/not resolved and drug interrupted) and IOP increased (in 9 
participants in total, 0,3% in 2q4 and 1,4% in All 8 mg). Up to week 64, similarly, ocular TEAEs in the 
study eye assessed as related to study intervention were slightly more reported in all 8 mg arm (3.7% 
vs 2.0% in 2q4 arm). 

Ocular TEAEs related to the injection procedure in the study eye were higher in 8q8/3 arm (13.0%) 
compared to 8q8/5 (8,4%) and 2q4 (6,3%). The most reported PT (≥5 participants in total) were 
Conjunctival haemorrhage (1,7% in 2q4 and 2,4% in All 8 mg), IOP increased (1.0% in 2q4 and 2.5% 
in All 8 mg) and Eye pain (0,7% in 2q4 and 0,8% in All 8 mg). 

Ocular TEAEs related to protocol-required procedure in the study eye were low and slightly higher in all 
8 mg (1,9% vs 1,0% in 2q4) and occurred in single participants except IOP increased (4 participants in 
all 8 mg group) and Conjunctival haemorrhage (one participants in each group). 

The most reported ocular TEAEs in the fellow eye were Cataract (1,9% in all 8 mg group and 3,0% in 
2q4 group). Incidences of ocular TEAEs in the fellow eye were well balanced across treatment groups. 
No TEAEs were assessed as related to aflibercept 2 mg in the fellow eye. One TEAE assessed as related 
to injection procedure occurred in the fellow eye in the 8q8/3 group. 

Non-ocular TEAEs 

Non-ocular TEAEs were reported in slightly lower proportions in 8q8/3 arm (47,1%) while being 
comparable between All 8 mg group (49,1%) and 2q4 (50,2%) up to week 36. Up to week 64, non-
ocular TEAEs occurred in similar proportions in both arms (62.8% in 2q4 and 62.3% in all 8 mg). For 
non-ocular TEAEs, the most reported SOC were Vascular disorders (5,3% in 2q4 and 8,3% in all 8 mg) 
and Infections and Infestations (19,3% in 2q4 and 18,8% in all 8 mg) with the PT Hypertension (3,3 % 
in 2q4, 6,5% in 8q8/3 and 6,7% in 8q8/5) and Nasopharyngitis (3,0 % in 2q4, 5,1% in 8q8/3 and 4,7% 
in 8q8/5) which were consistent with the study population and observed imbalances in incidence of 
reported  non-ocular medical history between treatment arms (61.9% in the All 8mg group compared to 
57.5% in the 2q4 group for Hypertension). Up to week 64, the most reported non-ocular TEAEs were 
Nasopharyngitis (6.6% in 2q4 arm and 8.8% in all 8 mg) and Hypertension (5.0% in 2q4 arm and 10.6% 
in all 8 mg group), however all events were non-serious, mostly mild or moderate and not assessed as 
related to study intervention. 

Up to week 36, non-ocular TEAEs were mild (27,9% in 2q4 and 30,6% in All 8 mg) to moderate (16.9% 
in 2q4 and 15,1 % in All 8 mg) in intensity. Severe non-ocular TEAEs were reported mainly in single 
participants except for Bradycardia and Sepsis (2 participants each in 8q8/3) and type 2 diabetes mellitus 
(2 participants in the 2q4 group). Up to week 64, severe non-ocular TEAEs occurred in low proportions 
in both treatment groups (7.3% in 2q4 arm and 6.4% in all 8 mg). 

Non-ocular TEAEs assessed as related to study intervention were low (0.3% in 2q4 and 0.5% in all 8 
mg). Non-ocular TEAEs related to study intervention were reported in two participants in 8q8/3 
Atrioventricular block first degree (mild, dose not changed, PR interval increased not significant with new 
ECG normal) and Headache (also assessed as related to protocol required procedure, moderate, dose 
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not changed and recovered/resolved), 1 participant in 2q4 Haemoglobin increased (severe, drug 
interrupted, non-serious, recovered/resolved) and 1 participant in 8q8/5 Rash (mild, drug interrupted, 
non-serious, recovered/resolved). Non-ocular TEAEs related to injection procedure occurred in one 
patient in 2q4 who presented multiple events of non-serious mild headache (all recovered and dose not 
changed). Non-ocular TEAE related to protocol required procedure were reported in comparable 
proportions (1.0% in 2q4 and 1.5% in all 8 mg group) and occurred in single participants except for 
Nausea. Up to week 64, non-ocular intervention-related TEAE were observed in low and comparable 
proportions 0.7% in 2q4 arm and 0.8% in all 8 mg group. 

Deaths 

Through week 36, 7 deaths occurred in comparable proportions between treatment arms (0,7% in 2q4 
and 8q8/3 and 1,0% in 8q8/5 group). None of the deaths were assessed as related to study intervention 
or study procedure. Deaths were reported in 3 additional patients in 2q4 arm (1.0%) and 7 patients in 
all 8 mg arm (1.2%) up to week 64. 

Ocular and non-ocular TEAEs leading to study intervention discontinuation 

Ocular TEAEs in the study eye leading to study intervention discontinuation were low 0.3% in 2q4 and 
0.2% in All 8 mg group and consisted of Macular hole in 2q4 group (severe, serious, not recovered/not 
resolved, related to injection procedure) and Retinal vasculitis in 8q8/5 group (moderate, serious, not 
recovered/not resolved, related to study intervention). Non-ocular TEAEs leading to study intervention 
discontinuation were low, comparable (1.0% in 2q4 and 0.8% in all 8 mg group) and reported in single 
participants. 

Up to week 64, Incidence of ocular TEAEs leading to study discontinuation were low in both groups 
(0.3%). Non-ocular TEAEs leading to study discontinuation remained in low and comparable proportions 
1,3% in 2q4 arm, 1,0% in 8q8/3 and 1.3% in 8q8/5 arms.  

Serious ocular and non-ocular TEAEs 

Serious ocular TEAEs in the study eye were low and higher in 2q4 (2.3% vs 1.2% in all 8 mg group) up 
to week 36. Similarly, up to week 64, ocular TESAE in the study eye occurred in low proportions, 2.7% 
participants in 2q4 arm and 1.7% in all 8 mg group. 

All events up to week 36 were reported in single participants across treatment groups except 
Endophthalmitis (2 participants in 2q4 and 1 in 8q8/3 groups), Visual acuity reduced (1 participant in 
8q8/5 and 2q4 groups) and Macular hole (2 participants in 2q4). Similarly, up to week 64, 
Endophthalmitis was reported in 3 participants in the 2q/4 group and 1 in the 8q8/3 group, Macular hole 
was reported in 2 participants in the 2q4 group, and Visual acuity reduced was reported in 1 participant 
each in the 8q8/5 group and the 2q/4 group. Ocular SAE in the study eye were mostly moderate (1,3% 
in 2q4 and 0,7% in All 8 mg) to severe (1,0% in 2q4 and 0,3% in All 8 m). Up to week 64, the maximum 
intensity of these SAEs was mostly moderate (5 [0.8%] participants in the All 8mg group and 4 [1.3%] 
participants in the 2q4 group) or severe (4 [0.7%] in the All 8mg group and 4 [1.3%] participants in the 
2q4 group). Serious ocular TEAEs in the study eye related to study intervention (0,7% in 2q4 and 0,3% 
in 8q8/5) and injection-procedure (1,3% in 2q4 and 0,3% in 8q8/3 and 8q8/5) were low. Six events 
were assessed as related to IVT injection procedure (Endophthalmitis in 2 participants in the 2q4 group 
and 1 participant in the 8q8/3 group, Macular hole and Retinal detachment each in 1 participant in the 
2q4 group, and Cataract in 1 participant in the 8q8/5 group) and three events to study intervention 
(Retinal vasculitis in 1 participant in the 8q8/5 group, and Visual acuity reduced and Endophthalmitis 
each in 1 participant in the 2q4 group). The outcomes for all events of Endophthalmitis and the event of 
Cataract were recovered/resolved or recovered/resolved with sequela. The outcome for the event of 
Retinal detachment was recovering/resolving. The outcomes for the events of Macular hole and Visual 
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acuity reduced were not recovered/not resolved at the time of the week 36 data cut. Up to week 64, 
serious ocular TEAEs were assessed as related to IVT injection for seven events (Endophthalmitis in 3 
participants in the 2q4 group and 1 participant in the 8q8/3 group, Macular hole and Retinal detachment 
each in 1 participant in the 2q4 group, and Cataract in 1 participant in the 8q8/5 group) and assessed 
as related to study intervention in three events (Retinal vasculitis in 1 participant in the 8q8/5 group, 
and Visual acuity reduced and Endophthalmitis each in 1 participant in the 2q4 group). The maximum 
intensity was moderate (5 [0.8%] participants in the All 8mg group and 4 [1.3%] participants in the 2q4 
group) or severe (4 [0.7%] in the All 8mg group and 4 [1.3%] participants in the 2q4 group). Seven 
events were assessed as related to IVT injection and three assessed as related to study intervention. 
Events were recovered/resolved for 4 events, recovered with sequelae for 3 events and not 
recovered/not resolved for two events. 

Ocular serious TEAEs in the fellow eye were reported in one participants in the 8q8/3 group (Choroidal 
detachment, Glaucoma and Flat anterior chamber of eye, all severe and resolved or resolving). None 
were assessed as related to study intervention or IVT injection procedure. 

Serious non-ocular TEAEs were comparable between treatment arms (8,3% in 2q4, 7,2% in 8q8/3 and 
7,4% in 8q8/5 groups). Non-ocular SAEs were mainly severe (3,6% in All 8 mg and 4,7% in 2q4 group) 
to moderate (2,9% in All 8 mg and 3,3% in 2q4 group).  The most frequent non-ocular serious TEAEs 
was Pneumonia, which was reported in 1 (0.3%) participant in the 8q8/3 group and 2 (0.7%) participants 
in the 2q4 group. None of the non-ocular serious TEAEs was assessed to be related to study intervention 
or IVT injection procedure. Up to week 64, non-ocular TESAEs were reported in similar proportions, 
12.0% in 2q4 arm and 11.2% in all 8 mg arm.   

Adverse events of interest 

AESI were reported in higher proportions in 2q4 group (3,0% vs 1,0% in all 8 mg group) and mainly in 
single participants except for Coronary artery disease (1 participant each in the 8q8/3 and 2q4 groups) 
and Cerebral infarction (1 participant each in the 8q8/5 and 2q4 groups). No events of Retinal pigment 
epithelial tear in the study eye were observed.  

Intraocular Inflammation 

TEAEs of intraocular inflammation in the study eye occurred in slightly higher proportion in 2q4 (1,3% 
compared to 0,3% in 8q8/5 and 0,7% in 8q8/3).  All events were reported in single participants except 
Endophthalmitis and were mainly moderate or mild and recovered/resolved. In 2q4 group, both cases of 
Endophthalmitis were moderate, serious, related to injection procedure (one was also related to study 
intervention), recovered/resolved with sequelae for one and dose interrupted for one. In 8q8/3 group, 
the case of Endophthalmitis was severe, serious, related to injection procedure and recovered/resolved 
with sequelae with dose not changed. The case of Eye inflammation in 2q4 was moderate, non-serious, 
related to study intervention, recovered/resolved with dose not changed. The case of Anterior chamber 
cell in 2q4 was non-serious, mild, recovered/resolved and not related. The event of Uveitis in 8q8/5 
group occurred twice in one participant, both events were non-serious, moderate, recovered/resolved 
and assessed as not related. The event of Iritis in 8q8/3 was non-serious, mild, recovered/resolved and 
assessed as not related. Similar tendencies were observed up to week 64 (1,7% in 2q4 arm vs 1,0 % in 
all 8 mg group). 

Cataract 

Cataract was a frequent medical history reported in comparable proportions (48.9% of participants in 
the All 8mg group and 49.2% of participants in the 2q4 group). Events of Cataract were reported in 
similar proportions between all 8 mg group (3,3% in 2q4 group and 3,4% in all 8 mg). Events of Cataract 
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were mainly mild (1,3% in 2q4 group and 2,9% in all 8 mg group) and not recovered/ not resolved 
(1,3% in 2q4 group and 3,0% in all 8 mg group) through Week 36. 

IOP increase 

TEAEs of IOP increased in the study eye were reported in higher proportions in all 8 mg (6,3% vs 3,0% 
in 2q4 group). None of the events were serious or lead to study intervention discontinuation. Most of the 
events were mild (3,0% in 2q4 group and 4,4% in all 8 mg group) and recovered/resolved (1,7% in 2q4 
group and 3,7% in all 8 mg group). There was a slightly higher proportion of participants in the All 8 mg 
group than the 2q4 group for all criteria except for the clinically most relevant IOP assessment of ≥ 35 
mm Hg (pre- or post-dose). Proportions of participants with Paracentesis in the study eye by Week 36 
was low and similar across the treatment groups.  

Up to week 64, proportions of patients with IOP assessment of ≥35 mmHg (pre- or post-dose) was well 
balanced between the All 8mg group (1.2%) and the 2q4 group (0.7%). 

Retinal tear/retinal detachment 

Retinal tear detachment or Retinal tear were reported in 4 participants; Retinal tear in 1 (0.3%) 
participant in the 8q8/3 group and 2 (0.7%) participants in the 8q8/5 group, and Retinal detachment in 
1 (0.3%) participant in the 2q4 group. The event of Retinal detachment was serious, severe, related to 
the injection procedure and resolving. Events of Retinal tear were mild, non-serious, recovered/resolved 
or not recovered/not resolved and one event was assessed as related to injection procedure (in 8q8/3 
group). 

APTC events and ATE 

APTC events were reported in 5 participants in 2q4 group and 3 participants in 8q8/5 group. All events 
were reported in single participant except for Myocardial infarction (1 participant each in the 8q8/5 group 
and the 2q4 group). Events were mainly mild to moderate in intensity and recovered/resolved. Two 
cases had a fatal outcome (Haemorrhage intracranial and Brain herniation). None were assessed as 
related to study intervention or injection procedure.  

Up to week 64, APTC events occurred in 8q8/3 group (2 [0.7%] participants),8q8/5 group (8 [2.7%]) 
and 2q4 group (9 [3.0%]) and in single participants except Coronary artery disease (1 participant in 
each of the 2q4, 8q8/3 and 8q8/5 groups), Myocardial infarction (1 participant in each of the 8q8/3 and 
8q8/5 groups) and Acute myocardial infarction and Cerebral infarction (each in 1 participant in the 8q8/5 
and 2q4 groups, respectively). 

TEAEs of ATE were reported in low proportions 3,7% in 2q4 group and 2,2% in all 8 mg arm (2,7% in 
8q8/5 and 1,7% in 8q8/3). Events reported in more than 2 participants across treatment arms were 
Blood creatine phosphokinase increased, Coronary artery disease, Cerebral infarction, and Carotid 
arteriosclerosis. ATE events were mostly mild in intensity and recovering/resolving or not recovered/not 
resolved through week 36. TESAE were reported for 4 participants in 2q4 group and 2 participants in all 
8 mg group. None of the ATE events was assessed to be related to the study intervention or injection 
procedure.  

Hypertension 

Medical history of Hypertension was reported in higher incidence in the all 8 mg group (61,9% vs 57,5% 
in 2q4 group). Events related to Hypertension were reported in higher proportion in the all 8 mg group 
(8,1% vs 4,7%). These events were mainly mild (3,3% in 2q4 group and 5,9% in all 8 mg) in intensity 
and severe in one participants in 2q4 group and 8q8/3 group The reported outcomes were 
recovered/resolved (2,4% in all 8 mg group vs 1,0% in 2q4 group), recovering/resolving (2,0% in all 8 
mg group vs 2,3% in 2q4 group) and not recovered/not resolved (3,6% in all 8 mg group vs 1,3% in 
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2q4 group) through week 36. TESAE of hypertension were reported in one participants in 2q4 group 
(severe in intensity, not related to study intervention, not related to protocol-required procedures, not 
related to intravitreal injection).  

Up to week 64, similar tendencies are observed (all 8mg group (11.3%) vs 2q4 group (7.0%)) which is 
consistent with the imbalance in incidence of medical history of Hypertension with 65.7% in the All 8mg 
group compared to 62.1% in the 2q4 group. 

There was no increase from baseline in mean SBP and DBP through Week 36 and 64. The proportion of 
participants with pre-defined treatment-emergent potentially clinically significant values (PCSVs) for SBP 
or DBP was low, and no notable differences were observed across the treatment groups. 

Nasal mucosal findings 

Nasal mucosal events consisted of Epistaxis reported in 2 participants each in the 8q8/3 and 2q4 groups 
(0,7%) and 1 (0.3%) participant in the 8q8/5 group. None were assessed as related to study intervention 
or injection procedure, all were resolved and one event was moderate and serious in the 2q4 group. 

Non-ocular haemorrhage 

TEAEs of non-ocular haemorrhage were reported in 3,2% in All 8 mg group and 2,0% in 2q4 group. 
These events were mainly mild in intensity (1,3% in 2q4 and 2,0% in All 8 mg), non-serious and 
recovered/resolved (1,0% in 2q4 group and 1,9% in all 8 mg). Serious TEAEs of non-ocular 
haemorrhages were reported in 7 participants in comparable proportions across treatment groups (0.8% 
in the All 8mg group and 0.7% in the 2q4 group). None were assessed as related to study intervention 
or injection procedure. Two events lead to study intervention discontinuation: Haemorrhage intracranial 
(with fatal outcome) in 2q4 group and Subdural haematoma in 8q8/5 group. 

VTE events 

Incidences of VTE events were comparable across treatment groups (1.3% in 2q4 group and 1.9% in all 
8 mg group). All events were mild and moderate non-serious except for an event of mild Retinal vein 
occlusion in 8q8/5 group which was resolved and not related to study intervention or injection procedure. 

Hypersensitivity 

TEAEs of hypersensitivity were reported in low proportions 0.7% in 2q4 group and 1.5% in all 8 mg 
group. All events were mild or moderate and were mainly recovered/resolved. One TESAE occurred of 
moderate event of Anaphylactic reaction in 8q8/3 group which was assessed as not related to study 
intervention and resolved. One recovered mild non-serious event of rash was assessed as related to 
study intervention.   

ADRs 

Based on the 36 and 64 Weeks data, no new ADRs are proposed for inclusion. There was no meaningful 
difference in the incidence and nature of events reported across the All 8mg and 2q4 treatment groups. 
Changes were made in section 4.8 of the SmPC (frequencies, ADR shifted from expected to observed 
with 114.3 mg/mL) which are endorsed.  

Extrinsic and Intrinsic factors 

Subgroup analysis showed no clinically relevant differences among treatment group. Few participants 
received bilateral treatment (1.7% in all 8 mg group and 3.0% in 2q4 group). No clinically meaningful 
differences could be observed across treatment groups. 

Post-marketing data 
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No new signal was identified from post-marketing data. The next PSUSA for Aflibercept 
PSUSA/00010020/202511 is expected for mid-2026. 
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Q4 dosing: safety analysis 

Currently Eylea 8 mg is indicated in DME and nAMD at the posology of 1 injection per month for 3 
consecutive doses then injection intervals may then be extended up to every 4 months (Q16) followed 
by every 5 months (Q20) such as with a treat-and-extend dosing regimen, while maintaining stable 
visual and/or anatomic outcomes. The shortest interval between 2 injections is 2 months (Q8) in the 
maintenance phase and the Applicant submitted this variation to provide safety data in support of 
shortening to Q4 interval during the maintenance phase. This modification is proposed to align with the 
proposed posology of RVO which is 1 injection per month for 3 consecutive doses than injection intervals 
may then be extended based on the physician’s judgement of visual and/or anatomic outcomes. The 
interval between 2 injections should not be shorter than 1 month. 

The safety analysis consists of safety data from day 1 to Week 12 of the initiation phase for PULSAR, 
PHOTON and QUASAR in 2mg arm and HD groups. The Applicant provided discussion on the ocular and 
non-ocular TEAEs by SOC and PT, relatedness, seriousness and intensity, including safety topics, for 
which occurred from day 1 through Week 12 (before the 4th injection) for all three studies.  

Overall, in PULSAR 672 participants with nAMD received a total of 2,001 HD aflibercept injections at Q4 
intervals with a mean of 3 injections per participant. In PHOTON, 491 participants with DME received a 
total of 1,455 HD aflibercept injections at Q4 intervals with a mean of 3 injections per participant from 
day 1 though Week 12. For QUASAR, through Week 36, a total of 591 participants received a total of 
2,470 HD aflibercept injections at Q4 intervals in QUASAR. 

PULSAR (nAMD) 

In PULSAR, ocular TEAEs occurred in comparable proportions between all HD group (18.1%) and 2q8 
(17.3%). Events reported in more than 2 participants during the initiation phase in the all HD group and 
with a ≥ 0.5% difference to 2q8 in both the HD12 and HDq16 arms were retinal haemorrhage (2q8: 
0.9%, all HD: 1.8 % in the study eye and 0% 2q8 and 0,6% in all HD), conjunctivitis (2q8: 0%, all HD: 
0.7%), IOP increase (2q8: 0,9%, all HD: 1,5%), and vitreous floaters (2q8: 1.8%, all HD: 1.9%). These 
events are either listed in the SmPC of Eylea or common ocular condition.  

Ocular study drug related TEAEs occurring during the initial monthly dosing phase were reported in 
higher proportion in all HD group (2,2% vs 0,9% in 2q8). Study drug related ocular TEAEs were all 
observed in less than 1% of the subjects and reported mostly in single participants except retinal 
haemorrhage and retinal pigment epithelial tear which are known common AEs of Aflibercept. Ocular 
serious TEAEs were reported in similar proportions (0.3% 2q8, one case of retinal haemorrhage vs 0.3% 
All HD, 2 events in HDq16, retinal haemorrhage and angle closure glaucoma). Ocular TEAEs were mostly 
mild (14.3% vs 13.7%, 2q8 vs All HD) to moderate (2.7% vs 4.3%, 2q8 vs All HD) in intensity and 
severe Ocular TEAEs were retinal haemorrhage reported once in 2q8 and HDq16 

Regarding ocular safety topics through week 12, comparable frequencies were observed for cataract 
(0,6% in 2q8 and 0,9% in all HD) and retinal pigment epithelial tear (0,9% in 2q8 and 1,3% in all HD). 
For IOP increase (2q8: 0,9%, all HD: 1,5%), all events occurring were all non-serious and without 
sustained IOP elevations. As 8 mg aflibercept is injected within 70 µl and the 2 mg dose within 50 µl, 
higher frequency of IOP increase may be expected however study pre-injection IOP measurements 
remained stable during the initiation phase.  

The incidence rates for safety topics assessed as study drug related were low and similar between 
patients treated with 2 mg and those treated with 8 mg treated. Serious events were low (less than 1%) 
and similar in range. Events were mostly mild to moderate and severe events were low and similar 
between 2 mg and 8 mg treated patients. 
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Non-ocular TEAEs were reported in higher proportion in the HD arms (22.1%) than in 2q8 arm (16.7%). 
The SOC “Infection and Infestations” and “Vascular disorders” were more reported in the HD arms with 
a difference of > 1% compared to 2q8, respectively 4.9% vs 3.3% and 2.5% vs 1.2%. For both SOCs, 
majority of the PT were reported in single participants except Pulpitis dental, Upper respiratory tract 
infection, Urinary tract infection which may be expected in the elderly population. For the SOC “Vascular 
disorders”, the most reported PT was Hypertension which was reported in similar proportions through 
Week 12 (1,8% in 2q8 and 2,5% in HD arms).  Non-ocular study drug related TEAEs occurring during 
the initial monthly dosing phase were cerebrovascular accident (2q8) and pulmonary embolism (HDq16). 
Serious non-ocular TEAEs were reported mostly in single participants and in total in 8 participants [2.4%] 
in the HDq12 group, 12 participants [3.6%] in the HDq16 group and 14 participants [4.2%] in the 2q8 
group. Furthermore, the majority of the events were mild and no severe events were reported in the all 
HD group. The majority of the patient recovered or recovering and comparable proportions of patient 
not recovered were reported in both 2q8 and all HD group (1.5% vs 1.8%).  

Regarding systemic safety topics, the incidence between 2 mg and 8 mg treated patients were low and 
comparable (Hypersensitivity 0,6% in HD arms and 0,3% in 2q8 arm; Hypertension 2,5% in HD arms 
and 1,8% in 2q8 arm; Non ocular haemorrhage 0,3% in both HD and 2q8 arms; Cardiovascular ischemic 
events 0,3% in both HD and 2q8 arms; Cerebrovascular ischemic events 0,6% in both HD and 2q8 arms; 
VTE 0,1% in HD arms and 0% in 2q8 arms; ATEs 0,9% in both HD and 2q8 arms; APTCs events 0,1% 
in HD arms and 0,9% in 2q8 arm; Nasal mucosal events 0,1% in HD arms and 0% in 2q8 arm).  

PHOTON (DME) 

Ocular TEAEs in the initiation phase were higher in HD groups compared to 2q8 (17,1% vs 9,6%) 
however this difference may be driven by a lower rate in the 2q8 arm in PHOTON during the treatment 
initiation than in PULSAR (PULSAR - 2q8: 17.3%, PHOTON – 2q8: 9.6%). Furthermore, ocular TEAEs in 
the fellow eye also showed a higher incidence in the HD arms versus 2q8. Events were reported in single 
participants and difference higher than 0,5% were seen for cataract (0,8% in HD arms vs 0% in 
2q8)/cataract cortical (0,6% in HD arms vs 0% in 2q8), conjunctival haemorrhage (3,1% in HD arms vs 
1,2% in 2q8), photopsia (0,6% in HD arms vs 0% in 2q8), punctate keratitis (1,2% in HD arms vs 0,6% 
in 2q8), and vitreous detachment (1,4% in HD arm vs 0% in 2q8). All these events are known ADR or 
Eylea which are either known as injection related (Vitreous detachment, cataract/cataract cortical and 
Conjunctival haemorrhage) or also seen in higher proportion in the fellow eye (photopsia and punctuate 
keratitis). 

Study drug related ocular TEAEs occurring during the initial monthly dosing phase were reported mostly 
in single participants except intraocular pressure increased and in low proportions (0,6% in 2q8 and 
1,2% in all HD group). Serious ocular TEAEs occurred in single participant and were reported in similar 
proportions (0,6% in 2q8 and 0,4% in all HD group). None were considered related to the study drug. 
Ocular TEAEs were mild (9.0% vs 15.1%, 2q8 vs All HD) to moderate (0.6% vs 1.4%, 2q8 vs All HD) 
and severe Ocular TEAEs were reported in low proportions (0% vs 0.6%, 2q8 vs All HD), and in single 
patients. None were considered related to the study drug. 

Ocular safety topics, except for cataract, were reported in comparable proportions between treatment 
arms (IOP increase 1,4% in HD arms and 1,2% in 2q8 arm; IOI 0,6% in HD arms and 0,6% in 2q8 arm 
and retinal tear/retinal detachment 0,2% in HD arms and 0% in 2q8). The incidence rates for safety 
topics assessed as study drug related were low (less than 1%) and were reported in single participants 
except for IOP increased and IOI. The incidences of serious events between 2 mg and 8 mg treated 
patients were low and similar in range. Events were mainly mild to moderate and incidence of severe 
TEAEs were low and comparable between patients treated with 2 mg and 8 mg doses. 
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For non-ocular TEAEs in PHOTON through Week 12, SOC with a difference of > 1% and higher in the HD 
arms were Gastrointestinal disorders 2.4% in HD arms and 1.2% in 2q8 arm), Infections and infestations 
(8.2% in HD arms and 4.2% in 2q8 arm), Nervous system disorders (3,5% in HD arms and 1,8% in 2q8 
arm), Psychiatric disorders (1.4% in HD arms and 0% in 2q8 arm), Renal and urinary disorders (2.2% 
in HD arms and 0.6% in 2q8 arm) and Respiratory, thoracic and mediastinal disorders (1.2% in HD arms 
and 0% in 2q8 arm). In these SOCs, events were reported mostly in single participants or were common 
conditions in the DME population and/or not considered related to an intravitreal anti-VEGF effect.  

Non-ocular study drug related TEAEs during the initial monthly dosing phase occurred in only one patient 
(lacunar infarction, mild in intensity, non-serious, patient with underlying risk factors (e.g. diabetes 
mellitus)). Non-ocular serious TEAEs were more reported in all HD group (3.6% vs 6.3%, 2q8 vs All HD 
group) but no differences above 1% were seen between SOC. Non-ocular serious TEAEs reported in ≥2 
participants in any treatment group were Myocardial infarction (3 [0.6%] patients), COVID-19 (3 [0.6%] 
patients) and Acute kidney injury (3 [0.6%] patients). None were considered as related to study drug. 
Non-ocular TEAEs were mainly mild (14.4% vs 13.0%, 2q8 vs All HD) to moderate (6.0% vs 7.1%, 2q8 
vs All HD) and severe non-ocular TEAEs were reported in 5 participant [3.0%] vs 21 participants [4.3%], 
2q8 vs All HD) and mostly observed in single participants except for myocardial infarction, COVID-19 
and acute kidney injury. None were considered related to the study drug. 

Non-ocular safety topics were reported in similar or comparable proportions (Hypersensitivity 0.6% in 
both HD and 2q8 arm; Hypertension 4.1% in HD arms and 5.4% in 2q8 arm; Non-ocular haemorrhage 
0.6% in both HD and 2q8 arms; Cardiovascular ischemic events 1.0% in HD arms and 1.8% in 2q8 arm; 
Cerebrovascular ischemic events 0.4% in HD arms and 0% in 2q8 arms; ATEs 1.2% in HD arms and 
1.8% in 2q8 arms; APTCs events 1.0% in HD arms and 0.6% in 2q8 arm; Nasal mucosal events 0% in 
both HD and 2q8 arms). 

QUASAR (RVO) 

In QUASAR, incidence of ocular TEAEs was slightly higher in HD arms (16.6% vs 13.6% in 2q4 arm). 
Ocular TEAEs reported through Week 12 in more than 2 participants and with a difference >0.5% were 
vitreous detachment (0% in 2q4 arm and 0,7% in HD arms) and intraocular pressure increased (1.3% 
in 2q4 arm and 3.6% in HD arms) which are known ADR of Eylea. All events of IOP increased during the 
loading phase of QUASAR were non-serious and pre-injection IOP measurements remained stable 
without indication for sustained IOP elevations.  

Study drug related ocular TEAE occurring during the initial monthly dosing were reported in low 
proportions and in single participants except visual acuity reduced (0.7% vs 0.3%, 2q4 vs All 8mg) and 
intraocular pressure increased (0% vs 1.2%, 2q4 vs All 8mg). A low proportion of patients experienced 
a serious ocular TEAE (1.3% vs 0.3%, 2q4 vs All 8mg. Ocular TEAEs were mild (9.3% vs 13.5%m, 2q4 
vs All 8mg) to moderate (3.3% vs 2.9%, 2q4 vs All 8mg) in intensity and severe events were reported 
in single participants in 3 (1.0%) patients in the 2q4 group and 1 (0.2%) patient in the All 8mg group. 

For ocular safety topics (cataract, IOI and retinal tear/detachment), no differences were seen except for 
IOP increased. Events related to safety topics assessed as study drug related were intraocular pressure 
increased and hypersensitivity. The incidence of serious TEAEs among patients treated with 2 mg and 8 
mg doses was low and similar in range or occurred only in single participants. Events were mostly mild 
to moderate and severe events were observed in low proportions and in a comparable range between 2 
mg and 8 mg treated patients.  

In QUASAR, non-ocular TEAEs were reported in lower incidences in the HD groups compared to 2q4 
(22,8% vs 26,6%). The SOC Vascular Disorders was more reported in the HD arms (4,6% vs 3,0% in 
2q4 arm). All events were reported in single participants except Hypertension (4,7% in HD arms vs 3,3% 
in 2q4 arm) which may be explained by the imbalance in medical history (61.9% in All 8mg group and 
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57.5% in the 2q4 group). No increase from baseline in mean systolic blood pressure and diastolic blood 
pressure was observed through Week 36. Other systemic safety concern (Hypersensitivity, Non-ocular 
haemorrhage, VTE, ATE, APTC events and Nasal mucosal events) were either comparable between 
treatment arms or reported in higher incidence in 2q4 arm. Non-ocular TEAEs occurring during the initial 
monthly dosing phase were related to study drug in only two patients (rash, non-serious, mild intensity 
recovered with remedial treatment in the 8q8/5 group and headache, non-serious, moderate intensity, 
related to study drug and protocol required procedure, recovered without remedial treatment in the 
8q8/3 group). Serious non-ocular TEAEs were reported in single participants in 11 participants (1.9%) 
in the All 8mg group and 9 participants (3.0%) in the 2q4 group. Non-ocular TEAEs were mild (16.9% 
vs 16.4%, 2q4 vs All 8mg) to moderate (8.6% vs 5.1%, 2q4 vs All 8mg) in intensity and severe TEAEs 
were reported in single participants in similar proportions 1.0% vs 1.4%, 2q4 vs All 8mg. 

In all three studies, no safety concern is raised, reported ocular TEAEs in the study eye during the 
initiation phase are in line with the safety profile of Eylea and no issue is raised regarding non-ocular 
TEAEs. 

2.5.2.  Conclusions on clinical safety 

The safety profile of Eylea HD in RVO (CRVO/BRVO) at the proposed posology of 1 injection per month 
for 3 consecutive doses followed by a treat-and-extend showed to be consistent with the known safety 
profile of HD Eylea and with the 2 mg posology. Moreover, provided safety data of the initiation phase 
for all three studies (PULSAR, PHOTON and QUASAR) are in support of shortening to Q4 interval during 
the maintenance phase.  

2.5.3.  PSUR cycle  

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. 

2.6.  Risk management plan 

The CHMP received the following PRAC Advice on the submitted Risk Management Plan: 

The PRAC considered that the risk management plan version 36.1 is acceptable. 

Safety concerns 

Table 143: Summary of safety concerns 
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Pharmacovigilance plan 

Table 144: On-going and planned additional PV activities 

 

Risk minimisation measures 

Table 145: Summary table of pharmacovigilance activities and risk minimization activities by safety 
concern for Eylea 40 mg/mL (0.4/2 mg doses) and Eylea 114.3 mg/mL (8 mg dose) 
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2.7.  Update of the Product information 

As a consequence of this new indication and an updated posology, sections 4.1, 4.2, 4.4, 4.8, 5.1 and 
5.2 of the SmPC have been updated. The Package Leaflet has been updated accordingly. 

2.7.1.  User consultation 

A justification for not performing a full user consultation with target patient groups on the package 
leaflet has been submitted by the MAH and has been found acceptable for the following reasons: The 
content of the proposed package leaflet is largely identical to the Eylea 114.3 mg/ml tested in the line 
extension procedure EMEA/H/C/002392/X/0084/G. 

3.  Benefit-Risk Balance 

3.1.  Therapeutic Context 

3.1.1.  Disease or condition 

Retinal Vein Occlusion (RVO) is among the most common causes of vision loss resulting from diseases 
that affect the retinal blood vessels. There are two primary types of RVO: 

• Central Retinal Vein Occlusion (CRVO), which involves a blockage of the central vein 
responsible for draining blood from the retina, and 

• Branch Retinal Vein Occlusion (BRVO), where one or more branches of the central retinal vein 
are obstructed. 

A less common subtype, Hemi-Retinal Vein Occlusion (HRVO), occurs when branches in either the 
superior or inferior hemisphere of the retina are blocked, sharing features of both CRVO and BRVO. 

All RVO subtypes impair venous outflow from the eye, potentially leading to increased venous 
pressure, decreased arterial perfusion, and retinal ischemia. One of the consequences of retinal non-
perfusion is elevated production of Vascular Endothelial Growth Factor (VEGF). In fact, VEGF levels in 
the aqueous humor of eyes with RVO can exceed normal levels by more than 100-fold. 
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This overexpression of VEGF promotes vascular permeability, macular edema, retinal hemorrhages, 
and neovascularization. As a result, patients with macular edema secondary to RVO experience loss of 
visual acuity, and without treatment, the visual prognosis is generally poor. 

3.1.2.  Available therapies and unmet medical need 

Although anti-VEGF therapy is the standard-of-care for nAMD, DME and RVO, the patients’, physicians’, 
and caregivers’ burden remain considerable with regard to the number of intravitreous (IVT) injections, 
in particular during long-term treatment. 

Therefore, the Applicant has developed a novel formulation (aflibercept 8 mg) for IVT injections, which 
has the potential to decrease the number of IVT injections and at the same time increase intervals 
between patients’ visits for the treatment of nAMD and DME. 

3.1.3.  Main clinical studies 

The clinical development program of aflibercept (8 mg dose) for the new RVO indication consisted of 
one - pivotal study QUASAR (22153); an ongoing (with data through Week 64), multicenter, 
randomized, double-masked, active-controlled Phase 3 study in participants with RVO.  

In addition to support the Q4 dosing interval option for nAMD, and DME data from four studies 
QUASAR (22153), PULSAR (20968), PHOTON (21091), CANDELA (21086) have been analysed. 

3.2.  Favourable effects 

QUASAR study: RVO indication 

The efficacy profile of Aflibercept 8 mg (114.3 mg/ml) up to Week 36 for the RVO (CRVO/BRVO/HRVO) 
indication in adults is comparable to the established efficacy profile of Eylea of either formulation. 

For the QUASAR study, data provided by the Applicant through Weeks 36 and 64 show that the 
primary endpoint - BCVA change from baseline at Week 36 - was met at Week 36 for the 8q8/3 and 
8q8/5 treatment arms.  

For both arms, 8q8/3 and 8q8/5, non-inferiority to Eylea 2q4 on the BCVA change from baseline at 
Week 36 was demonstrated within the prespecified margin of 4 letters (p<0.001, at a one-sided 
significance level of 0.025). 

Regarding these results the primary endpoint is achieved in the pooled RVO group in terms of BCVA 
improvements at Week 36. 

Concerning the key secondary endpoint - number of active injections from baseline to week 64 - 
according to the results provided by the Applicant, the 8q8/5 and 8q8/3 groups received a statistically 
significantly lower number of active injections (9.5 and 8.5, respectively) compared with the 2q4 group 
(11.7 active injections). The difference was particularly favourable for the 8q8/3 group, corresponding 
to 3 fewer injections over 64 weeks compared with 2q4. This corresponds to an 8 mg/3 dose being 
superior to 2 mg in terms of the key secondary endpoint. 

The key secondary endpoint was thus achieved. 

For QUASAR, up to Week 36 and up to Week 64, concerning the different secondary efficacy 
endpoints, all of them were achieved.  

According to the results provided by the Applicant, the gain of ≥15 letters from baseline at Week 36, 
the proportions of participants who gained at least 15 letters in BCVA from baseline at Week 36—based 
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on observed cases (OC) excluding values following intercurrent events (ICE)—were similar in the 2q4 
and 8q8/3 groups (59.8% and 58.8%, respectively), while a slightly higher proportion was observed in 
the 8q8/5 group (64.9%). Furthermore, the proportions of participants who gained at least 15 letters 
in BCVA from baseline at Week 64—based on observed cases (OC) excluding values following 
intercurrent events (ICE)—were similar in the 2q4 and 8q8/3 groups (60.4% and 61.7%, respectively), 
while a slightly higher proportion was observed in the 8q8/5 group (67.1%). These results are 
consistent with those observed at Week 36. 

At Week 36, the proportions of participants achieving an ETDRS score of at least 69 letters 
(approximately equivalent to 20/40 Snellen), based on observed cases excluding values after 
intercurrent events (ICE), were numerically higher in the 8q8/3 and 8q8/5 groups (72.7% and 76.2%, 
respectively) compared to the 2q4 group (67.8%). Also, at Week 64, these proportions of participants 
achieving an ETDRS score of at least 69 letters (approximately equivalent to 20/40 Snellen), based on 
observed cases excluding values after intercurrent events (ICE), were numerically higher in the 8q8/3 
and 8q8/5 groups (70.4% and 75.4%, respectively) compared to the 2q4 group (70.2%). These 
results are consistent with those observed at Week 36. 

Moreover, at Week 36, the proportion of participants with no retinal fluid in the central subfield was 
similar between groups. Specifically, 81.2% of participants in the 8q8/3 dosage group and 81.8% in 
the 8q8/5 dosage group showed absence of retinal fluid. A slightly higher efficacy was observed in the 
2q4 dosage group, with 83.7% of participants having no retinal fluid; however, this difference is not 
clinically meaningful. Also, at Week 64, the proportion of participants with no retinal fluid in the central 
subfield appeared to vary between groups. From Week 36 onwards, a gradual decline in efficacy was 
observed over time; however, higher treatment doses appeared more effective than the lowest dose. 
The 8q8/3 and 8q8/5 groups (76.3% and 71.3%, respectively) showed higher proportions compared to 
the 2q4 group (66.0%), suggesting better disease control in the 8 mg groups. 

Furthermore, concerning the change from baseline in CST at Week 36, based on the results provided 
by the Applicant, the least squares (LS) mean change from baseline decreases over time was similar 
across all treatment groups. Thus, these data suggest that, at Week 36, treatment with aflibercept 8 
mg Q8 provides similar efficacy compared to aflibercept 2 mg Q4. Also, at Week 64 the estimated 
differences in LS mean changes in CST from baseline at Week 64 (95% CIs), based on the MMRM in 
the FAS, were small: -7.4 μm (95% CI: -20.7, 5.9) for 8q8/3 versus 2q4 and 0.5 μm (95% CI: -12.6, 
13.5) for 8q8/5 versus 2q4. These results therefore suggest similar efficacy between the groups in 
terms of CST change at Week 64.  

At baseline, the mean NEI-VFQ-25 total scores were comparable across the three treatment groups, 
ranging from 78.15 to 79.39. Based on the MMRM analysis in the FAS, the estimated differences (95% 
CI) at Week 64 were: –1.11 points (95% CI: –2.9 to 0.65) for 8q8/3 vs. 2q4, and -0.54 points (95% 
CI: –2.3 to 1.17) for 8q8/5 vs. 2q4.These results indicate no clinically meaningful differences between 
the groups. These results are consistent with those observed at Week 36. 

Q4 dosing 

In the QUASAR study, patients who had their dosing interval reduced to Q4 obtained a visual benefit 
and also an improvement in mean CST. 

3.3.  Uncertainties and limitations about favourable effects 

RVO: 

There are no major uncertainties in relation to the efficacy. The posology as proposed by the Applicant 
is acceptable. 
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Q4 dosing: 

There are no uncertainties regarding the data provided by the Applicant, the results are conclusive in 
demonstrating a therapeutic benefit for patients who are refractory to longer dosing intervals for 
treatment of RVO, nAMD and DME. 

3.4.  Unfavourable effects 

QUASAR study: RVO indication 

The safety profile of Aflibercept 8 mg (114.3 mg/mL) up to Week 36 and Week 64 in RVO 
(CRVO/BRVO/HRVO) indication is comparable to the established profile of Eylea in adults. 

For QUASAR, up to Week 36, ocular TEAEs in the study eye were slightly more frequently reported for 
all 8 mg group (32.0%) compared to 2q4 (28.2%). Most frequently reported ocular TEAEs in the study 
eye were IOP increased (5.2% in all 8 mg groups vs 1,7% in 2q4 group), Visual acuity reduced (3.4% 
in all 8 mg group vs 1.3% in 2q4), Cataract 2.5% in all 8 mg group vs 3.0% in 2q4), Vitreous detachment 
(2.9% in all HD group vs 0.7% in 2q4) and Conjunctival haemorrhage (2.9% in all HD group vs 2.0% in 
2q4) were consistent with the known safety profile of Eylea 8 mg. Ocular TEAEs in the study eye were 
mainly mild to moderate in intensity. Severe ocular TEAEs in the study eye occurred in comparable 
proportions across treatment groups (2.0% in 2q4 vs 1.0% in all 8 mg) and mostly in single participants 
except for Cataract in 8q8/5 group. Ocular TEAEs in the study eye related to study injection (6.3% in 
2q4 and 10.7% in all 8 mg group), study intervention (2.0% in 2q4 and 3.0% in all HD group) and 
procedure protocol (1.0% in 2q4 and 1.9% in all HD group) were reported mostly in single participants 
which is in line with the known safety profile. Up to Week 64, ocular TEAEs in the study eye were reported 
in similar proportions between all 8 mg (42.6%) and 2q4 arm (42.2%) and similar tendencies in term of 
reported PT, seriousness and intensity were observed.  

Non-ocular TEAEs were reported in similar proportions up to Week 36 (49.1% in all 8 mg group and 
50.2% in 2q4) and up to Week 64 arms (62.8% in 2q4 and 62.3% in all 8 mg) with the most reported 
PT being Hypertension with the cases being non-serious, assessed as not related to study intervention 
and almost all were mild or moderate intensity. No clinically relevant changes in BP measurements were 
observed and no relevant differences were seen across the treatment arms through Weeks 36 and 64. 
Up to Week 64, severe non-ocular TEAEs occurred in low proportions in both treatment groups (7.3% in 
2q4 arm and 6.4% in all 8 mg). Non-ocular TEAEs assessed as related to study intervention were low 
(0.3% in 2q4 and 0.5% in all 8 mg up to Week 36).  

Serious ocular TEAEs in the study eye were low and higher in 2q4 (2.3% vs 1.2% in all 8 mg group). 
Similarly, up to Week 64, ocular TESAE in the study eye occurred in low proportions, 2.7% participants 
in 2q4 arm and 1.7% in all 8 mg group. All events were reported in single participants across treatment 
groups except Endophthalmitis, Visual acuity reduced and Macular Hole. Serious ocular TEAEs were 
mostly moderate to severe. Serious ocular TEAEs related to study intervention and injection related were 
low. Serious non-ocular TEAEs were comparable between treatment arms and moderate to severe in 
intensity. None of the non-ocular serious TEAEs was assessed to be related to study intervention or IVT 
injection procedure.  

AESI were reported in higher proportions in the 2q4 group (3.0% vs 1.0% in all 8 mg group) and mainly 
in single participants.  

Ocular TEAEs in the study eye and non-ocular TEAEs leading to study intervention discontinuation were 
low and comparable between treatment arms up to Week 36 and Week 64. 
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Through Week 36, 7 deaths occurred in comparable proportions between treatment arms (0.7% in 2q4 
and 8q8/3 and 1.0% in 8q8/5 group). Deaths were reported in 3 additional patients in the 2q4 arm 
(1.0%) and 7 patients in the all 8 mg group (1.2%) up to Week 64. None of the deaths were assessed 
as related to study intervention or study procedure.  

Q4 safety dosing 

Safety data from PULSAR and PHOTON support a favourable safety profile, allowing the maintenance 
interval to be reduced from 2 months (q8) to 1 month (q4) based on the treating physician’s judgement 
of visual and/or anatomic outcomes for patients in need of a more intense treatment.  

In PULSAR, through Week 12 (the end of the loading phase with monthly injections), ocular TEAEs in 
the study eye were reported in similar proportions between treatment arms (17.3% in 2q8 and 18.1% 
in all HD). These events are either listed in the SmPC of Eylea or common ocular condition. Ocular study 
drug related TEAEs were slightly more reported in all HD group (2.2% vs 0.9% in 2q8) but were reported 
in single participants except for retinal haemorrhage and retinal pigment epithelial tear which are known 
common AEs of Aflibercept. Ocular TEAEs were mild to moderate in intensity. Ocular serious TEAEs were 
reported in similar proportions. Ocular safety topics in the study eye were reported in comparable 
proportions. Cases of IOP increased were all non-serious and without sustained IOP elevations. Non-
ocular TEAEs were reported in higher proportion in the HD arms (22.1%) than in 2q8 arm (16.7%) 
however majority of the PT were reported in single participants and events were consistent with the 
elderly population. Systemic safety topics, the incidence between 2 mg and 8 mg treated patients were 
low and comparable.  

In PHOTON, through Week 12, ocular TEAEs in the study eye in the initiation phase were higher in HD 
groups compared to 2q8 (17.1% vs 9.6%) however this difference may be driven by a lower rate in the 
2q8 arm in PHOTON during the treatment initiation than in PULSAR. Reported events were mostly 
observed in single participants and are known ADR or Eylea which are either known as injection related 
(Vitreous detachment, cataract/cataract cortical and Conjunctival haemorrhage) or also seen in higher 
proportion in the fellow eye (photopsia and punctuate keratitis). Study drug related ocular TEAEs 
occurring during the initial monthly dosing phase were reported mostly in single participants except 
intraocular pressure increased and in low proportions (0.6% in 2q8 and 1.2% in all HD group). Serious 
ocular TEAEs occurred in single participant and were reported in similar proportions (0.6% in 2q8 and 
0.4% in all HD group). None were considered related to the study drug. Ocular TEAEs were mild to 
moderate in intensity. The incidence rates for safety topics assessed as study drug related were low (less 
than 1%) and were reported in single participants except for IOP increased and IOI. Non-ocular TEAEs 
in PHOTON were reported mostly in single participants or were common conditions in the DME population 
and/or not considered related to an intravitreal anti-VEGF effect. Non-ocular serious TEAEs were more 
reported in all HD group but no differences above 1% were seen between SOC and none were considered 
as related to study drug. Severe non-ocular TEAEs were reported in few participants and mostly observed 
in single participants, none were assessed as related to study drug. Non-ocular study drug related TEAEs 
during the initial monthly dosing phase occurred in only one patient. Non-ocular safety topics were 
reported in similar or comparable proportions.   

3.5.  Uncertainties and limitations about unfavourable effects 

None. 

3.6.  Effects Table 
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Table 146: Effects Table for Eylea 114.3 mg/ml for RVO through Week 64  

Effect Short description Unit Treatment Control Uncertainties /  
Strength of 
evidence 

Favourable Effects 

BCVA at Week 36 
(primary efficacy 
endpoint) 

Change from 
baseline in the study 
eye at Week 36 

Letters LS 
mean (SE) 

8q8/3: 17.4 (0.7) 
8q8/5: 18.3 (0.6) 

2q4: 17.5 
(0.7) 

Statistically 
significant (non-
inferiority) 

BCVA at Week 64  Change from 
baseline in the study 
eye at Week 64 

Letters LS 
mean (SE) 

8q8/3: 17.8 (0.7) 
8q8/5: 18.1 (0.8) 

2q4: 17.3 
(0.8) 
 

Descriptive 

Number of 
injections Week 64 
(Key secondary 
endpoint) 

 LS mean 
(SE) 

8q8/3:8.5 (0.1) 
8q8/5: 9.5 (0.1) 
 

2q4: 11.7 
(0.1) 
 
 

Statistically 
significant 
(superiority) 

Unfavourable Effects (1) 

Ocular TEAE   % 42.6 42.2  

 Conjunctival 
haemorrhage 

% 4.4 2.7 Most frequently 
reported known 
ADR of Eylea 
related to injection 
procedure 

 Retinal haemorrhage % 1.0 0.3 Most frequently 
reported known 
ADR of Eylea 

 IOP increased % 5.9 2.7 Most frequently 
reported known 
ADR of Eylea 
related to injection 
procedure 

 Cataract % 4.9 5.6 Most frequently 
reported known 
ADR of Eylea 
related to injection 
procedure 

 Visual acuity 
reduced 

% 4.2 4.0 Most frequently 
reported known 
ADR of Eylea 

 Vitreous detachment % 3.2 1.3 Most frequently 
reported known 
ADR of Eylea 
related to injection 
procedure 

Non-ocular TEAE  Hypertension % 9.5 5.0 Most frequently 
reported non-
ocular TEAE and 
Uncertainties on 
systemic exposure 

Abbreviations: RVO - retinal vein occlusion 

Notes: QUASAR 64 Weeks results (2q4 and All HD groups) 
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3.7.  Benefit-risk assessment and discussion 

3.7.1.  Importance of favourable and unfavourable effects 

Concerning the efficacy profile of Eylea 8 mg in the RVO indication, at Week 64 the primary and 
secondary data are achieved.   

The safety profile of Eylea 8 mg in the RVO indication showed to be in line with the known safety of 
Eylea. The Week 12 safety data of Eylea 8 mg in nAMD and DME indications were in support of a 
favourable safety profile for the patients which may be in need of more intensive treatment for the 
maintenance phase in accordance with the physician’s judgement of visual and/or anatomic outcomes.  

3.7.2.  Balance of benefits and risks 

The efficacy profile of Aflibercept 8 mg on the primary endpoint tends to support non-inferiority of both 
8mg/5 and 8mg/3 vs 2 mg regimen. Concerning the Q4 dosing, the Applicant provided clarifications, and 
these were found convincing. In this sense, the B/R balance is positive. 

The safety profile of Aflibercept 8 mg (114.3 mg/mL) up to week 36 and week 64 in RVO 
(CRVO/BRVO/HRVO) indication appears comparable to the already established profile of Eylea in adults. 
Safety data from PULSAR and PHOTON were in favour of favourable safety profile, allowing a shorter 
treatment interval of 1 month (q4) instead of 2 months (q8) for the maintenance phase in accordance 
with the physician’s judgement of visual and/or anatomic outcomes for patient in need of a more intense 
treatment. 

3.7.3.  Additional considerations on the benefit-risk balance 

Not applicable.  

3.8.  Conclusions 

The overall B/R of Eylea 8 mg is positive in the proposed RVO indication and treatment regimen is 
positive concerning RVO treatment. Concerning the q4 dosing, the B/R is also positive in patients 
undergoing treatment for RVO, DME and nAMD.  

4.  Recommendations 

Outcome 

Based on the review of the submitted data, the CHMP considers the following group of variations 
acceptable and therefore recommends the variations to the terms of the Marketing Authorisation, 
concerning the following changes: 

Variations accepted Type Annexes 
affected 

C.I.4 C.I.4 Change(s) in the Summary of Product 
Characteristics, Labelling or Package Leaflet due to new 
quality, preclinical, clinical or pharmacovigilance data 

Variation 
type II 

I, and IIIB  

C.I.6.a C.I.6.a Addition of a new therapeutic indication or 
modification of an approved one 

Variation 
type II 

I, and IIIB  
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A grouped application comprised of two Type II variations, as follows: C.I.6.a: Extension of indication 
for Eylea 114.3 mg/ml to include the treatment of visual impairment due to macular oedema secondary 
to retinal vein occlusion (branch, central and hemiretinal retinal vein occlusion, RVO), based on results 
from study 22153 (QUASAR); this is a randomized, double-masked, active-controlled Phase 3 study of 
the efficacy and safety of aflibercept 8 mg in macular oedema secondary to retinal vein occlusion. As a 
consequence, sections 4.1, 4.2, 4.4, 4.8, 5.1 and 5.2 of the SmPC are updated. The Package Leaflet is 
updated in accordingly. The RMP version 36.1 has also been submitted. C.I.4: Update of section 4.2 of 
the SmPC for Eylea 114.3 mg/ml in order to change posology recommendations of the approved 
indications neovascular age-related macular degeneration (nAMD) and diabetic macular edema (DME) 
based on the results from study 22153 (QUASAR) and post-hoc analysis of the pivotal studies 20968 
(PULSAR), 21091 (PHOTON) and Phase II study 21086 (CANDELA). 

The group of variations leads to amendments to the annex(es) I and IIIB and to the Risk Management 
Plan (RMP). 

Amendments to the marketing authorisation 

In view of the data submitted with the group of variations, amendments to Annex(es) I, and IIIB and 
to the Risk Management Plan are recommended. 

Conditions or restrictions with regard to the safe and effective use of the 
medicinal product 

• Risk management plan (RMP) 

The 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. 

In addition, 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 
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.  

• 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 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: 

• 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:  
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• Techniques for the intravitreal injection including use of a 30 G needle, and angle of 
injection 

• The vial and the pre-filled syringe are 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 elements are specific to the ROP (retinopathy of prematurity) indication: 

• Use of the paediatric dosing device is mandatory 
• The need to properly prime the paediatric dosing device before injection 
• The paediatric dosing device is for single use only 

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  

5.  EPAR changes 

The EPAR will be updated following Commission Decision for this group of variations. In particular the 
“EPAR-Procedural steps taken and scientific information after authorisation” will be updated as follows: 

Scope 

Please refer to the Recommendations section above. 

Summary 

Please refer to Scientific Discussion ‘Eylea-H-C-00002392-II-EMAVR0000264981’  

Attachments 

1. SmPC, Package Leaflet (changes highlighted), as adopted by the CHMP on 11 December 2025.  
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