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Administrative information

Name of the medicinal product: Equidacent
Applicant: Centus Biotherapeutics Europe Limited
6th Floor

South Bank House

Barrow Street
Dublin é}
4 %)

IRELAND *
o
Active substance: BEVACIZUMAB &

>

International Non-proprietary Name/Common | bevacizumab K
Name: 1

Pharmaco-therapeutic group othen&@a?plastic agents, monoclonal
(ATC Code): ibo
Co

an s
Ao
ﬁe acizumab in combination with

6\, fluoropyrimidine-based chemotherapy is

Therapeutic indication(s): indicated for treatment of adult patients with
6 metastatic carcinoma of the colon or rectum.
Bevacizumab in combination with paclitaxel is
KO indicated for first-line treatment of adult
patients with metastatic breast cancer. For

\ 2 further information as to human epidermal

(b growth factor receptor 2 (HER2) status, please
¢ Q refer to section 5.1.
. C)\ Bevacizumab in combination with capecitabine
\ is indicated for first-line treatment of adult
@ patients with metastatic breast cancer in
whom treatment with other chemotherapy
options including taxanes or anthracyclines is
not considered appropriate. Patients who have
received taxane and anthracycline- containing
regimens in the adjuvant setting within the last
12 months should be excluded from treatment
with Equidacent in combination with
capecitabine. For further information as to
HER?2 status, please refer to section 5.1.
Bevacizumab, in addition to platinum-based
chemotherapy, is indicated for first-line
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treatment of adult patients with unresectable
advanced, metastatic or recurrent non-small
cell lung cancer other than predominantly
squamous cell histology.

Bevacizumab, in combination with erlotinib, is
indicated for first-line treatment of adult
patients with unresectable advanced,
metastatic or recurrent non-squamous
non-small cell lung cancer with Epidermal
Growth Factor Receptor (EGFR) activating
mutations (see section 5.1).

Bevacizumab in combination with interfer
alfa-2a is indicated for first-line treah&@of
adult patients with advanced and/

metastatic renal cell cancer.

Bevacizumab, in combinatitﬁi@carboplatin
and paclitaxel is indicate@ e front-line
treatment of adult patié& ith advanced
(International Fededation of Gynecology and
Obstetrics (FIGO@&es IIIB, IIIC and 1V)
epithelial ova% allopian tube, or primary
peritoneal? see section 5.1).

Bevagiz , in combination with carboplatin
and gemgcitabine or in combination with

&. platin and paclitaxel, is indicated for
réatment of adult patients with first

| recurrence of platinum-sensitive epithelial

ovarian, fallopian tube or primary peritoneal
cancer who have not received prior therapy
with bevacizumab or other VEGF inhibitors or
VEGF receptor-targeted agents.
Bevacizumab, in combination with paclitaxel
and cisplatin or, alternatively, paclitaxel and
topotecan in patients who cannot receive
platinum therapy, is indicated for the
treatment of adult patients with persistent,
recurrent, or metastatic carcinoma of the
cervix (see section 5.1).

)
Pha eutical form(s):

Concentrate for solution for infusion

Strength(s):

25 mg/mL

Route(s) of administration:

Intravenous use

Packaging:

vial (glass)
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Package size(s): 4 mL solution in a vial, pack of 1 vial
16 mL solution in a vial, pack of 1 vial
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List of abbreviations

%AUCext The percentage of AUCO-<> that is due to extrapolation from Ct to infinity
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AUC Area under the concentration-time curve
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CR Complete response Q

CSR Clinical study report O
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DS Drug Substance
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EGFR Epider wth factor receptor
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EU &\ pean Union
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HPLC High Performance Liquid Chromatography
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1. Background information on the procedure

1.1. Submission of the dossier

The applicant Centus Biotherapeutics Europe Limited submitted on 13 September 2019 an application for
marketing authorisation to the European Medicines Agency (EMA) for Equidacent, through the centralised
procedure falling within the Article 3(1) and point 1 of Annex of Regulation (EC) No 726/2004.

The applicant applied for the following indications:

Bevacizumab in combination with fluoropyrimidine-based chemotherapy is indicated for treatmelb
of adult patients with metastatic carcinoma of the colon or rectum.

Bevacizumab in combination with paclitaxel is indicated for first-line treatment of adult i€nts
with metastatic breast cancer. For further information as to human epidermal growt t

receptor 2 (HER2) status, please refer to section 5.1.

Bevacizumab in combination with capecitabine is indicated for first-line treatm s&jult patients
with metastatic breast cancer in whom treatment with other chemothera ﬁbns including
taxanes or anthracyclines is not considered appropriate. Patients who a\?beceived taxane and
anthracycline- containing regimens in the adjuvant setting within t t 12 months should be

excluded from treatment with bevacizumab in combination with tabine. For further
information as to HER2 status, please refer to section 5.1.

Bevacizumab, in addition to platinum-based chemotherx ?dicated for first-line treatment of
adult patients with unresectable advanced, metastatic ol recurrent non-small cell lung cancer
other than predominantly squamous cell histology.

Bevacizumab, in combination with erlotinib, isinditated for first-line treatment of adult patients
with unresectable advanced, metastatic or r nt non-squamous non-small cell lung cancer
with Epidermal Growth Factor Receptor (E activating mutations (see section 5.1).

Bevacizumab in combination with int%on alfa-2a is indicated for first-line treatment of adult
patients with advanced and/or m @ ic renal cell cancer.

Bevacizumab, in combination arboplatin and paclitaxel is indicated for the front-line
treatment of adult patien% dvanced (International Federation of Gynecology and Obstetrics
(FIGO) stages IIIB, IIIC fb ) epithelial ovarian, fallopian tube, or primary peritoneal cancer (see

section 5.1). . Q

Bevacizumab, in Q? ination with carboplatin and gemcitabine or in combination with carboplatin
and paclitax \n icated for treatment of adult patients with first recurrence of

platinum- e epithelial ovarian, fallopian tube or primary peritoneal cancer who have not
receive therapy with bevacizumab or other VEGF inhibitors or VEGF receptor-targeted

Bevacizumab, in combination with paclitaxel and cisplatin or, alternatively, paclitaxel and
topotecan in patients who cannot receive platinum therapy, is indicated for the treatment of adult
patients with persistent, recurrent, or metastatic carcinoma of the cervix (see section 5.1).

The legal basis for this application refers to:
Article 10(4) of Directive 2001/83/EC - relating to applications for a biosimilar medicinal products

The application submitted is composed of administrative information, complete quality data, appropriate
non-clinical and clinical data for a similar biological medicinal product.

CHMP assessment report
EMA/427966/2020 Page 10/116



The chosen reference product is:

Medicinal product which is or has been authorised in accordance with Union provisions in force for not less
than 10 years in the EEA:

o Product name, strength, pharmaceutical form: Avastin 25 mg/ml concentrate for solution for
infusion

o Marketing authorisation holder: Roche Registration GmbH
° Date of authorisation: 01/12/2005
. Marketing authorisation granted by:

— Union
. Marketing authorisation number: EU/1/04/300/001-002 @é

<
Medicinal product authorised in the Union/Members State where the application is ma@%uropean
reference medicinal product: O

° Product name, strength, pharmaceutical form: Avastin 25 mg/ml concer@or solution for

infusion
° Marketing authorisation holder: Roche Registration GmbH 0
° Date of authorisation: 01/12/2005 @

° Marketing authorisation granted by:

— Union Q
o Marketing authorisation number: EU/1/04/300/001- 00

Medicinal product which is or has been authorised in }dance with Union provisions in force and to
which bioequivalence has been demonstrated by riate bioavailability studies:

° Product name, strength, pharmaceutlca rm¥® Avastin 25 mg/ml concentrate for solution for

infusion
° Marketing authorisation holder: % gistration GmbH
y:

° Date of authorisation: 01/12/20
° Marketing authorisation gra{

— Union
e Union Marketing authaQn numbers: EU/1/04/300/001-002

Information diatric requirements
>
Not appIicabIa\C)

Info @)n 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 applicant did submit a critical report addressing the possible similarity with authorised
orphan medicinal products.

Scientific advice

The applicant received Scientific Advice on 26 March 2015 (EMEA/H/SA/3041/1/2015/111) and 17
December 2015 (EMEA/H/SA/3041/1/FU/1/2015/111) for the development programme supporting the

CHMP assessment report
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indication granted by CHMP.

The Scientific Advice pertained to the following quality, preclinical and clinical aspects of the dossier:

Quality:

e The strategy to support a demonstration of biosimilarity in terms of physicochemical and

biological analyses.

e The strategy to demonstrate the suitability of the biosimilar candidate formulation.

e The comparability exercise to support the DP manufacturing facility change.
e The suitability of HUVEC potency assay versus a cell-based reporter gene bioassay.

Preclinical:

e The appropriateness and adequacy of the non-clinical comparability studies to dem ;e

similarity to the reference medicinal product.

The main clinical aspects under consideration were:

N

e The design of the PK study in healthy volunteer to demonstrate simila@oK profiles of the

biosimilar candidate, EU Avastin, and US Avastin.
e The design of the efficacy/safety trial in patients with advanced/r
non-small cell lung cancer and supportive PK assessment to dem

nt non-squamous
ate biosimilarity of the

biosimilar candidate to the reference medicinal product. Aspeéts pertained the population
selected, the primary endpoint, the selected dose/regime o tudy drugs and the combination
chemotherapy, the proposed equivalence margin, the st assumptions, the duration of the

trial and the safety and immunogenicity evaluation.

e Extrapolation of the clinical results in non-small ¢ cancer to support registration in the

other indications approved for the reference me\'\ | product.

Date Reference SAWP Co-ordinators

26/03/2015 | EMEA/H/SA/3041/1/2015/111 Q\ Juha Kolehmainen, Mr Christian Gartner

17/12/2015 | EMEA/H/SA/3041/1/FU/1/20 @Q. Dr Walter Janssens, Dr Ira Palminger Hallen

O
1.2. Steps taken for the a ment of the product
The Rapporteur and Co-Rapp appointed by the CHMP were:

Rapporteur: Ingrid Wan?% -Rapporteur: Outi Maki-Ikola

The application wa\@ﬂed by the EMA on

13 September 2019

The proced @}d on

3 October 2019

The Rappéa s first Assessment Report was circulated to all CHMP
mem

19 December 2019

The Co-Rapporteur's first Assessment Report was circulated to all CHMP
members on

19 December 2019

The PRAC Rapporteur's first Assessment Report was circulated to all PRAC
members on

20 December 2019

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

30 January 2020

The applicant submitted the responses to the CHMP consolidated List of

27 March 2020
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Questions on

The following GCP inspection(s) were requested by the CHMP and their
outcome taken into consideration as part of the Quality/Safety/Efficacy
assessment of the product:

A GCP inspection at an investigator site in Russia, at an investigaton
site in Bosnia and Herzegovina and at the sponsor site between 13
January and 14 February 2020. The outcome of the inspection
carried out was issued on 1 April 2020

14 April 2020

D

to the applicant on

The Rapporteurs circulated the Joint Assessment Report on the responses | 4 May 2020
to the List of Questions to all CHMP members on .
&
L _4
The PRAC agreed on the PRAC Assessment Overview and Advice to CHMP | 14 May 0
during the meeting on
The CHMP agreed on a list of outstanding issues in writing and to be sent 2020

The applicant submitted the responses to the CHMP List of Outstanding

Issues on @
A

@,

22 June 2020

(Appendix 1)

The Rapporteurs circulated the Joint Assessment Report on Mnses 08 July 2020
to the List of Outstanding Issues to all CHMP members oh

\ r
The outstanding issues were addressed by the appli nNuring an oral n/a
explanation before the CHMP during the meetin@
The CHMP, in the light of the overall data swt d and the scientific 23 July 2020
discussion within the Committee, issued afpositive opinion for granting a
marketing authorisation to Equidacex n
The CHMP adopted a report on si ity of Equidacent with Zejula on 23 July 2020

Qﬁ
I
O

O
%)

Q
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2. Scientific discussion

2.1. Problem statement

About the product

Equidacent (FKB238) has been developed as a biosimilar to the reference product Avastin (bevacizumab).
Equidacent belongs to the pharmacotherapeutic group “*monoclonal antibodies” (ATC code: LO1XCO07).

Bevacizumab selectively binds to human VEGF and inhibits the binding of VEGF to its receptor;
KDR, on the surface of endothelial cells. Neutralizing the biologic activity of VEGF redug

vascularization of tumours, thereby inhibiting tumour growth. Administration of beva orits
parental murine antibody to xenotransplant models of cancer in nude mice resulted tenswe
anti-tumour activity in human cancers, including colon, breast, pancreas and pr etastatic disease

progression was also inhibited, and microvascular permeability was reduced 9
e

The applicant is seeking all the indications for which Avastin is licensed in t xcept for the treatment
of platinum-resistant recurrent epithelial ovarian, fallopian tube, or p peritoneal cancer. The
recommended posology and method of administration correspond se of Avastin.

Equidacent must be administered under the supervision of a n experienced in the use of
antineoplastic medicinal products.

2.2. Quality aspects O

2.2.1. Introduction 6\

Equidacent is a biosimilar medicinal p@(reference product Avastin). It is presented as a sterile
concentrate for solution for infusioq aining 100 mg of bevacizumab in a 4 mL vial or 400 mg
bevacizumab in a 16 mL vial. of concentrate contains 25 mg of bevacizumab (25 mg/mL). The
active substance bevacizumab o referred to as FKB238) is formulated with commonly used excipients:
sodium L-glutamate, sorpi E420), polysorbate 80, hydrochloric acid (for pH-adjustment) and water for
injections (WFI).

Equidacent is pro in a single use Type I glass vial with a butyl rubber stopper and an aluminium
sealing cap. I@ ent is supplied in packs of 1 vial of 4 mL or 16 mL.

2. . @ive Substance

General information

Bevacizumab (also referred to as FKB238) is a recombinant humanised IgG1l monoclonal antibody
produced by DNA technology in Chinese Hamster Ovary (CHO) cells. It selectively binds to human
vascular endothelial growth factor (VEGF).

Bevacizumab is composed of two heavy chains (HC) (453 amino acid residues) and two light chains (LC)
(214 amino acid residues) with a total molecular weight of 149 kDa. One N-linked glycosylation site is
located at Asn303.

CHMP assessment report
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Figure 1 Primary structure of bevacizumab

HCs are shown in blue and LCs are shown in red
Black lines show the location of disulfide bonds
N303 of HC: glycosylation site

Manufacture, process controls and characterisati@

Manufacture
The active substance is manufactured at Kyowa Kirin Co., 3 Takasaki Plant, 100-1 Hagiwara-machi,
Takasaki, Gunma, 370-0013, Japan. The site is EU GMP liant.

The manufacturing process follows a standard mopp @ al antibody platform technology. The FKB238
active substance (AS) commercial manufacturing“grocess starts from the Working Cell Bank (WCB)
(derived from a CHO cell line) and is perfor in two key stages: 1) Upstream cell culture process and
2) Downstream purification process.

FKB238 is produced in a CHO cell Iin expansion in shake flasks and rocker bags, seed culture
expansion in seed bioreactors, b ed-batch production and supernatant harvest. The subsequent
downstream purification proce sists of Protein A affinity chromatography, low-pH virus inactivation,
cation exchange chromatagra , multimodal chromatography, virus filtration ultrafiltration/diafiltration

(UF/DF), formulation, fil , bulk filling, and storage. The upstream and downstream processes have

Raw materia

Raw m used in the active substance manufacturing process are controlled to ensure the quality
and s of the active substance and to maintain the consistency of the manufacturing process.

All manufacturing raw materials are accepted for use based on in-house testing to pre-determined
specifications and/or the vendor Certificate of Analysis (CoA), according to written procedures, as
required by current Good Manufacturing Practices (cGMP). Alternative suppliers or raw materials of the
same quality grade may be used following a change control procedure upon completion of vendor
qualification.

No raw materials of animal origin are used in the active substance manufacturing process or in the
establishment of the master cell bank (MCB) and working cell bank (WCB).

CHMP assessment report
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Source, history and generation of the cell substrate

The source, the method of construction, and the structure of all expression vectors is included in the
dossier, as well as the cDNA sequence and deduced amino acid sequence of heavy chain and light chain.
The method of construction of the expression plasmid is adequately described.

A two-tiered cell banking system consisting of an MCB and WCB was utilised. The end-of-production cells
(EOP) were collected from the end of fed-batch production culture of an active substance lot and were
used to establish the cells at the limit of in vitro cell age used for production (LIVCA). Release tests,
including safety and characterisation of the MCB and WCB and qualification of the LIVCA cells, were
performed in accordance with the ICH guidelines Q5A, Q5B, and Q5D and are sufficiently descrg.

Control of critical steps and intermediates

Process parameters and in-process controls (IPCs) are defined and controlled by acceptSE anges and
limits. The operating ranges are themselves the acceptable ranges or are set within t ptable range
of a process parameter, to allow for variance within the normal operating rang&

In summary, the manufacturing process is sufficiently described and the ov% trol strategy

adequately explained. @

Process validation K
The lifecycle approach to process validation follows 3 stages: pr evelopment and evaluation,
process verification and ongoing process verification. Q

A list of the elements of the FKB238 active substance @c uring process that have been validated
and/or evaluated is included, as well as a list of the analyt procedures used for the process validation.
The results from process verification activities ar§ table.

Cleaning and reuse validation for the chromategraphy columns used in the active substance purification
process was performed at full scale within afm um acceptable number of reuse cycles determined in
the bench-scale process evaluation stzd' sNA'summary of the validated number of reuse cycles for each

column is presented. Sufficient detail € been provided for the cleaning and reuse validation studies.
Validation of the commercial ma@uring process for the active substance is considered satisfactory.

Manufacturing process§b ment
Risk-based approaches, included identification of the critical quality attributes (CQAs), assessment
of the criticality of‘th rmance attributes and the process parameters, were employed during the

product to e quality target product profile (QTPP). The CQAs are presented, along with a summary
of the strategies for the different categorised CQAs. Each CQA is controlled by critical and key

substance manufacturing process. The rationale to set in-process and/or release testing for each CQA is
also presented. Manufacturing data from clinical and commercial scale lots was evaluated in order to
classify the criticality of the in-process quality attributes (IPQAs), based on the attribute’s potential to
impact the quality of the active substance.

Process evaluation studies were performed. The results of the process evaluation studies for the upstream
cell culture process and the downstream purification process are included. The results were used for
identification and classification of process parameters. From the effects observed in the process
evaluation studies on performance attributes, the acceptance ranges were identified as ranges for
process parameters that can deliver acceptable process performance and consequently, acceptable

CHMP assessment report
EMA/427966/2020 Page 16/116



product quality. Operating ranges were established equal to or within the acceptable ranges in order to
control the process and product quality.

The only change in the manufacturing process during development has been discussed and justified.

A risk assessment of leachables from in-process product contact materials used in the FKB238 active
substance manufacturing process is provided. Based on the vendor’s product information or equivalent, it
was confirmed that neither biological reactivities nor any safety concerning leachables are anticipated for
the components listed as the high-risk components.

Characterisation

Elucidation of structure and other characteristics é
The active substance was characterised in accordance with ICH Q6B using state-of-the;a tical
procedures for confirming the structural, physicochemical and immunochemical prope R d the
biological activity of the active substance. All characterisation studies were perform ing the FKB238

active substance lot, which is the primary reference standard. Additional FKB aefiVe substance lots
were included to demonstrate manufacturing consistency. The results from@ racterisation studies

are adequately presented.
All characterisation and elucidation studies were conducted on FKB23 m&actured by the commercial
manufacturing process. The analytical techniques and methodologi xplied to the characterisation of
FKB238 are capable of evaluating primary structure, molecular , posttranslational modifications,
charge and size heterogeneity, extinction coefficient, higher?r ructure, aggregation and
fragmentation, biological activity and degradation pathwa e results demonstrated that FKB238 has
the expected structure and functional properties. Assa &ed for characterisation of product-related
variants and physicochemical properties are ade@described.

Impurities \

The characterisation and risk assessment @purities as presented are in line with ICH Q6B. All
characterisations in this section were ed using five active substance lots manufactured by the
same commercial process.

Product-related impurities are &cular variants of the product arising during manufacture and/or
storage, which do not hav pr@ties comparable to those of the desired product with respect to activity,
efficacy and safety. \

Characterisation da\s the results of the criticality assessment of each of the API/product-related
impurities, includihg impact on efficacy, PK, safety and immunogenicity is included.

The process- d impurities identified in FKB238 active substance are considered part of the AS critical
quality tt@tes (CQA) and are controlled during the manufacturing process, by analytical testing at
rele on stability testing.

A summary of the process-related impurities is presented, which includes the limit of quantitation, the
source of impurity, residual impurity in active substance, and the maximum patient exposure calculated
as the maximum adult dose per kg.

Specification
Specification

The active substance release and shelf-life specifications list the attributes, references to the compendial
test methods and the acceptance criteria. The proposed specification tests are adequate and in line with
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relevant guidelines and include appropriate tests for physicochemical characteristics, identity, purity and
potency.

Analytical procedures

Detailed descriptions of all analytical procedures used in routine control of FKB238 active substance, as
well as summaries of method validations have been provided.

Limit of quantitation and range are analysed as described in the ICH Q2R1 guideline. The strategies and
the data provided to demonstrate specificity, accuracy, limit of quantitation and range are considered
appropriate.

The validation characteristics of the methods are sufficient. The Applicant has clarified the ap to
calculate intermediate precision and repeatability, and repeatability was adequately demonsé’ed. The
robustness of the methods was evaluated.

L
g\
Batch analyses O

Batch analysis data for active substance lots produced is included in the dossiét. se are the batches
used in the non-clinical studies, clinical studies and stability studies. The d used to assess
manufacturing consistency and to establish commercial specification limi ots were tested to and

complied with the specification in place at the time of product reIease‘

Reference standards g@
(e

The reference standard is routinely used in identity and pot s for both active substance and

finished product. The history of the reference standard@ ided.

Future reference standards will be prepared to ensur fficient inventory for release and stability testing
and will be filled from representative material, q for use and monitored on stability.

Container closure system \
FKB238 active substance is stored in 'n@;e bags that have been selected and assessed according to
the EMA “Guideline on plastic immedi ckaging materials (CPMP/QWP/4359/03)”. The bag meets the

criteria stated/indicated in Ph. E{@. 1.

Stability
A suitable shelf life is pr \ed for active substance stored at the intended storage conditions.

Active substance | ufactured by the commercial process were used for the stability study. The test
methods were se based on their ability to assess potential changes that may affect product quality,

safety, and/o N cy.

Adequ @’mation regarding the containers used for active substance stability studies is provided. The
pro elf-life for FKB238 active substance is justified by the available data from the long-term
stabilityy studies. The long-term stability studies were performed per ICH guidelines. In addition, stability
studies were conducted under elevated and stress storage conditions - and photostability storage
conditions to evaluate the effect of these conditions on the active substance quality.

All results are within specifications.

The Applicant will continue the ongoing stability studies through completion. A minimum of one lot of
FKB238 active substance manufactured at the commercial site per year will be put on long-term stability
studies. Commercial lots will be assessed using the post-approval stability protocol.

Based on the stability results, the proposed shelf-life for the active substance is acceptable.
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2.2.3. Finished Medicinal Product

Description of the product and Pharmaceutical Development
Description and composition of the drug product

FKB238 finished product is supplied as a 100 mg or 400 mg sterile, single-use, preservative-free, clear to
opalescent, colourless to pale brownish-yellow solution in a glass vial for intravenous administration.

Each vial (10 and 20 mL respectively) contains 4 mL or 16 mL deliverable volume of FKB238 at a
concentration of 25 mg/mL. The method of administration is described in the SmPC. Bevacizumab should

summarised in Table 1. Sorbitol is an excipient with known effect and each vial of 4 m‘
contains 191 mg sorbitol (E420) and each vial of 16 mL of concentrate contains 764 orbitol (E420).

Table 1 - Composition of FKB238 finished product ®

Component Function
FKB238 API K
Monosodium glutamate Buffering agent @
Sorbitol Tonicity agent 9
Polysorbate 80 Stabiliser
Hydrochloric acid, dilute pH modifier \U
Water for injection Solvent f\

A J
Q¥
Each vial of FKB238 finished product is fille ’Nan overfill. The excess fill volume is provided to ensure
that the labelled volume of the finished solution can be withdrawn from the vial. There are no

overages in the FKB238 finished prod mulation.
Pharmaceutical development O

A control strategy was adequ@ developed. A QTTP with associated CQAs has been defined and
justified.

Formulation develgp

The formulation @238 is not identical to the EU-reference product formulation. Detailed formulation
studies were%&lted to justify the use the new formulation. The description is satisfactory. The

formulati signed to provide the appropriate osmolality and pH and to prevent antibody
aggr; 7 degradation, loss of biological activity and to ensure that the desired product quality is
main d during storage and shipping. Formulation development studies were performed to identify the

final formulation. The control strategy for critical formulation parameters is acceptable A control strategy
of critical formulation parameters is defined. To minimise formation of aggregates and visible particles
during storage and shipping it was instrumental to control protein concentration and polysorbate 80
concentration together with the pH. In order to minimise formations of fragments, oxidised species and
the change in charge variants, pH is controlled.

Manufacturing development

The finished product manufacturing process is described in the dossier. The process was characterised
and CQAs that are instrumental for achieving the QTTP and to consistently deliver the required product
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quality were identified. Process attributes needed for evaluation of product quality and process
performance were identified and assessed with regards to criticality. Further process parameters of each
step were identified and their impact on each process attribute was evaluated with a risk assessment.
Appropriate range for process attributes and process parameters were set. There are no reprocessing
steps in the finished product manufacturing process.

Comparability

Comparability between the 100 mg and 400 mg presentations were discussed and it was demonstrated
that the FKB238 finished product 100 mg/4 mL and 400 mg/16 mL are comparable.

Container closure

The container closure system consists of type I, clear borosilicate tubing glass vial (10 mL ar@) mL), f
butyl rubber stopper and an aluminium sealing cap with polypropylene top. The contaifi ure has
been evaluated for safety, compatibility, functionality and ability to prevent microbi EI
contamination. Extractables and leachables were also assessed. The level of leac é
study does not compromise the purity, efficacy, and safety of the finished pro&

detected in the

FKB238 is a sterile, preservative-free solution for intravenous infusion. &

Compatibility K

In-use compatibility studies are performed, investigating the co ity with the infusion bag and line.
The results support the proposed use Q

Impurities O

Impurities were described in detail. Adequate contrt@re in place for all impurities.

Purity and stability profiles have been compared @men active substance and finished product. It is
concluded that no further API-related impurj re arising from formulation and manufacture of the
finished product. Process/material-relatedasi rities from excipients are considered well-controlled and
the contamination risk is low. An asse and characterisation of visible and sub-visible particles are
examined. Stress studies did not | eneration of new particle species in term of morphology.
Lot-to-lot consistency of particleﬂ istribution was shown in the finished product at release.
Sub-visible particles are consi u@ adequately controlled.

A risk assessment of pot \ source of elemental impurities found no high-risk sources. From the safety
assessment, no elgm purities of toxicological concern have been identified in the FKB238 finished

product. . \

Manufact the product and process controls

Manuf l@

The ease site in Europe/EEA is Geryon Pharma Ireland Ltd., Dublin K67 P6K2, Ireland. The
manufacturing sites for the finished product are EU GMP compliant.

The manufacturing process is described in an appropriate level of detail. The finished product
presentations of 100 mg/4 mL and 400 mg/16 mL (both 25 mg/mL) are manufactured using the same
process steps and controls. The only differences between the presentations are the fill volume and size of
vial. All other manufacturing steps and process parameters are the same. A batch formula is defined for
maximum and minimum batch size.

Critical steps were identified and controlled adequately.
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Process validation

The process validation approach was designed to demonstrate that the commercial manufacturing
process is controlled and reproducible, consistently yielding finished product with the defined product
quality.

Process validation acceptance criteria were established. Process validation was performed using three
finished product lots of each presentation (100 mg/4 mL and 400 mg/16 mL) manufactured at the
commercial facility and at a minimum and maximum scale. This is considered acceptable.

All validation results met the predetermined acceptance criteria.

Aseptic process validation studies including filter validation and media fills together with equi
performance qualification are presented in sufficient detail and demonstrate that the process i@pable of

producing a sterile product. Process validation lot data are all within specification. ‘\

cted and
itoring will be
cess and monitoring

The Applicant will conduct ongoing process verification where monitored data will b
evaluated on a lot-by-lot basis. In addition, the results accumulated by contin
reviewed annually and the knowledge gained will be used for the manufacturi

program improvements, as appropriate. @
Shipping

Shipping and shipping container validation concluded that the fini oduct quality was not affected by
the shipping conditions. The study was designed to mimic ac @Jment and temperature was within
the range of 2°C to 8°C. To maintain 2°C to 8°C during tr t, temperature is controlled via qualified
shipping containers. Shipping information and shmpmg\ ner validation were provided in sufficient

detail. O

Product specification Q

The product specification includes appropriate sicochemical tests and tests for identity, purity and
potency. To ensure that the selected pane methods has stability indicating capabilities, forced
degradation studies (FDS) were cond . A rationale was provided for the QAs not included in the
specification.

Multiple finished product Iots‘ Iuded to justify the specification. There have been no major process
changes for the lots used his,purpose. Different statistical approaches were employed. Justifications
for the statistical strate re provided.

>
The finished prod & ease and shelf-life specifications are acceptable.
*

Analytical p res

The pa I@nalytical procedures is considered adequate to monitor and control the quality of FKB238 at
rele during shelf-life. Several of the analytical procedures are common to the active substance
and finshed product and only those specific for finished product are described in this section.

The description of all analytical methods is satisfactory. All methods are validated or verified for intended
use.

Batch analysis

Analytical data for multiple FKB238 finished product lots are included. All lots met the acceptance criteria
in place at the time of release and end of shelf life at long term storage condition. Overall, the results
demonstrate consistency of the manufacturing process capabilities.
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Reference standards

The reference standard used in the analysis of the FKB238 finished product is the same as that used for
the FKB238 active substance.

Stability of the product

The proposed shelf-life of 100 mg/4 mL and 400 mg/16 mL finished product is 3 years when stored at the
recommended temperature of 2-8°C and protected from light.

Stability studies are performed according to ICH guidelines and at the recommended storage temperature
to support the expiry period. The lots are of the same formulation and packed in the same container
closure system as proposed for marketing. Additionally, photostability (in accordance with ICH )
study is performed and concludes that the finished product is sensitive to light. Stability-ind ng
parameters/methods are identified by forced degradation studies and justified at an ap te level.

Chemical and physical in-use stability of diluted finished product in sodium chloride /mL (0.9%)

solution for injection stored for 48 hours at 2°C to 30°C has been demonstrat a microbiological

point of view, the product should be used immediately. If not used immediatel Slise storage times and

conditions are the responsibility of the user and would normally not be long Y«& 24 hours at 2°C to 8°C,

unless dilution has taken place in controlled and validated aseptic cor@@
e

Short term temperature excursions above and below the recomme
by the forced degradation studies described in the dossier. “"Do @
information under “Special precautions for storage”, which ise\e

orage conditions are supported

Overall, results of these studies, together with results fro Q accelerated and stressed stability studies,
demonstrate that the finished product is stable in th imary container, protected from light, under
conditions that may be encountered during trans orage, handling, and use.

The Applicant will continue the ongoing prin@u’ong—term and accelerated stability studies described in
the dossier through to completion. In addi a minimum of one lot per year of each FKB238 finished
product, 100 mg/4 mL finished produ 0 mg/16 mL finished product, manufactured at the
commercial site, will be added to thg« approval long-term stability studies. A shelf-life for the finished
product of 3 years when stored - 8°C is supported based on the available stability data.

Adventitious agen Q

The microbial control st%y includes control of materials, monitoring of bioburden and bacterial
i®al manufacturing steps, control of active substance and finished product and an

endotoxins levels a\t
adequate contain@ sure system.

The MCB, W unprocessed bulk have been tested for viral contamination in accordance with ICH
Q5A a t@esults are acceptable. No substance of animal or human origin are used in manufacture of
FKB . isk assessment with regards to TSE exposure during early cell line development is provided

together with certificates of suitability and is acceptable.

Viral clearance studies were performed with a suitable panel of model viruses on qualified small-scale
models. The results showed that the current FKB238 purification process has the capability to reduce
retrovirus particles. The approach to ensure viral safety is considered sufficient and supports acceptable
viral clearance for the downstream process.

Biosimilarity

The applicant has conducted a comprehensive biosimilarity exercise, which is in line with the relevant EMA
guidelines. The results are summarised in Table 2.
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Table 2 - Results of analytical biosimilarity exercise

Category Quality attribute Test method Similarity Assessment
N-terminal amino acid Edman sequencing Pass
Amino acid sequence, C-terminal . .
] ] Peptide mapping (LC/MS) Pass
amino acid
o Reduced/Non-reduced
Disulfide bond ] . Pass
) peptide mapping (LC/MS)
Primary
N-glycosydase
structure
N-glycosylation site F-digested/Nondigested Pass
peptide mapping
Molecular weight Intact MS Pass
Rase
pl cIEF ‘Ra
A J
Extinction coefficient AAA and UV spectroscopy L7\ WPass
iffeérences in

Glycosylation

)

Q

Sialic acid, Other Minor Peaks

(OMP), High mannose species (I\Q

Afucosylated species (F0), g)
N

Fucosylated species (FIE a@

O
N\
Q

2

O\
O

N-linked glycan profiling

lation are considered
significant. Sialic acid,

Qhal/N: Pass

OMP: contents for 3 lots of
FKB238 DS were at the higher
end than the reference
product and other FKB238 DS
lots.

M5: contents for 3 lots of
FKB238 DS were at the higher
end than the reference
product and other FKB238 DS
lots.

FO: contents for 3 lots of
FKB238 DS were at the higher
end than the reference
product and other FKB238 DS
lots.

F1: contents for 3 lots of
FKB238 DS were at the lower
end than the reference
product and other FKB238 DS
lots.

Galactose, Mannose, Fucose
(Neutral sugar), GIcNAc (Amino

Monosaccharide

Pass

sugar), Neu5Ac, Neu5Gc (Sialic composition

acid)

Glycosylation site occupancy CE-SDS (R) Pass

Secondary structure Far-Uv CD Pass

Secondary structure FT-IR Pass
Higher order :

Tertiary structure Near-Uv CD Pass
structure

Tertiary structure FL Pass

Thermo transition properties DSC Pass
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Size
heterogeneity

Main species (HC+LC), MMWS and
LMWS (Fragments)

CE-SDS (R)

Pass

Monomer, LMWS (Fragments)

CE-SDS (NR)

Minor differences in size
heterogeneity are considered
not significant. Contents for 2
lots of FKB238 DS were at the
higher end than the reference
product and other FKB238 DS
lots.

HMWS (Aggregates), Monomer

SE-HPLC

HMWS (Aggregates), Monomer,
LMWS (Fragments)

FFF

Charge
heterogeneity

Acidic variants, Main species, Basic
variants

4
Minor diff hs in charge

heter: y are considered

nx nificant. Basic variants:

dic variants: contents for 2
lots of FKB238 DS were at the
higher end than the reference
product and other FKB238 DS
lots.

Main species: main peak
contents for 2 lots of FKB238
DS were at the lower end than
the reference product and
other FKB238 DS lots.

Acidic variants, Main species,
cIEF Pass
variants
C-terminal varlanx variants,
Amidated proI @ terminal Reduced peptide mapping
Pass
(LC/MS)
Isomerlsation
BAC Pass
Amino acid Y Reduced peptide mapping
tion Pass
modifications (LC/MS)
@ Glycation HI-HPLC Pass
Free thiol Colorimetric method Pass
L i Non-reduced peptide
Trisulfide and Tioether . Pass
mapping (LC/MS)
. . Non-reduced peptide
Cysteinylation . -
mapping (LC/MS)
Strength Protein concentration UV spectroscopy Pass
Binding to Binding to VEGF Aies and VEGF A1z ELISA Pass
target Binding to VEGF A121, VEGF Aues, cor .
i ass
antigen(s) VEGF Auss and VEGF B, C, D
Binding to Fc Binding to FcyRI, FcyRIIa and SPR Pass
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receptors FcyRIIb

Binding Affinity to FcyRIIIa(V)
and FcyRIIIa(F) for 3 lots of
FKB238 DS were at the higher
Binding to FcyRIIIa(V) and SPR end than the reference
FcyRIIIa(F) product and other FKB238 DS
lots. Minor differences in

binding are considered not

significant
Binding to FcyRIIIb-NA1, SPR Minor differences |® ing
FcyRIIIb-NA2 and FcRn are considered n ificant
Fab-associated Neutralisation of VEGF induced Cell-based assays: HUVEC %
functions biological activity and Reporter Gene Assay @
Fc-associated
. ADCC and CDC Cell-based assay Q Pass
functions %

A2
Binding to Binding to C1 ELISA a& P
inding to Ciq ass

complement

The Applicant has conducted an extensive, robust, comprehensi sicochemical and functional
exercise to develop a similarity program using state-of-the-a iques capable to assess the
analytical similarity of FKB238 with EU-approved Avastin a Qemonstrate that the proposed biosimilar
and reference product are highly similar. The similarity@se was conducted to provide a
comprehensive understanding of the physicochemic d functional characteristics of the reference
product. The similarity study is consistent with t iIsions of the EMA Guideline on “Similar Biological
Medicinal Products containing biotechnology-@erived proteins as active substance: quality issues”3.

ed by the Applicant is considered adequate to confirm
EU-approved Avastin The similarity ranges were established
for quantitative key quality param sing data from EU-licensed Avastin batches. The statistical
approach involved tolerance interyals#ising mean + 3SD based on the criticality of the quality attribute to
demonstrating biosimilarity an%e variability of the analytical methods. Similarity for the attributes were
accepted when an individ of 90% of the test product falls within the quality range of the
reference product. Th @milarity criteria for the quality range testing used by the applicant, where a
positive conclusion® @nparability will be made if more than 90 % of individual batches of FKB238 fall

\cxnge of mean = 3 SD for reference product, was not considered to be acceptable.
rom the analysis of individual batches were provided, assessment could be performed
e statistical model used by the applicant. Attributes considered to have the lowest risk
comes were assessed by graphical methods or raw data comparisons to confirm similarity
tistical approach was used. In addition to comparisons between FKB238 to EU-licensed Avastin,
comparisons for FKB238 vs US-licensed Avastin and EU-licensed Avastin vs US-licensed Avastin are also
presented.

In general, the biosimilarity assessment
the analytical similarity between FKB2

within the calcul
However, as

The Applicant presented a justification why the differences observed in glycan profiles do not impact
clinical efficacy for bevacizumab, which is accepted.

Both Avastin and FKB238 finished product contain the active substance bevacizumab, the same dosage
form, administration route and indication for use. The FKB238 finished product is supplied as a sterile and
preservative-free solution. The formulation is designed to provide appropriate osmolality and pH and to
prevent degradation.
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A comparability study was performed between active substance batches and finished product batches, in
order to support the use of active substance in establishing biosimilarity between FKB238 and Avastin.
The tests and analysis used for establishment of the comparability between active substance and finished
product are considered sufficient.

An accelerated stability study is presented. Overall the tests included are acceptable including
assessment of FKB238 potency, CEX-HPLC degradation rates, SE-HPLC degradation rates, CE-SDS-LIF
degradation. However, the results indicate increased thermal stability of FKB238 in comparison to the
reference medicinal product at both 25°C and 40°C, when compared to the reference medicinal product.
A long-term stability protocol is presented. This is acceptable.

The similarity assessment indicates similar biological activity of both the Fab and Fc-based functi ity of
FKB238, EU-licensed Avastin and US-licensed Avastin. Overall, FKB238 is considered to be h similar
to EU-licensed Avastin with respect to the presented physicochemical and biological ch istics.
Differences are identified with respect to glycosylation, charge/size heterogeneity a % binding, for
which the Applicant claims no clinical relevance or clinical impact, which can be ac . It is noted that
the data presented for process verification batches tends to represent the extre alties in several of the
FKB238 data sets, trending towards or beyond the acceptance limits. Howeye ing in to account the
mode of action and potential impact of the relevant datasets, the justific% of highly unlikely

meaningful clinical impact is accepted. K

2.2.4. Discussion on chemical, pharmaceutic %I biological aspects

The active substance is well characterised with regard @hysicochemical and biological
characteristics, using state-of-the-art methods, and %riate specifications are set. The fermentation
and purification of the active substance are adeq escribed, controlled and validated. The
manufacturing process of the finished produc a&Qn satisfactorily described and validated. The quality
of the finished product is controlled by ade s'k.test methods and specifications.

The chemical, pharmaceutical and biotedicalddocumentation comply with existing guidelines.

Viral safety and the safety concerr@ er adventitious agents including TSE have been sufficiently

assured. K

From a quality point of vie\\meilarity with the reference product Avastin is considered demonstrated.

The overall quality of cent is considered acceptable when used in accordance with the conditions
defined in the SmF’(‘\

L
2.2.5. C é}sions on the chemical, pharmaceutical and biological aspects

Fror@\lity point view, the marketing authorisation application for Equidacent is considered
appro e.

2.2.6. Recommendation(s) for future quality development

None.
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2.3. Non-clinical aspects

2.3.1. Introduction

The FKB238 non-clinical programme consists of a number of in vitro assays, an in vivo study in SCID
mice, a single dose toxicity study in rats and a 2-week repeat-dose toxicity study in Cynomolgus
monkeys. All studies were done in comparison with EU and US-Avastin, except the mouse study, which
only included US-Avastin. In addition, a 2-week repeat dose toxicity study with only FKB238 were

performed in rats.

2.3.2. Pharmacology

Primary pharmacodynamic studies

A number of in vitro functional assays were conducted to substantiate simila

European reference product Avastin. The assays included binding to VEG

and Cl1q, neutralisation of VEGF signal transduction (reporter gene assay
induced cell proliferation of HUVEC. In addition, ADCC and CDC actiui
the data presented by the applicant indicate similarity between E

Table 1: Summary of in vitro pharmacology studies ?@238 and Avastin
A N

O
%
N

O

s&een FKB238 and the

s, Fcy receptors, FcRn
d neutralisation of VEGF

s were investigated. Generally,
and Avastin.

=4
Avastin (US)

Product FKB238DS f\\ Avastin (EU)
VEGF-A165 binding by ELISA (%) a 96.6 + 2.80\} 99.8 £ 4.6 98.6 £ 3.5

(97.8 #2.8)b

y_4

VEGF-A121 binding by ELISA (%) a 106,00+ 5.5 97.6 + 2.5 102.1 = 1.0
VEGF-A165 binding by SPR (x 10-10 M) |42 4 3.9+ 1.1 43 +1.4
VEGF-A121 binding by SPR (x 10-10 M) 3.4 6.7 £ 2.5 7.4 £2.7
VEGF-A189 binding by SPR (x 10-10 M + 2.3 5.1 £2.1 5.6 £ 2.5
VEGF-B/C/D binding by SPR No binding No binding No binding
FcyRI binding by SPR (x 10-10 M) 8.3 %5.5 5.4 % 3.1 5.7 £ 3.8
FcyRIIa binding by SPR (x 10-6 r{%‘ 9.4 +0.7 9.4 + 0.5 9.4 + 0.6
FcyRIIb binding by SPR (x 1086 M) 13.0+ 1.5 139+ 1.3 140+ 1.1
FcyRIIIa(F) binding by SPRAR10-6 M) 9.8 £ 0.8 11.3+ 0.5 11.4+ 0.5
FcyRIIIa(V) binding by X 0-6 M) 5.9 £ 0.3 6.8 £ 0.3 6.8 £ 0.3
FcyRIIIbNA1 binding PR(x 10-6 M) | 9.6 £ 0.8 13.3+0.8 13.5+1.1
FcyRIIIbNA2 bindin R(x10-6 M) | 9.3+ 0.6 11.8 £ 0.6 11.9+ 0.5
FcRn binding by, Sg! 10-8 M) 13.1+1.3 12.6 £ 0.9 134 +1.1
Neutralization F induced HUVEC 106.3+ 7.6 106.6 + 6.4 104.0 £ 5.1
cell proliferati 0) a (108.0+7.1) b
NeutraliZati VEGF induced signal 97.5+5.9 97.8 £ 5.0 101.5 + 3.7
tran@ Reporter gene assay) (%)
a
Binding to cell-associated VEGF in 98.1 to 103.7 78.5to 105.4 93.7 to 108.0
SKOV-3 cells (%) a
ADCC No activity No activity No activity
CDC No activity No activity No activity
Clq binding by ELISA (%) a 99.4 + 2.1 99.9 + 4.8 98.1 £ 3.1

Each value represents mean % standard deviation. a, relative activity to reference standard.

b, mean + standard deviation from DS and DP
Anti-tumour activity of FKB238 and Avastin (US) against human colorectal adenocarcinoma DLD-1 cells,

(study no. c-14-0133, non-GLP)

Anti-tumour activity of FKB238-DP and Avastin (US) was examined in severe combined immunodeficient
(SCID) mice xenografted with human colorectal adenocarcinoma DLD-1 cells expressing VEGF. Seven

CHMP assessment report
EMA/427966/2020

Page 27/116




days after cell inoculation, animals were administered intraperitoneally with FKB238 DP or 3 lots of
US-Avastin at 1 mg/kg once weekly for 3 weeks (Days 0, 7 and 14). Remaining mice with cell inoculation
were used for pharmacokinetic analysis. The tumour diameters were measured twice a week and the
tumour volume (V) was estimated. Statistical analysis (Anova) indicated that there was comparable
(p=0.127195) anti-tumour activity after once weekly dosing between FKB238 DP and US-Avastin in this
mouse xenograft model (Figure 2).

1000 -
900
800 a
T :|P=O_127‘|95 @
% 600 . 6
£ —0O—Vehicle
5 500 ' \
g —e- FKB238
S 400
£ —A— Avasiin 1
£ 300
—I—@n-z
200
—@astinﬁ
100 K
0 5 10 15 20
Days

QO

Each point represents mean + standard error from 10@5 in tumour volume.
Figure 2: Anti-tumor activity of FKB238 and US-Avas@gainst DLD-1 tumour xenografts in SCID mice

Determination of biomarker concentrations in a l%k repeat dose toxicity study in cynomolgus
monkeys, (study no. SBL330-020, GLP)

FKB238 DP, US-Avastin or EU-Avasti
week for 4 weeks at a dose level of 1
sVEGFR1 in serum and concentrati
(24 hours after the end of the fi
the last dose) using validated

travenously administered to cynomolgus monkeys twice a
kg (6 males and 6 females in each group). Concentrations of
f VEGF in plasma were measured at Day 1 (before dosing), Day 2
ose), Day 25 (before dosing) and Day 26 (24 hours after the end of
lytical methods.

SVEGFR1 concentrations”i rum were below the lower limit of quantification (LLOQ; 2441.5 pg/mL) in all
animals at all samb\ e points.
*

VEGF concen
and Day 25

in plasma increased after dosing of FKB238, US-Avastin and EU-Avastin on Day 2
ecreased on Day 26 of dosing, see Table 2.

concentration in plasma in male and female cynomolgus monkeys (study no SBL330-020).

Tabl&‘
N

VEGF (pg/mL)

Sex Group Day 1 Day 2 Day 25 Day 26

Male P.Saline 20.45 £ 1.80 22.34 £ 3.50 18.56 + 2.29 19.64 + 4.28
FKB238 20.19 £ 4.76 31.72 £ 7.97 59.60 £ 15.29 | 46.85 + 15.87
US-Avastin 20.31 £ 3.47 32.38 £ 5.97 47.13 £ 19.69 38.95 + 14.86
EU-Avastin 21.20 £ 2.86 31.42 £2.20 55.47 £ 9.27 45.16 + 8.37
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Female P. Saline 18.80 + 3.20 19.31 + 3.55 17.19 £ 2.06 | 18.42 £ 1.18
FKB238 18.18 £ 2.14 31.24 £ 4.13 55.09 £ 10.37 43.92 £ 9.59
US-Avastin 19.58 + 3.11 30.47 £ 2.83 42.16 = 21.59 | 34.92 + 15.82
EU-Avastin 20.96 + 3.77 33.25 £4.30 57.11 £13.38 | 46.72 £ 11.09

Each value shows mean + standard deviation from 6 animals.
P.Saline; physiological saline

Secondary pharmacodynamic studies

No secondary pharmacodynamics studies were submitted (see discussion on non-clinical asp
0\6
No safety pharmacodynamics studies were submitted (see discussion on non—g@gspects).

O

Pharmacodynamic drug interactions @

Safety pharmacology programme

No pharmacodynamic drug interaction studies were submitted (se@gussion on non-clinical aspects).

Pharmacokinetic properties of FKB238 and bevacizumab (BU and US) were characterised in rats (single

dose), SCID mice (US Avastin only) and in a GLP 4- epeat dose toxicity study. A 2-week repeat dose
toxicity study were also performed in rats, which@ evaluated TK parameters of FKB238.

2.3.3. Pharmacokinetics

Repeat-dose PK of FKB238 and Avastin (U% ID mice (study no. d-14-0207, non-GLP).

FKB238 DP or US-Avastin (3 lots) was Qeritoneally administered to male SCID mice bearing human
colorectal adenocarcinoma DLD-1 s at 1 mg/kg (8 males in each group) once weekly for three

weeks. K
Serum samples were obtai edQ)r to dosing, at 0.5, 4, and 24 hours and at 2, 4, and 7 days after the 1st
and 3rd doses. a\

s‘of FKB238 and Avastin showed no clear differences between FKB238 and Avastin
ntration of FKB238 and Avastin (US) increased with tmax of 4 to 48 h after
ministration and no clear differences were observed in Cmax between FKB238 and

Pharmacokinetic p
(US). The seruim €o
intraperitone
Avastin (U

Sinu@e PK of FKB238 and Avastin (US or EU) and anti-drug antibody evaluation in rats (study no.
SBL330:-009, non-GLP).

A single-dose PK study was conducted in male and female Crl:CD(SD) rats. FKB238 DP, US-Avastin or
EU-Avastin was intravenously administered to rats at 10 mg/kg (6 males and 6 females in each group).

Serum samples were obtained prior to dosing, at 0.5, 2, 8 and 24 hours and at 2, 4, 7, 14, and 28 days
after dosing. Serum concentrations of FKB238 and Avastin were analysed using a validated method with
a lower limit of quantification of 0.1 pg/mL in serum. ADA production was assessed prior to dosing and on
Day 14 and Day 28 after administration and samples were analysed using a bridging ECL format.
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The serum drug concentration-time curves and PK parameters were similar for FKB238, US-Avastin and
EU-Avastin (Table 3: Single dose toxicokinetics of FKB238 in a 2-week rat study (study no. SBL330-009,
non-GLP).). ADA was detected in pre-dose samples and post-dose sample at Day 28 after dosing. One
female in the FKB238 group, 2 females in the US-Avastin group, and one male in the EU-Avastin group
were ADA positive in pre-dose. One male in the EU-approved Avastin dosing group showed positive at 672
hours after dosing.

Table 3: Single dose toxicokinetics of FKB238 in a 2-week rat study (study no. SBL330-009, non-GLP).

Dosing Sex Cmax AUCO0-28d AUCO-o0 | T1/2 CcL Vss MRT
Article (ng/mL)
Hg.day/mL (day) (mL/kg/day) mL/Kg ay)
FKB238 Male 241 1530 2010 14.0 5.05 96.5 19.1
Female | 207 1560 2090 14.5 4.83 @\J 20.0
-

p.
US-Avastin | Male 284 1620 2160 14.3 4.72 “‘-’O4 19.4

N

Female 241 1420 1800 13.1 5.56 97.8 17.6

D
D"

EU-Avastin | Male* 305 1770 2330 14.0 3 81.5 18.9
Female 305 1700 2240 14.1 )SO 85.1 19.1
*In 1 male in the EU-Avastin group, serum anti-FKB238 antlbo sitive at 672 hours after dosing.

Therefore, the group mean and S.D. was calculated except tQ
n-GLP).

Repeat-dose PK of FKB238 in rats (study no. SBL33O 00

The objective of the repeat-dose toxicity study i as to evaluate the toxicity of FKB238 when
administered intravenously at 15 and 75 mg/ Qa week for 2 weeks. In addition, systemic exposure
to FKB238 and ADA production was assess e satellite group (5 animals per group) with blood
samples collected on Day 1 of dosmg nd the final dose for TK (prior to dosing, at 0.5, 4, and 24
hours and at 2, and 3 days after d05| d on Day -6 and at 72 hours after the final dose for ADA
assessment.

FKB238 concentrations and A Is increased with increasing dose levels and repeated dosing, without
sex-related differences. was not affected by the dose level or repeated dosing. ADAs were not
detected in any anlmals hours after FKB238 dosing.

Repeat dose TK of and Avastin in a 4-week monkey study (study no. SBL330-013, GLP).

Systemic exp@ FKB238, US-Avastin and EU-Avastin and ADA production were assessed in a
repeat-do ity study in cynomolgus monkeys (8 males per group). The animals were administered
intrave L®at 10 mg/kg twice weekly for 4 weeks (8 doses), followed by a 4-week recovery period.
Bloo les were collected at pre-dose, 0.5, 1, 2, 4, 8, 24, 48, 72 hours after Day 1 (1st dose) and Day
25 (8th*dose) for TK measurements and on Day -7 and Days 1 and 28 during the recovery period for ADA
assessment. There were no clear differences in TK parameters between the FKB238, US-Avastin, and
EU-Avastin groups, and there were no clear sex differences in any parameters (Table 4).

ADAs were detected in one female in the US-Avastin group on Day 28 of recovery. This animal showed
lower serum drug concentrations than the other animals in the same group from Day 25 of dosing, and
this observation was considered to be related to ADA production.
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Table 4: Toxicokinetic parameters after the first and final dose of 10 mg/kg in the Cynomolgus Monkey
toxicity study following twice-weekly administration for four weeks.

Group FKB238 | US-Avastin | EU-Avastin | FKB238 | US-Avastin | EU-Avastin
Sex Male Female
Dose 10 mg/kg, twice a week, 4 weeks 10 mg/kg, twice a week, 4 weeks
Toxicokinetics (mean + standard deviation from 6 animals)
1st |275 + 38 250 = 25 302 £ 29 249 = 17 245 + 21 302 £ 32
Cmax dose
(pg/mL) 8th 712 £ 135 650 + 292 768 £ 98 764 £ 70 751 £45b 760 = 79
dose
AUCO0-3d 1st 477 £ 53 435 £ 54 548 * 45 491 + 64 489 £ 35 553 £ 74

(Mg-day/mL) | dose

r N
8th |1650 + 360 1390 + 660 1730 £ 220 1900 + 120 | 1880 £ 180 b 1910 50

dose P
AUCO-c0 1st [1140 £ 260 | 1070 £ 220 | 1490 £ 270 | 1200 + 220 | 1290 + 140 1@'170
(pg-day/mL) | dose .
8th [6970 + 3430 | 6370 £ 4190 | 6730 + 1160 | 9530 + 9610 + 3010{\\1&00 + 3900
dose 2520 P
t1/2 (day)a | 1st | 3.92 £ 0.72 | 4.12 £ 0.54 | 4.74 + 1.02 | 4.07 £ 1.04 | 4.51 + 0. “| 4.58 £ 0.50
dose .
8th | 7.47+235|7.67+4.07 |7.21+1.64 | 9.58+3.16 9.5% 6b | 9.92 +3.84
dose N

b. The values in an animal judged anti-drug antibody positive (no. 20) was exclu

calculation for mean + standard deviation. K

a. t1/2 was calculated using 3 time points (from 24 to 72 hours after dosing). QV

2.3.4. Toxicology

To support development of FKB238 for global registratio ino GLP repeat-dose toxicity studies in rats
(FKB238) and cynomolgus monkeys (FKB238, US-A@in, EU-Avastin) were conducted.

N\

Single dose toxicity \

No single-dose toxicity studies were s ithed (see discussion on non-clinical aspects).

Repeat dose toxicity KO

FKB238: two-week repeathdose®oxicity study in rats (study no. SBL330-008, GLP).

The objective of this %as to investigate the toxicity of FKB238 when repeatedly administered
*
intravenously to C D) rats at 15 and 75 mg/kg, twice weekly for 2 weeks.

Potential toxi evaluated by clinical signs, body weight, food consumption, water consumption,
ophthalmo, rinalysis, haematology, blood chemistry, bone marrow examination, organ weights,
necrop histopathology. Systemic exposure to FKB238 and ADA production were also assessed, see

secti rmacokinetics.

There were no unscheduled deaths and no animal was euthanized. There were no treatment-related
changes for clinical signs, body weight, food consumption, water consumption, ophthalmology, urinalysis,
haematology, blood chemistry, bone marrow examination, organ weights, necropsy, and histopathology.
Under the conditions of this study, no-observed-adverse-effect level (NOAEL) was considered to be

75 mg/kg.
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FKB238 and bevacizumab (EU and US): 4-week intermittent intravenous repeat dose toxicity study in
cynomolgus monkeys (study no. SBL-013, GLP)

This study was conducted to evaluate and compare the toxicity of FKB238 with that of US-Avastin and
EU-Avastin when administered intravenously (10 mg/kg) to cynomolgus monkeys (6 males and 6 females
per group, 3-4 years old) twice weekly for 4 weeks (8 doses in total), and to assess the reversibility of
toxicity during a 4-week recovery period. Systemic exposure and ADA were also assessed, see section 3.2
Absorption. Clinical signs, body weight, food consumption, ophthalmology, physical examination
(including oxygen saturation and respiratory rate), body temperature, blood pressure,
electrocardiography, urinalysis, haematology, blood chemistry, necropsy, organ weights, bone marrow
examination and histopathology were evaluated. Biomarker concentrations were evaluated un

non-GLP conditions and reported separately

Increases in fibrinogen (treatment related) were noted in FKB238, US-Avastin and EU—%@r groups,

but were without corresponding inflammatory changes and no treatment-related cha ere observed

in prothrombin time or activated partial thromboplastin time. 6
Y

In blood chemistry, an increase in globulin and a decrease in albumin/globuli A/G) were noted in
1 male in FKB238 group and statistically significant differences were note QG in males on Day 28
between FKB238 and US-Avastin, but not between FKB238 and EU-Ava tin%'rther, the findings were not
related to histopathological lesions. {

[/
Histopathology revealed hypertrophy of the chondrocytes in the @ yseal plate of the femur in all males
and in one to two females in the FKB238, US-Avastin, and EJ-Ayastin groups and thickening of the

epiphyseal plate of the femur in one to three males in F\ , US-Avastin, and EU-Avastin groups. The
bevacizumab-related physeal changes were similar for all three groups. These treatment related changes
recovered by the end of the 4-week recovery per@

Genotoxicity 6\

No genotoxicity studies have been su@)& (see discussion on non-clinical aspects).

No genotoxicity studies %been submitted (see discussion on non-clinical aspects).

Carcinogenicity

>
Reproductio icity

No reprodu @r developmental toxicity studies have been submitted (see discussion on non-clinical
aspect @

2.3.5. Ecotoxicity/environmental risk assessment

The applicant has provided a justification for not conducting an environmental risk assessment (ERA) for
FKB238. FKB238 is a monoclonal antibody not expected to pose a risk to the environment. ERA studies
are therefore not required, in accordance with EMEA/CHMP/SWP/4447/00.
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2.3.6. Discussion on non-clinical aspects

A comprehensive number of in vitro functional assays has been conducted to substantiate similarity
between FKB238 and the EU reference product Avastin.

Slightly higher binding affinities were observed for FKB238 on FcyRIIIa(F), IIIa(V), IIIbNA1 and IIIbNA2
as compared to Avastin that could be attributed to differences identified in the glycan profile. These
differences can be considered acceptable from a non-clinical point of view, given that there were no ADCC
activity of bevacizumab.

In line with EU guidance (Guideline on similar biological medicinal products containing
biotechnology-derived proteins as active substance: non-clinical and clinical issues;
EMEA/CHMP/BMWP/42832/2005 Revl), in vivo studies are generally not considered necess in terms
of the non-clinical development. However, in order to support global development, thesapplieant
conducted studies to compare anti-tumour effects in a mouse xenograft model (FKBZ38§rj\ S-Avastin),
and to evaluate effects on VEGF and sVEGFR in cynomolgus monkeys (FKB238, Us@s in and

EU-Avastin). ®
The results showed that FKB238 and US-Avastin are able to inhibit tumour @th in a similar way.
Further, there were no clear differences in VEGF concentrations in pIasm@tween FKB238, US-Avastin

and EU-Avastin.

In the rat single dose PK study one male in the EU-Avastin gro ADA positive on Day 28 after
administration. In the monkey study, one female cynomolgu y in the US-Avastin group was ADA
positive on day 28 of recovery period. Both animals show@ er exposure to bevacizumab, suggesting
that the ADA affected TK. \

In the single-dose PK study in rats, a total of four, Is were ADA positive pre-dosing (1 FKB238

female, 2 US-Avastin females, 1 EU-Avastin male e reason for these findings is not known, but the
results are considered as false positives. Simpi indings were not reported in other PK or TK studies. Ig
in animal is generally not predictive for im genicity in human (see section on immunological events).

A 2-week repeat dose toxicity stud onducted with FKB238 in rats. The formulation used was the
same as intended formulationin t duct to be marketed. As expected, due to lack of binding to rodent
VEGF, no VEGF-related toxiciQ‘ observed. Further, no indication of systemic or local toxicity was

f

observed, indicating that ﬁﬁ ulation was well tolerated.

A 4-week repeat dose study was conducted with FKB238 and Avastin (US and EU) in cynomolgus
monkeys. Increasec rihogen was noted in FKB238, US-Avastin and EU-Avastin groups. Histopathology
revealed hyp @ of the chondrocytes and thickening of the epiphyseal plate in the femur in the
FKB238, US- in, and EU-Avastin groups with a similar incidence. These reversible changes were
conside e@ pharmacologically related and were similar for all three groups.

Non primate toxicity studies are considered of limited value for biosimilarity evaluation and such
studies‘are not generally recommended. It is however, acknowledged that these studies were conducted
as part of a global development and may be considered supportive for the claimed biosimilarity.

Local toxicity studies were not performed per se, but local toxicity was evaluated as a part of the repeat
dose toxicity studies. The intended formulation for FKB238 is different from Avastin with respect to
excipients used. The excipients are however well known and did not trigger adverse effects at the site of
administration in rats or monkeys.

Studies on secondary pharmacodynamics, safety pharmacology, pharmacodynamics drug interactions,
genotoxicity, carcinogenicity, and reproduction and developmental toxicity were not conducted, in line
with EMA/CHMP/BMWP/403543/2010.
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2.3.7. Conclusion on the non-clinical aspects

The data submitted are acceptable from a non-clinical point of view to support the approval of FKB238.

2.4. Clinical aspects

2.4.1. Introduction

GCP

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

O
e

The applicant has provided a statement to the effect that clinical trials conducted outside, tfle Community
were carried out in accordance with the ethical standards of Directive 2001/20%
e Tabular overview of clinical studies 0\'
Table 5: Clinical studies of FKB238 @
Study Design Subject/patient ber of Primary
population subjests/patients endpoint(s)
FKB238-001 Randomised, Healthy male @ed and PK similarity
PK double-blind, subjects <~t eated: 33 FKB238, | between primary
Completed single-dose, parallel 34 EU-Avastin, PK endpoints:

study

32 US-Avastin

AUC,... and AUC,

FKB238-002
Comparative
clinical

Randomised,
double-blind,
parallel study

Patien@’
adwance®recurrent

QQL‘LC in
¥ mation with

Enrolled: 731

Treated: 728
362 FKB238,

ORR (by RECIST
v1.1) assessed as
the rate of the best

Completed (primary \ 366 EU-Avastin) response (CR or
analysis)” aclitaxel and PR) by BICR
0 carboplatin
A4
Additional study Fa)
FKB238-003 Rm‘%l’M Japanese healthy Enrolled and PK similarity
PK “blind, male subjects treated: 20 FKB238, | between primary
Completed o dfs -dose, parallel 20 EU-Avastin PK endpoints:

AUC,and AUC,...

AUCO—w=area& the concentration-time curve extrapolated to infinite time; AUCO-t=area under the
C

concentrati@ urve up to the last detectable value; BICR=blinded independent central review; CR=complete
respons =data cut-off; EU-Avastin=European Union-approved Avastin; NS-NSCLC=non-squamous non-small

cell lu

Evaluation Criteria in Solid Tumours; US-Avastin=United States-licensed Avastin.

ncer; ORR=overall response rate; PK=pharmacokinetic(s); PR=partial response; RECIST=Response

2An Extended Treatment Period is ongoing (defined as the time after DCO to the end of study, in which patients could

continue receiving IP if they were considered by the treating investigator to be gaining clinical benefit).

2.4.2. Pharmacokinetics

Three studies provided PK data:

¢ FKB238-001: PK similarity in healthy male individuals from the United Kingdom
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Study FKB238-001 was a randomised, double-blind, parallel, single-dose study in healthy male subjects
aged 18 to 55 years. The primary objective of the study was to compare the safety and PK of FKB238 with
EU-Avastin and US-Avastin after single 5 mg/kg doses, by iv infusion, in healthy male subjects, with a
secondary objective of the assessment of tolerability and immunogenicity. A total of 99 healthy
volunteers were randomised to receive FKB238 (n=33), EU-Avastin (n=34) and US-Avastin (n=32). Two
subjects received wrong doses, and were not included in the PK similarity exercise.

The concentrations of FKB238, US-Avastin and EU-Avastin in human serum were quantitatively
determined using ECL-based ligand binding assays.

e FKB238-003: PK similarity in healthy male individuals from Japan E
jects

Study FKB238-003 was a randomised, double-blind, parallel, single-dose study in healthy m

aged 20 to 45 years. The PK objective of the study was to demonstrate the PK similarity 38 with
EU-Avastin after single 5 mg/kg doses, by iv infusion, in Japanese healthy male subje? h a safety
objective of the assessment of tolerability and immunogenicity. A total of 40 health nteers were
randomised to FKB238 (n=20) and EU-Avastin (n=20).

The concentrations of FKB238 and EU-Avastin in human serum were quanti@f\/ determined using
enzyme linked immunosorbent assay (ELISA). @

e FKB238-002: Multicentre, comparative clinical study%tients with non-squamous,
non-small cell lung cancer (NS-NSCLC). q
Y

Study FKB238-002 was a randomised, double-blind, parallel@ compare the efficacy and safety of
15 mg/kg doses of FKB238 to EU-Avastin when used in ion with paclitaxel and carboplatin in the
first-line treatment of patients aged 18 years or older witfhadvanced/recurrent NS-NSCLC. The primary
objective of the study was to demonstrate the effic uivalence of FKB238 and EU-Avastin when used
in combination with paclitaxel/carboplatin as medsured by overall response rate (ORR). Secondary
objectives included the comparison of safet i-drug antibodies (ADAs) produced by FKB238 and
EU-Avastin, and the comparison of the ser ugh concentration (Ctrough) of FKB238 and EU-Avastin. A
total of 728 patients with NS-NSCLC WB domised and received treatment with FKB238 (n=362) and
EU-Avastin (n=366).

Serum concentrations of FKB ; EU-Avastin were determined with the same assay as in study

FKB238-003. \

PK similarity

« Phasel st@«zsns-om

The terminal %ﬁimination rate constant (A;) was estimated as the slope of a regression line fitted to
the terminal logged concentration values over time. The goodness of fit statistic, r2, was high and
greatern h@.so in all subjects. In addition, %AUCex was less than 20% of AUCp-» in all subjects.

The ry and secondary PK endpoints fell within the predefined similarity ranges (Table 6).

The serum concentration-time profiles of bevacizumab following a single iv infusion of FKB238,
EU-Avastin, and US-Avastin are shown in Figure 3. No samples underwent intentional repeat analysis.

The non-compartmental PK parameters are presented in Table 7.
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Table 6: Summary of PK similarity of FKB238, EU-Avastin and US-Avastin in study FKB238-001

Geometric LS mean

Ratio of geometric L3 means (%0% CI)

EU us
Pharmacckinstic FKB238  RAvastin Avastin FRB238/ FEB238/ EU Avastin/
paramster (M=32) (H=33) (M=32) EU Awvastin US Awvastin US Avastin
Primary 2UCO-inf (h*ug/mL) 52500 50800 53500 1.03 0.%8 0.85
(0.97, 1.10) (0.82, 04) (0.89, o1)
2uclO-t (h*ug/mL) 50800 49300 51800 1.03 0.%8 0.85
(0.97, 1.09) (0.93, 04) (0.%0, 1.01)
Secondary Cmax (ug/mL) 139 14z 138 0.97 1.01 1.03
(0.91, 1.04) (0.9%4, 1.07) (0.97, 1.10)
t1/2 (h) 456.13 438.06 462,56 1.04 0.g%% 0.85
(0.95, 1.14) (0.90, 1.08) (0.874 1.04)
CI = Confidence interval; LS = Least squares.

PE paramsters were logarithmically transformed prior to an analysis of wvariance

treatment group.

Bioequiwvalence is concluded if the 90% CI of the ratio Test:Reference is included within the ran
both primary PK parameters (AUCO-inf and RUCO-t),

and for all

O

(2NOVA) including a @

\ngx e
S

three treatment comparisons.

&’b

%,
O

O
@Q
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Table 7: Pharmacokinetic parameters from study FKB238-001

FEB238 EU Avastin US Avastin
Tharmacokinetic paramestex Statistic (=32) (M=23) (9=32)
Cmax (ug/mL} Arithmetic mean 140 145
Arithmetic SD z2z2.0 2.6
Arithmetic CV (%) 15.7 18.4
Geometric mean 1389 142
Geometric oV (%) 15.1 17.3
Median 145
Min 103
Max Z40
tmazx (h) Arithmetic mean 2.19 1.49
Arithmetic SD 3.980 0.015 1e.709
Arithmetic CV (%)
Geometric mean
Geometric CV (%)
Median 1.a8 1.48
Min 1.45 1.47
Max 24.00 1.55
- FRB238 EU Awvastin astin
Fharmacokinetic parametex Statistic (=32) (M=33) (RS2 )
AUcCOo-t (h*ug/mL) Arithmetic mean 51200 4S900 52100
Arithmetic SD €80 7920.0 5520.0
Arithmetic CV (%) 15.8 6 10.6
Gecometric mean | S51800
Geometzic CV (%) \ 10.7
Median S S0700
Min 40700
M= 63500
AUCO—-inf (h*ug/mL) Arithmetic mean 53900
Arithmetic SD a €370.0
Arithmetic CV (%) 4 11.8
Geometric mean 53500
Geometxic OV (%) 2 11.%
Median S1e600
Min
M=

EU Avastin
(=33) (H=32)

Fharmacokinetic paramstex Statistic

Lam_z (1/h) Arithmetic mean 0.001& 0.0016 0.0015
Arithmetic SD a.0003 o. 0.0002
Arithmetic CV (%) 20.5 Zo. 15.2
Geometric mean 0.0015 o. 0.0015
Geometric OV (%) 20.6 z27. 15.9
Median 0.0015 o
Min o.o00% o.
Max 0.0025 o.
€1/2 (h) Arithmetic mean 465.48 453 .38 263 .28
Arithmetic SD @7 .328 11€.421 TE.E0E
Arithmetic Cff( za.9 25.7 16.42
Geometric mea 433.06 4EZ.5E
Geomstrid &V 27.8 1s5.2
Median 481.95 452.30 4€3 .50
Min z=1 212.60 371.26
Mazx 0 TE8 €81.36 E7E .36
\) FEB238 EU Avastin US Avastin
FPharmacokinetic parametex = (N=32) (M=33) (=32
MET (h) =tic mean 552.02 583.97
hmetic SD 82.417 €7 .208
rithmetic CV (%) l1a.9 11.5
Feometric mean 545.11 580.26
Geometzic TV (%) 1e.9 11.5
Median 572. 576.22
Min 302 280.642
Max EES. F1e.73
Vvss (mL/kg) Arithmetic mean €0.81 1. =
Arithmetic SD 8.752 €.8
Arithmetic CV (%) 12.4 11.1
E0.18 €1.11
A (%) 12.1 15.2 11.5
€1.05 €1.50 €0.35
45.50 40.34 24.08
’\ TE.33 T3.82 T4.E2
- FRB238 EU Avastin TS Avastin
FPharmacokinas ramstex Statistic (M=32) (M=33) (=32)
Wz (mL 3 Arithmetic mean &3 .70 £3.19 €2.87
ithmetic SD 11.683 11.075 2.329
thmetic CV (%) 18.3 17.5 13.2
Geometric mean 72 €2.23 €2.33
Geometxic OV (%) 17.% 18.0 13.42
Median €3 .38 €3.27 €1.07
Min 43.73 40.91 28.38
Max S9E.53 S4.54 To.E3
CL (mL/h/kg) mean 0.100 EES
sD o.olas o111
oV (%) 18.8 a
Geometric mean o.0%8 1-E]
Geometric OV (%) 18.2 =]
Median o.o0se 0s7
Min 0.071 075
Max 0.l46 121
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Figure 3. Mean (SD) serum concentration-time profiles of bevac ab by treatment in FKB238-001
Phase I study FKB238-003 \
The terminal phase Az was estimated as the slope gression line fitted to the terminal phase logged

concentration values over time. The goodness of¥{jt statistic, r2, was high and greater than 0.80 in all
subjects. In addition, %AUCex was less tha % of AUCo-« in all subjects.

The primary and secondary PK endpoigts, féll within the predefined similarity ranges (Table 8).

The noncompartmental PK param re presented in Table 9 while the serum concentration-time
profiles of bevacizumab foIIowingi le iv infusion of FKB238 and EU-Avastin are shown in Figure 4. No
samples underwent intention at analysis.

Table 8: Summary of PK Xrity of FKB238 and EU-Avastin in study FKB238-003
x

* \v Ratio of geometric LS means (%90%
\ Gecmetric LS mean CI)
- EU
FEBZ38 Avastin
cokinetic (H=20) {N=20) FEB238/
meter EU Avastin
Primary AUCO-inf (h*ug/mL) 41400 43900 0.94
(0.88, 1.01)
aucO-t (h*ug/mL) 40800 43100 0.85
(0.8%, 1.01)
Secondary Cmax (ug/mL) 1le 118
1.08)
tl/2 (h) 388.77 418.65
1.00)

CI = Confidence interval; LS = Least sguares.

PK parameters were logarithmically transformed prior to an analysis of variance (ANOVA) including a term for
treatment group.

Bioequivalence is concluded if the 90% CI of the ratio Test:Reference is included within the range of 0.8 to 1.25 for

both primary PK parameters (AUCO-inf and AUCO-t), and for all three treatment comparisons.
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Table 9: Pharmacokinetic parameters from study FKB238-003

FEB2368 EU Avastin
Fharmacokinetic paramet=x Statistic (=20} (=20}

Cmax (uwg/mL) Arithmetic mean i1s 120

Arithmetic SD 17.¢ ze.7

Arithmetic CV (%) l1a.9 z22.2
11e€ 118

(%) 14.5 1s.6
117 113

2.7 3.5
161 203

Arithmetic mean
Arithmetic SD
Arithmetic CV (%)

tmax (k)

Feocmetric mean
Gecmetric OV (%)
Median
Min
Mazx
Pharmacokinetic parametex Statistic
AUCO-—t (h*ug/mL)} Arithmetic mean

mrithmetcic SD
Arithmetic CV (%)
Geometric mean

Geometric CV (%)
Median
Min

M=z

AUCO—inf (h*ug./mL) Arithmetic mean
Arithmetic SD
Arithmetic CV (%)

Geometric mean
V(%)
Pharmacokinetic parameter Statistic
Lam_=z (1/h) Arithmetic mean \ o.oo018
Arithmetic SD o.oooz
Arithmetic CV (%) 13.2
Geometric mean o.oo1l8
Geometzic OV (%) 13.0
Median 0.0
Min 0.0
Mazx 2.0
£1/2 (h) Arithmetic mean 301.83 4z3.29

Zrithmetic SD
Arithmetic CV
Ge=ometric mean
Geometric OV 0
Median

Min
Max ,‘;

N4
Pharmacokinetic parametex Statifrid

€ tic mean

MRT (h)
Ecic SD
=tic CV (%)

etric mean

metrzic OV (%)
Median
Min
M=o
Vss (mL/kg) Arithmetic mean

Arithmetic SD
RArithmetic CV (%)

.
h N\

hd
Pharmacokinetig p‘xalf == Statistic

Arithmetic CV (%)
Geometric mean

vz (mL/kg) \. Arithmetic mean
mrithmetic SD

Geometric OV (%)
Median
Min
M=o

CL  (mLMSkg) Arithmetic mean 0.115
Arithmetic SD o.0158
Arithmetic CV (%) 11.9 13.7
Geomet c mean 1 o.
Geometzic OV (%) 11.9 13.4
Median o.112
Min o.ogg
ra o.14

Geometric mean, geometric CV and arithmetic CV not reported for tmasx.
Valuss not pressnted could not be calculatsd.
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Figure 4. Mean (SD) serum drug concentration-time profiles in study FKB238-003

Phase III study FKB238-002

The mean serum concentrations from study FKB238-002 are presented in Table 10 and Figure 5. No
samples underwent intentional repeat analysis.
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Table 10: Serum concentrations of FKB238 and EU-Avastin in patients with NS-NSCLC from study

FKB238-002
Visit Serum concentration (ug/mL)
FKB238 Avastin
(N=345) (N=351)
Cyele 1, Day 1
Pre-infusion
n 342 351
«
Geometric mean (CV%) NC (NC) NC (NC)
End of infusion @v
- P ad
n 343 \p

Geometric mean (CV%)

255.15 (45.1)

Cycle 2, Day 1

Pre-infusion N NG
n 325 327
Geometric mean (CV%) 42.74 (44.%:\ 48.48 (56.3)
Cycle 4. Day 1 g"
Pre-infusion 0
n \C)z'so 284
Geometric mean (CV%) n ?‘;’.16 (37.6) 83.26 (49.3)
End of infusion <'\v
n r\ N 278 283
Geometric mean (CV%) . ‘\\) 33991 (36.4) 373.92 (34.7)
Cycle 6, Day 1 GV
Pre-infusion Y
n Q’% 247 253
Geomefric mean (CVN 87.25(45.2) 108.22 (45.5)

BLQ=below the lowerh '
L d
IP=investigational ¢t (FKB238 or Avastin): PK=pharmacokinetics.

excluded non-missing values (including BLQ)

T quantification: CV=coefficient of variation; NC=not calculable;

1 is the num ?X
: Exclud @ -dose values after Cycle 1 without IP dose in the previous cycle and excluding post-dose

valuesqwi
S \able 14.2.6.2.

t IP dose in this cycle.
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Figure 5. Mean (SD) concentration-time plots of Ctrough in patnentq S-NSCLC from FKB238-002

2.4.3. Pharmacodynamics

No clinical pharmacodynamic studies have been per@ned with FKB238.

QS

2.4.4. Discussion on clinical ph@ecology

The pharmacokinetic properties of FK ere compared with both EU- and US-sourced bevacizumab
(Avastin) in a pivotal phase I cIinic in healthy male subjects (FKB238-001), following a 5 mg/kg
body weight single iv injection. I tion, pharmacokinetics of FKB238 was compared with EU-Avastin
in healthy Japanese males (F 003).

In the initial submission Xa icant omitted several subjects from analyses of PK similarity in the
FKB238-001 and 90 Elght subjects (3 subjects in the FKB238- and 5 in the EU-Avastin arm) in
FKB238-001 and \ bject in the EU-Avastin arm in FKB238-003 were omitted from the PK similarity
analyses of AlGg. d ti/2. Subjects were omitted due to what the applicant defined as “unreliable”
PK-data. The b\cant had a predefined rule which stated that subjects should be omitted if the time
period e@ﬂch Az was estimated was less than 2-fold the associated ti/2. In essence, the subjects were
excl e to long ty,».

Per request, the applicant resubmitted PK similarity analyses from study FKB238-001 and -003, where all
subjects were included. The results demonstrated PK similarity between FKB238 and EU-Avastin both in
the pivotal FKB238-001 study (Table 6), and in the supportive FKB238-003 study (Table 8).

In the pivotal phase III trial (FKB238-002), FKB238 was compared with EU-Avastin by side by side
analyses of Cirough and Cmax Serum concentrations of FKB238 or EU-Avastin following repeat 15 mg/kg
dose administration in patients with NS-NSCLC. The geometric mean pre-dose concentrations of FKB238
were slightly lower than that of EU-Avastin at some timepoints (Table 10). The differences in the pre-dose
concentrations; however, are so small that they can be considered as clinically insignificant.
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Even though previous treatment with VEGF inhibitors was an exclusion criteria in study FKB238-002, the
Ctrough Sampled before the first cycle ranged from BLQ to 528.6 pg/mL for FKB238 and from BLQ to 410.3
ug/mL for EU-Avastin (Figure 5). The applicant presented all PK data from the 34 subjects that had
quantifiable concentrations before infusion at C1D1 (data not shown). Of the 34 subjects, 33 also had
quantifiable concentrations post-dose, ruling out the possibility of switching pre- and post-dose samples
for these individual subjects. The applicant also mentioned that samples could have been contaminated
with drug without elaborating on how this could happen. There could be many possible scenarios, but one
possible explanation may be that several samples were pipetted with the same pipette. This could explain
the samples with concentrations close to the LLoQ. Another explanation, which was not discussed by the
applicant, is that some pre-dose samples may have been collected during the infusion of the
investigational drug. The applicant concluded that the samples with quantifiable concentrations due
sample mislabelling, sample switching and/or drug contamination. It is unknown for which les the
applicant suspects the different scenarios may have happened. The matter was not pu ince it was
not expected that the validity of samples collected from C2D1 and onwards would b ected to a
relevant degree. This was supported by a routine GCP-inspection of two centres i ia and
Bosnia-Herzegovina that did not report any minor- or major findings with reg@PK sampling (GCP
Inspection Report INS/GCP/2019/036).

Validation reports of the bioanalysis/immunogenicity analyses for revieq@ submitted and considered

adequate. @
No new pharmacodynamic data have been submitted as part of%application. Validated PD markers
considered relevant to predicting efficacy of bevacizumab in? do not exist. Therefore, no PD
markers were included in the PK study, and clinical endpai re utilized in the phase III study in NSCLC

patients.

2.4.5. Conclusions on clinical pharmacology

PK similarity between FKB238 and EU-A@)‘@S been demonstrated in two Phase I “bioequivalence”
trials.

2.5. Clinical efficacy K

One phase 3 study in no \amous non-small cell lung cancer (NS-NSCLC) patients for the efficacy and
safety comparison‘of 8 with the reference product EU-Avastin, including monitoring of

immunogenicity, @ bmitted by the applicant.
*

Q
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Table 11: Description of the comparative clinical phase 3 efficacy and safety study

Study ID Number of First patient | Design | Study & ctrl Study Patients by Duration Gender Diagnosis Primary
centres consent drugs ohjective treatment M/F endpoint
Last patient
consent
Location(s) Randomised/ Dase, route Randomised/ Mean age Inclusion
Treated & regimen Ongoing at (range) criteria
DCo
FKB238-002 | 146/136% 21 Jun 2016 R P, FKB238 Efficacy FKB238: Until disease 483/248 Patients aged ORR (by
BA.BG. BY. 03 Jan 2018 DB. 15 mg/kg IV equivalence | 364/37 progression or 18 years or RECIST
DE. ES. GE. 731/728 MC every 3 weeks | of FKB238 Avastin: other criteria for | ¢; § coar | older with v1.1),
GR.HR. HU, Avastin: and Avastin 36738 tr.eﬂtmenr Q6 m 84y advanced or assessed as
IT.JP. KR, 15 me/kg TV discontinuation recurrent the rate of
PE. PH. PO, every 3 weeks NS-NSCLC the best
RO_RS. RU. Both in who had not onse
TH. TR. TW. combination received PR)
UA US. VN with systenuc b
paclitaxel and anti-canc )
carboplatin themapy’ S
for 4 1o @e &
6 cycles disSage-

DE=Germany; ES=Spain; GE=Georgia; GR=Greece; HR=Croatia; HU=Hungary; IT=Italy; JP=Japan; ublic of Korea; M=Male;

BA=Bosnia and Herzegovina; BG=Bulgaria; BY=Belarus; CR=complete response; Ctrl=control; DB=dpu ind; DCO=data cut-off;
MC=multicentre; ORR=0verall response rate; P=parallel; PE=Peru; PH=Philippines; PO=Poland; PR= response; R=randomised;

RECIST=Response Evaluation Criteria in Solid Tumours; RO=Romania; RS=Serbia; RU=Russia; TH= and; TR=Turkey;
TW=Taiwan; UA=Ukraine; US=United States; VN=Vietnam.

aNumber of centres that screened/randomised patients. @

2.5.1. Dose response study é

No dose response studies were performed and are not dee sary for a biosimilar medicinal
product.

2.5.2. Main study QO

FKB238-002

designed to compare the efficac
(EU-Avastin) when used in co
advanced or recurrent N S

ation with paclitaxel and carboplatin in the first-line treatment of

Fo .\ Study Treatment Period
o/
First-line * FKB238 15 mg/kg every Until Overall Extended
NS-NSCLC» 3 weeks + PTX/CBDCA progression or survival Treatment
\, (4 to 6 cycles) death (or other Period
%) i b
Avastin 15 mg/kg every
ble 3 weeks + PTX/CBDCA met) Follow-
(4 to 6 cycles) up until Post DCO
DCO

CBDCA=carboplatin; DCO=data cut-off; IP=investigational product (FKB238 or Avastin); NS-NSCLC=non squamous non-small cell
lung cancer; PD=progression of disease; PS=performance status; PTX=paclitaxel.

Figure 6. Flow chart of study design

Screening Period

Patients aged =18 years with advanced or recurrent NS-NSCLC were screened for participation in the
study up to 28 days before randomisation.

Study Treatment Period
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Upon randomisation, patients entered the Study Treatment Period. Following start of study treatment,
patients were to return for study visits every 3 weeks as long as they were receiving study treatment. The
combination drugs (paclitaxel + carboplatin) was administered on Day 1 of each 21-day cycle for at least
four, and no more than six cycles. The number of cycles is determined by patients’ need and the
investigator’s assessment. FKB238 or EU Avastin investigational product (IP) were also administrated on
Day 1 of each 21-day cycle until objective PD or other criteria for treatment discontinuation are met.

Data cut-off (DCO)

Data cut-off was defined as 12 months from randomisation of the last patient enrolled in the study. Up to
the time of DCO, all data on systemic anti-cancer treatment, radiotherapy or cancer surgery conducted
after discontinuation of study treatment were to be collected until death, loss to follow-up, withal of
consent or until end of study. Assessments for survival should be made every eight weeks week)
following objective PD. At data cut-off all patients previously discontinued from study tt &nt and
continuing in follow-up will complete the study and no further study assessments wi erormed.

Extended treatment period (ETP)

The Extended Treatment Period is the time after data cut-off to end of study i ich patients may
continue receiving IP if they are considered by the treating investigator t@ aining clinical benefit.
Complete assessments for safety, efficacy, PK, and immunology will p{b ollected by the applicant
during this period.

End of study QQ

End of study is defined as the last patient’s last visit.

Methods Q

Study Participants

Key inclusion criteria 06

1. Patients aged 18 years or

2. Newly diagnosed adva\ged tage IV) /recurrent NS-NSCLC for which they had not received any
systemic anti-cance apy for metastatic disease, including chemotherapy, biologic therapy,
immunotherapy, Qny investigational drug

3. H|stolog|:2 I\G)ytologlcally confirmed diagnosis of predominantly NS-NSCLC

4. Existe t least one measurable lesion by response evaluation criteria (RECIST v1.1) defined as;
atl e lesion, not previously irradiated, that can be accurately measured at baseline as = 10 mm
i longest diameter (except lymph nodes which must have short axis = 15 mm) with computed
tomography (CT) or magnetic resonance imaging (MRI) which is suitable for accurate repeated
measurements

5. ECOGPSOor1l

6. Adequate haematological function: absolute neutrophil count (ANC) = 1.5 x 109/L; platelets = 100 x
109/L; haemoglobin = 9 g/dL

7. International normalised ratio (INR) < 1.5 and partial thromboplastin time (PTT) < 1.5 x the upper
limit of normal (ULN) within 7 days prior to starting study treatment
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8. Adequate liver function: Serum bilirubin < 1.5 x ULN (and in case of documented Gilbert’s Syndrome
[unconjugated hyperbilirubinaemia] < 3 x ULN); transaminases < 2.5 x ULN (and in case of liver
metastases < 5 x ULN)

9. Adequate renal function:

¢ Creatinine clearance, measured and/or calculated according to the formula of Cockroft
and Gault = 60 mL/min AND

e Urine dipstick or urinalysis for proteinuria < 2+. If the urine dipstick or urinalysis is = 2+,
24-hour urine must demonstrate < 1 g of protein in 24 hours.

Key exclusion criteria é

1. Small cell lung cancer (SCLC) or combination SCLC and NSCLC. Squamous-cell tumo& mixed

adenosquamous carcinomas of predominantly squamous nature K\

2. Recurrence occurred within 12 months from the last dose of neoadjuvant/adj therapy

3. Any unresolved toxicities from prior systemic therapy (e.g., adjuvant che rapy) greater than
Common Terminology Criteria for Adverse Events (CTCAE) grade 1 at ime of starting study drug

with the exception of alopecia

4. Evidence of a tumour that compresses or invades major blood v@& or tumour cavitation that in the
opinion of the investigator is likely to bleed

5. Known sensitising EGFR mutations (e.g., deletion 19 %R) or EML4-ALK translocation positive

mutations

6. Previous dosing with VEGF inhibitor O

7. Brain metastasis or spinal cord compressign (pruted tomography [CT] or magnetic resonance
imaging [MRI] of the head is required @4 weeks prior to randomisation)

8. Non-healing wound, ulcer, or bon re

9. Patients with unstable angina cardial infarction, coronary artery bypass graft, angioplasty,

any bleeding disorders, p controlled diabetes, or active gastrointestinal inflammation such as

vascular stenting, or card@u ar event within 6 months before the first dose of IP; coagulopathy,
gastric or duodenal r? diverticulitis, inflammatory bowel disease, or cholecystitis
d

10. History of fistut ominal perforations

11. History o ﬁxqﬁl or venous thromboembolic or ischemic events, or congestive heart failure (New
York Hea ociation class = 2) within 6 months before the first dose of IP

12. His haemoptysis of = 2 teaspoon of red blood within 28 days before the first dose of IP

13. Tréatment with any other investigational agent for any reason within 28 days before the first dose of
P

Treatments

Doses and schedules of IPs and chemotherapy in the two treatment arms

FKB238 group:

e FKB238 15 mg/kg on Day 1 of each 21-day cycle (1IV infusion, 90-30 min, depending on
tolerability) until objective PD or other criteria for treatment discontinuation are met
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Paclitaxel 200 mg/m?2 on Day 1 of each 21-day cycle for at least four, and no more than six cycles
(1V infusion over three hours)

Carboplatin area under the curve (AUC) 6.0 on Day 1 of each 21-day cycle for at least four, and
no more than six cycles (IV infusion over 15-60 min)

EU-Avastin group:

EU-Avastin 15 mg/kg on Day 1 of each 21-day cycle (IV infusion, 90-30 min, depending on
tolerability) until objective PD or other criteria for treatment discontinuation are met

Paclitaxel 200 mg/m?2 on Day 1 of each 21-day cycle for at least four, and no more than six cycles
(1V infusion over three hours) 6

Carboplatin AUC 6.0 on Day 1 of each 21-day cycle for at least four, and no moge &x cycles

(IV infusion over 15-60 min) K

Objectives \\'Q

O

Primary objective @

To demonstrate equivalent efficacy of FKB238 and EU-AvastinK

Secondary objectives

Continuous measure of clinical efficacy, to compar @yﬁ, DAs produced and serum trough
concentrations (Ctrough) of FKB238 and EU-Av @

Outcomes/endpoints QO

Primary efficacy endpoint 6\

study is overall response rate (ORR) defined as the
overall response (BOR) of complete response (CR) or partial
, as assessed by blinded independent central review (BICR).

The primary efficacy endpoint
proportion of patients with
response (PR) by RECIS

Secondary endpoints \Q

Efficacy

O

*
ORR (by G&/l.l) at week 19, defined as the rate of the best response of CR or PR assessed
at w kg )

on-free survival (PFS), defined as the time from randomisation to the first documented
e progression (progressive disease [PD]) or death, whichever occurs first

verall survival (OS), defined as the time from randomisation to death from any cause

Duration of response (DOR), defined as the time from the first documented PR or CR (by RECIST
v1.1) to the first documented objective PD or death, whichever occurs first

Disease control rate (DCR), defined as the rate of CR, PR, stable disease (SD) (= 6 weeks)

Safety endpoints

Safety as evaluated through AEs, vital signs, haematology, clinical chemistry, urinalysis,
electrocardiogram (ECG), Eastern Collaborative Oncology Group Performance Status (ECOG PS),
and physical examination
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Sample size

Assuming a dropout rate of 10%, it was anticipated that approximately 730 patients would be randomised
into the study in a 1:1 ratio (365 patients in the FKB238 group and 365 patients in the Avastin group), in
order to have a total of 656 patients who complete study treatment.

To fulfil the EMA requirements, a meta-analysis of available randomised clinical studies of Avastin
demonstrated that the risk-difference for the ORR for the control arm compared to the Avastin treatment
arms was calculated to be 0.1938 (80% CI: [0.1564, 0.2312]). Based on the result of the meta-analysis,
an equivalence margin for the risk difference was determined to be 0.1221, which preserves 22% of the
treatment effect characterised by the lower 80% CI for the risk-difference of ORR. q
both

With the equivalence margin for the risk-difference of 0.1221, an expected response rate of

treatment arms, the study design employing a two one-sided test (TOST) procedure, and rall Type
I error rate of 2.5%, a sample size of 656 patients (328 per group) was calculated to prg 80% power
to demonstrate that the 95% CI about the risk-difference comparing FKB238 and E@/

completely within £ 0.1221. ®

Randomisation @

stin falls

Randomisation was stratified according to epidermal growth factor tor (EGFR) mutation and
anaplastic lymphoma receptor tyrosine kinase (ALK) gene arra g@v nt status (both are tested and
known negative versus status unknown for either), geographi€alMgegion (North America, Western Europe,
East Asia, All Other Regions), prior weight loss over th @96 months (< 5% yes versus no) and
disease stage (advanced or recurrent). x

Blinding (masking) \Q

(except for a specified investigational uct (IP) distribution manager and unblinded site pharmacists
located only at sites conducting % dy under an amended protocol that specifies an unblinded
pharmacist role.) were blinde ividual patient treatment assignment during the course of the study.

Investigators, site staff including phaaaétaff, patients, CRO personnel, and Sponsor personnel

The IP was packaged an elled in such a way that visual inspection of the IP or packaging would not
reveal the treatment ent; however, each individual kit of IP was numbered so that, if necessary,
the number could ed to break the treatment blind if this became necessary to protect the safety of

the patient. ¢

N\

Statisti ethods

This was designed to test for equivalence. The Null hypothesis for the treatment comparison was
that there is non-equivalence between EU-Avastin and FKB238 in ORR. The alternative hypothesis was
that there is equivalence.

The following analysis populations were included for this study:

- ITT Population: all patients randomised to treatment. Patients included in the treatment group
according to the randomisation assigned, regardless of the treatment actually given. All efficacy analyses
to be performed on the ITT population. These analyses were to be treated as sensitivity analysis.

- Per Protocol Set: all patients randomised to treatment who received at least 1 dose of IP with no
important protocol deviations. Patients were included in the treatment group according to the treatment
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actually given. All efficacy analyses were to be performed on the PPS. These analyses were to be treated
as the primary analysis. The subjects to be included in the PPS were to be identified in a Data Review
Meeting to be held prior to database lock for final analysis.

- Safety Population: all patients randomised to treatment who received at least 1 dose of IP.
Patients will be included in the treatment group according to the treatment actually given.

All safety analyses will be performed on the Safety Population. Treatment groups will be analysed
according to the first IP actually received.

- PK Population: all PPS patients who have at least one serum drug concentration data,
bment

which is defined in the study protocol, after IP administration. Patients will be included in th
group according to the treatment actually given. . 6

A two one-sided test procedure was used to test this hypothesis. The analysis was p, rmed using the
per protocol set (PPS). A 95% CI for the ORR difference between FKB238 and EU- n was estimated
and compared to the margin [+ 0.1221]. If the true CI was within the interval [\ 1], an equivalence
between FKB238 and EU-Avastin, with respect to the ORR, was confirmed. 0

(o

Results

Participant flow

Mot randomised? H=202
Eligibility criters not fufiled 2
Withdrawal of pafient consent 18
Digt pror o randomesation b
Other reason for screen failine 2
L W |
Il - .
FHEZH Avastin
NE36d A N=357
h O -
ITT Pogulstiogy | | ITT Pogulstion, H=387
&
Discontinuec 17 at DGO ¥ Discontnued IF at DGO ¥
H=125 (B9.3%) Discontinusd study af DCO =328 (80 4%) Diseonfinuad study at DCO
Dt progression 191 (52 =327 (39.8%) Disgase progression 199 (54.7%) N=379 (519 6%)
Adhierse avent i, 4 Desth 195 (53.6%) Audierca event 43 {11 Desth 178 {485%)
Petient decision Withdrawal by patient 36 (0.9%) Pabent decisian 35 (9hk) Withdrewal by pabant 40 (13.4%)
Lost to folow-up Lost o fallow-up 15 41%) Lost to folow-up 2 (05%) Lost 1o follow-up 10 {4.4%)
Omar Othes Bl (223%) Cithar 43 (13.4%) Cther B6  (F3.4%)
Death On 0O 79 (21.0%) Diegth 8 (TEW) On 0Co B (Z20%)
[k [A]d] 2 {D5%)
¥ -
Ongomg 1P al DCOF Ongaing IF at DCO*
H=3T (10.2%) H=38 {10.4%)

CSR=clinical study report; DCO=data cut-off; IP=investigational product (FKB238 or Avastin); ITT=Intent-to-Treat.

alndividual patients could have more than 1 reason for screen failure recorded.

bAll patients still receiving IP at DCO who entered the Extended Treatment Period. The Extended Treatment Period is ongoing as of the
DCO for this CSR and data from the Extended Treatment Period are not presented herein.
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Figure 7: Study participant flow

Recruitment

The first patient signed informed consent on 21 June 2016 and the last patient signed informed consent
on 03 January 2018. The data cut-off, defined as 12 months from randomisation of the last patient
enrolled in the study, was 24 January 2019 and all data up to and including this date were included in the
study analyses.

Patients were screened at 146 centres in 24 countries, and of these 136 centres in 24 countries (patient

numbers) randomised patients; Belarus (50), Bosnia and Herzegovina (23), Bulgaria (5), Croa ),
Georgia (27), Germany (2), Greece (15), Hungary (52), Italy (5), Japan (5), South Korea (11 (13),
Philippines (13), Poland (31), Romania (13), Russia (184), Serbia (59), Spain (19), Taiwa , Thailand

(36), Turkey (11), Ukraine (120), US (16) and Vietnam (9). é
Conduct of the study &Q

Amendments to the protocol @,

The original clinical study protocol (CSP) was dated 04 February ZC@here were four amendments to
the original protocol, for details see table below. In addition, sev;g1 untry specific amendments have

been implemented locally. Q

| @Q
- O
N\

S

Q
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Table 12: Changes to planned analyses

Number (date
of internal
approval)

Key details of amendment (Section of this
report affected)

Reason for amendment

Person(s)/

group(s)
responsible for

amendment”

Amendments made before the start of patient recruitment

Amendment 1
(07 April 2016)

Details added to the study procedure for
EGFR mutation and ALK gene arrangement
status, brain CT/MRI at Screening, blood
pressure measurement. dose modifications
for non-haematologic toxicity. other
concomitant medications. primary efficacy
assessment, and the type of palliative
radiotherapy allowed (Sections 2, 9.1, 9.4.3,
9.4.53,9.7.1.1,10.1, and 10.4.2).

To provide more detailed
clarification on the study
procedure.

P

Medical and

O
%)
&P
0

Urine pregnancy test added as an alternative
to serum pregnancy test (Section 9.3.1).

To provide more d d
clarification on the

procedure. m

t Medical and
Safety

Clarification of visit allowance for
radiological tumour assessments and

To pl'ovidQUMletailed

clariﬁc@ n the study
pro 4

aN

Medical and
Safety

Amendment 2
(20 April 2016)

assessments for survival (Sections 2. 9.1. and
9.7.1.1).

Details added to the study procedure for (
prior weight loss definition and brain \
CT/MRI at Screening (Sections 2, 9.1 3.
and 9.7.1.1).

)%provide more detailed
clarification on the study
procedure.

Medical and
Safety

Amendments made after the start of patient 1'(‘&1.i.them
~

Amendment 3
(12 April 2017)

Details added to the study :wae for

urinalysis and urine di (JSecondary
ndpoints,
treatments admips . re-start of study
treatment, st &re-iniriarion of IP prior
to/after 1'gcﬁaemarologic toxicities of
the IP, populations, screening

objectives and seco

and screening failures. recording
s, and safety laboratory determinations
S@ctions 2, 8.2.9.1.9.3.1,9.4.2, 94.54,
5.1.9.7.9.7.2.1,97.22,981.2.3,98.2,
10.3,and 11.1.2.1).

To provide more detailed
clarification on the study
procedure.

Medical and
Safety

Exclusion criterion of hypersensitivity
updated to include active ingredients of the
IP or combination drugs (Section 9.3.2).

Updated to meet the
Japan PMDA
requirement

Medical and
Safety

Clarification added that patients who
discontinue breastfeeding may be included in
the study (Section 9.3.2).

Updated to meet the
Japan PMDA
requirement

Medical and
Safety
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Exclusion criterion of treatment with any Updated to meet the Medical and
other investigational agent for any reason Japan PMDA Safety
within 28 days before the first dose of IP requirement
updated to clarify that this treatment may be
for any reason (Section 9.3.2).

Introduction of the Coordinating Investigator | To introduce the Medical and
(Section 6.1). Coordinating Safety
Investigator and his role
as a signatory to the

clinical study report.
Amendment 4 Clarification of procedures to be completed To clarify procedures to | Medical qé
(22 May 2018) | prior to data cut-off and after data cut-off (ie, | be completed during the Safeg.

during the Extended Treatment Period) Extended Treatment ¢

(Sections 9.1, 9.4.5.5. and 9.7.2). Period. A

Sponsor details updated. To update the Sponsz Niedical and
signature page. \\g Safety

Changes to the statistical analysis plan @

The original SAP (version 1.0) was dated 08 June 2016. During the
unblinding of the study data, changes were made to the planne
March 2019). The changes to the planned analyses made aft
concerned listing of data and removal of duplicated prese

lopment of the SAP and prior to
ses in SAP version 2.0 (dated 07
ding of the data on 07 May 2019
ata and split of listing due to large size.

Protocol deviations

Important protocol deviations that led to exclusi the per-protocol set (PPS) are listed below.

Table 13: Important protocol deviations (ITt&ulation)

&

N . .
Important protocol deviation® E 0 Number (%) of patients

FIKB238 Avastin Total
_ (N=364) (N=367) (N=731)
Number of patients with no impo]'{& d&viation 352 (96.7) 354 (96.5) 706 (96.6)
Number of patients with at keaswq;ortam deviation 12 (3.3) 13 (3.5) 25(3.4)
Failed inclusion criteri 0 0 0
0.\

Met exclusion C‘ritQU' 1(0.3) 0 1(0.1)

Recurrence 1 evd wlithiu 12 months from the last 1 (0.3) 0 10.1)

dose g e djuvant/adjuvant therapy
Specific #n )aut protocol deviations 11(3.0) 13 (3.5) 24 (3.3)
€ imaging >28 days prior to randomisation 4(1.1) 2 (0.5) 6 (0.8)
omised but did not receive any IP 2 (0.5) 1(0.3) 3(0.4)
elayed study treatment for more than 21 days due to 4(11) 9(2.5) 13 (1.8)

any reason

Received the incorrect randomised therapy 2 (0.5) 1(0.3) 3(0.4)

IP=investigational product (FKB238 or Avastin); ITT=Intent-to-Treat.

Study treatment=IP and/or any combination drugs (paclitaxel and carboplatin).
Note that the same patient may have had more than 1 important protocol deviation.
aImportant deviations before the start of treatment and during treatment.
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Baseline data

Table 14: Demographics and other baseline characteristics (ITT Population)

Demographic characteristic FKB238 Avastin Total
(N=364) (N=36T) (N=731)
Age (years)
n 364 367 731
Mean (STD) 60.8 (8.79) 61.1(9.42) 61.0 (9.10)
Range (26 to 84) (26 to 82) (26 to 84)
Age group (vears), n (%) b
<65 238 (65.4) 224 (61.0) 46%&,.
18-39 5(1.4) 8 (2.2 X 8)
40-64 233 (64.0) 216 (58.9) \hﬁ(ﬁu}
=65 126 (34.6) 143 (39.0) 269 (36.8)
65-74 107 (29.4) 116 (31,‘&. 223 (30.5)
75-84 19 (5.2) 27 "X} 46 (6.3)
>85 0 ‘O 0
Race, n (%) &
White 316 (86.8) %30 (87.2) 636 (87.0)
Black and African American 1(0.3) (\0% 0 1(0.1)
Asian. other than Japanese 37 (IQLO‘ 37(10.1) 74 (10.1)
Japanese EIQQ}\ 3(0.8) 5(0.7)
American Indian or Alaska Native AWS} 4(1.1) S(0.7)
Other N7(1.9) 3(0.8) 10 (1.4)
Gender. n (%) . AT
Male \) 245 (67.3) 238 (64.9) 483 (66.1)
Female I\é 119 (32.7) 129 (35.1) 248 (33.9)

U
N
O

QS
N\
DO
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Demographic characteristic FKB238 Avastin Total
(N=364) N=367) (N=731)
Geographical region”
North America 8 (2.2 8(2.2) 16 (2.2
Western Europe 13 (3.6) 13 (3.5) 26 (3.6)
East Asia 38 (10.4) 40 (10.9) 78 (10.7)
All other regions 304 (83.5) 306 (83.4) 610 (83.4)
Further stratum® 1(0.3) 0 1(0.1)
Ethnic group. n (%)
Not Hispanic or Latino 349 (95.9) 356 (97.0)
Hispanic or Latino 15 (4.1) 11 (3.0)
BMI at baseline (kg:’nf}
n 363 367
Mean (STD) 25.86(5.173) 25.18(4.8&‘ 25.52(5.038)

Range

(14.7 to 43.6)

(14.6 t0 46.9)

Weight at baseline (kg)

(14610969
{

n

363

730

Mean (STD)

72.15(15.731)

Range

KSG?
4
73.30 (16.372) Q@oz(ls.oov)

b 9.0 to 120.0)

(36.0 to 126.0)

Smoking status, n (%)

Never 127=34. 136 (37.1) 263 (36.0)

Current m\dO.S) 103 (28.1) 215(294)

Former ‘P\“\zs (34.3) 128 (34.9) 253 (34.6)
Number of pack years \@

n b\) 236 228 464

Mean (STD) o) 38.5(27.23) 34.9 (21.39) 36.7 (24.57)

Range

(1 to 240)

(1 to 150)

(1 to 240)

bOne patient was randomised i
patient should be assigned.

o)
O

D

N\t
BMI=body mass index; IWRS=ingerac eb response system; ITT=Intent-to-Treat; STD=standard deviation.
aAs recorded at randomisation b RS.

er stratum, since at the time of randomisation it was not clear to which geographical region the
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Table 15: Summary of disease characteristics at baseline (ITT Population)

Disease characteristic FKB238 Avastin Total
(N=364) (N=367) (N=731)
ECOG PS. n (%)
0 136 (37.4) 138 (37.6) 274 (37.5)
1 228 (62.6) 229 (62.4) 457 (62.5)
2 0 0 0
3 0 0 0
4 0 0
Time from original diagnosis of lung cancer to é
randomisation (months)
n 364 367

Mean (STD)

4.14 (10.552)

4.73 (14.668)

l\!@lz 780)

Median (range)

1.10 (0.1 to 105.7)

1.20 (0.0 to 166.3)

W0 (0.0 to 166.3)

Histology type at original diagnosis. n (%)

h
Adenocarcinoma (NOS) 350 (96.2) 351 (95.£ 701 (95.9)
Mixed with predominantly 14 (3.8) 16 \) 30 (4.1)
adenocarcinoma component
Overall disease classification at original K
diagnosis, n (%)® @
Metastatic 314 (86.3) \ 323 (88.0) 637 (87.1)
Locally advanced 31 (8.5) \\ < 29 (7.9) 60 (8.2)
N
Other 19 (\{U 15 (4.1) 34 (4.7)

Disease stage, n (%)"

’\\

Advanced ’Q 6.8) 322 (87.7) 638 (87.3)
Recurrent ‘K 8(13.2) 45(12.3) 93 (12.7)
Initial ATCC staging, n (%o) ’\'
a4
Stage 1A \) 5(1.4) 6 (1.6) 11 (1.5)
Stage IB Aé' 14 (3.8) 9 (2.5) 23 (3.1)
Stage ITA ’K&) 6(1.6) 6 (1.6) 12 (1.6)
Stage IIB O 4(1.1) 7(1.9) 11 (1.5)
Stage IIIA \ ) 4 16 (4.4) 9 (2.5) 25 (3.4)
Stage IIIB (b‘ 5(1.4) 7 (1.9) 12 (1.6)
VN
Stage TV \\ 314 (86.3) 323 (88.0) 637 (87.1)
EGFR mutaticm‘ €n’s -
r
Unknoym N\ 270 (74.2) 264 (71.9) 534 (73.1)
ative 94 (25.8) 103 (28.1) 197 (26.9)
1T ’\llgel]lellt
317 (87.1) 318 (86.6) 635 (86.9)
Known negative 47 (12.9) 49 (13.4) 96 (13.1)

AJCC=American Joint Committee on Cancer; ALK=anaplastic lymphoma kinase; ECOG PS=Eastern Cooperative Oncology Group
Performance Status; eCRF=electronic case report form; EGFR=epidermal growth factor receptor; ITT=Intent-to-Treat;

IWRS=interactive web response system; NOS=not otherwise specified; STD=standard deviation.
a Locally advanced=Stage II (A & B) and III (A & B). Metastatic=Stage IV.

b Disease stage recorded in eCRF.
c As recorded at randomisation by IWRS.

Fifteen (4.1%) patients in the FKB238 arm and seven (1.9%) patients in the Avastin arm received prior
anti-cancer therapy, predominantly cytotoxic chemotherapy. 193 (53.0%) patients in the FKB238 arm
versus 187 (51.0%) patients in the Avastin arm had undergone any previous surgery. The majority of
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patients (353 [97.0%] in the FKB238 arm and 355 [96.7%] in the Avastin arm) received concomitant
medications during the study.

Numbers analysed

Table 16: Analysis set

Number of patients
FKB238 Avastin Total
Patients included in ITT Population™ " 364 367 7&
Patients included in the PPS® ¢ 352 354 d@é}

CSR=clinical study report; IP=investigational product (FKB238 or Avastin); ITT=Intent-to-Treat; PPS=Per Protc‘co%‘l}
a Includes all patients randomised.

b Patients included in treatment arm as randomised. &\

c Includes all patients randomised to treatment who received at least one dose of IP with no important pro@ viations.

dPatients included in treatment arm as actually given. Q

Outcomes and estimation 0

Primary outcome @

Table 17: BOR and analysis of ORR - BICR assessment (PPS)

(\%ﬂber (%) of patients

o (FxB238 Avastin
. N(=3s2) (N=354)

Response status Qk)
4

Best overall response

Response NG 182 (51.7) 189 (53.4)
Complete response’ on 4(1.1) 1(0.3)
Partial response® (\U 178 (50.6) 188 (53.1)

Non-response A 170 (48.3) 165 (46.6)
Stable disease =6 weeksb\ Q 127 (36.1) 120 (33.9)
No evidence of diseas;e(%g\eksﬁ 1(0.3) 0
Progression O\Q" 33 (9.4) 29 (8.2)

RECIST n\a@}n 19 (5.4) 13 (3.7)
Death® 6‘ 14 (4.0) 16 (4.5)

V_"N
Analgbisef ORR*
R
m&nth a response 182 (51.7) 189 (53.4)

95% CT* 46.35 to 57.03 43.04 to 58.68

Comparison between arms
Difference in ORR -0.02
95% CI- ¢ -0.0905 t0 0.0568

BICR=blinded independent central review; BOR=best overall response; CI=confidence interval; ORR=overall response rate; PPS=Per
Protocol Set; RECIST=Response Evaluation Criteria in Solid Tumours. RECIST Version 1.1.

A Response does not require confirmation.

B Stable disease or no evidence of disease =6 weeks includes RECIST visit window (£7 days).

C Death due to any reason in the absence of RECIST progression.

D Defined as the proportion of patients with a BOR of complete response or partial response.

e95% Pearson-Clopper CI.

CHMP assessment report
EMA/427966/2020 Page 56/116



F Wald asymptotic 95% CI.
G A 95% CI within £0.1221 confirms equivalence between FKB238 and Avastin.

Table 18: Best Overall Response over Time - BICR Assessment (Per Protocol Set)

Number (%) of patients

Avastin FEB238

Timepoint [a] Responder status [b] (N=3354) (N=352)
& Weesks Respondsr 81 (22.9) 93 (Ze.4)
Non-Responder 273 (77.1) 258 (73.¢)
12 wWesks Respondsr 150 (4z2.4) 153 (432.53)
Non-Respondsr Z04 (37.8) 1%% (56.5)
18 wWeeks Respondsr 180 (50.8) @ leg (47.7)
Non—-Respondsr 174 {49.2& 6 184 (52.3)
24 Wizeks Respondsr 187 (52.8 \ 176 (50.0)
Non-Responder 167 (4 Z 176 (50.0)

-Ql) 180 (51.1)

33 Weeks Responder
Non-Responder Q\E’é (46.9) 172 (48B.89)
Non-Responder K

189 (33.4) 181 (51.4)
165 (46.6) 171 (4B.¢)

42 Weeks Respondsr

51 wWeeks Responder @ 189 (353.4) 182 (51.7)
Non-Responder 165 (46.6) 170 (48.3)

BICR = Blinded Independent Central Review. RECIST version .Q
[a] Only tumour assessment performed up until the timepoint N¢/- 1 week) from randomisation ars considered in the

respective timspoint analysis.
[E] Response [(complete response or partial respcnseQ not reguire confirmation.

The median time to onset of objective responge from randomisation was shorter in the FKB238 arm than

in the Avastin arm (6.93 weeks versus 11. ks, respectively).
Secondary endpoints 0
e ORR (by RECIST v1.1) at 9
Table 19: Overall Response R &Week 19 - BICR Assessment (PPS)
Number 5& f pients with Comparison between groups
Group N respon Week 19 [a] Difference in ORR at week 19 95% CI [b]

Avastin 354 ;8@) [45.51, 56.17] -0.03 ~0.1049, 0.0425
FKB238 352 A 47.7) [42.41, 53.09]

BICR = Blinded I Mt Central Review. ORR = Overall Response Rate. RECIST version 1.1.

Only tumour ass: t performed up until 18 weeks (+/- 1 week) from randomisation are considered in this analysis.
a95% Pearsong, confidence interval.
bWald as % CI is used.
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e Duration of Objective Response - BICR Assessment (PPS)

Table 20: Duration of Objective Response - BICR Assessment (Per Protocol Set)

Zvastin FEFBZ38
(11=3254) (N=352)
Number and percentage of responders 18% ( 53.4) 182 ( 51.7)
Number and percentags of responders censcored [a] 83 ( 33.3) 58 ( 31.%9)
Number and percentage of responders who subseguently progresssed or died [a] 126 ( 66.7) 124 ( €8.1)
RECIST progression 110 { 58.2) 53 ( 51.1)
Death [b] le ( 8.5) 31 ( 17.0)
Duraticon of response from onsst of response (months) [a] [=] [d]
Ql 3.19
Median 6.28 7
95% CI for median 4.8, 7.1 o 6 .39, 7.€%9
Q3 10.05 \ 11.8€
Minimum - Maximum 0.0 - 23, Jumy 0.0 - 23.0

BICR = Blinded Independent Central Review. RECIST wversion 1.1. @l = first guartile. rd guartile.

[a] Summary only includes patients with cbjective response. Percentages are based -\Q

[b] Death in the absence of RECIST progression.

[c] Duration of response is the time from the first documentation of CR/ER u:ntz' date of progression or death in

ubsst of responders.

the absence of disease progression.

e Progression-free survival (PFS) @

[d] Calculated using the Kaplan-Msier method. K

At data cut-off, as assessed by BIRC in the PPS population, @ 2%) and 247 (69.8%) patients had
progressed or died in the FKB238 and EU-Avastin arms, r tively. In both treatment arms, the

majority of progression events were due to progression CIST criteria (168 [47.7%] and 190
[53.7%] patients, respectively). The estimated hazapeyatio (HR) was 0.96 (95% CI: 0.81 to 1.15). The
estimated proportion of patients who were alive a ression-free at 12 months was 24.8% (95% CI:

19.8% to 30.2%) in the FKB238 arm and 24.% % CI: 19.7% to 30.2%) in the EU-Avastin arm, with
an estimated median PFS of 7.72 months (9@ 1 7.46 to 8.15 months) and 7.62 months (95% CI: 6.87

to 7.82 months), respectively. 0
Cb

gzion-Free Surwvival

Frobability of Progr

11 1 132 14 1% 1e 17 18 1% 20 21 22 23 2

=
—=
o8]
La
=
n E
[=3}

J

-
=
[

Time [months]
Number of patients at risk:

Avastin: 354 331 301 278 262 233 181 15% 121 11¢ 77 044 3% 24 24 1% 18 14 12 10 @ 8 1 1 ]
FKB238: 352 334 255 257 242 223 178 164 118 107 72 57 8L 37 32 26 22 5 8 7 =] 3 Z 2 1]
—=——=-- Avastin ——— FER23R

Figure 8: Kaplan-Meier Plot of Progression-Free Survival - BICR Assessment (Per Protocol Set)
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e Overall survival

The estimated OS rate at 12 months was 57.7% (95% CI: 52.1% to 62.9%) in the FKB238 arm and
63.5% (95% CI: 57.9% to 68.5%) in the EU-Avastin arm for the PPS population. The estimated median
OS for the PPS was 14.13 months (95% CI: 12.62 to 16.56 months) and 16.95 months (95% CI: 14.55
to 19.02 months) in the FKB238 and Avastin arms, respectively. The estimated hazard ratio (HR) was
1.19 (95% CI: 0.97 to 1.47).

1.0

erall Survival
=l
.|

Probability of Ow

o1 2 3 4 5 & 7 & &% 10 11 12 12 14 L5 P 17 18 1% 20 21 22 23 24 25 26 2
Time [mon @
Number of patients at risk:

> 15 @ 4]

26
25 18 10 4 1

-

a
(V5]
=
[¥% ]
|

Avastin: 35
=
5

26

12 265 254 242 224 208 198 185 'J.5 110 104 &89 7
262 247 232210107 180 1&-_- 122110 108 &7 81 71

FKB228: 3 26 &

——ee A..,.-_w@i FKB239

Figure 9: Kaplan-Meier Plot of Overall Survival,(PeRProtocol Set)

Ancillary analyses 60()

Sensitivity analyses in the ITT D
- ORR: in the ITT population §,assessment) ORR was 51.6% (188 patients) for the FKB238 arm and
53.7% (197 patients) for% stin arm.

- ORR at Week 19: i TT population, the ORR at Week 19 was 47.8% (174 patients) and 51.0%
(187 patients) in t QZ% and EU-Avastin arms, respectively.

Kaplan=Meier survival curves overlapped between treatments in disease progression and the estimated
hazard ratio (HR; FKB238: EU-Avastin) of 0.97 (95% CI: 0.82 to 1.16) was reached. The
investigator-based sensitivity analyses and the analyses performed in the PPS population provided similar
results.
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Table 21: Progression status and analysis of PFS — BIRC assessment (ITT population)

Number (%) of patients
FKB238 Avastin
(N=364) (N=367)
Progression status
Progression® 246 (67.6) 255 (69.5)
RECIST progression 173 (47.5) 196 (53.4)
Death” 73 (20.1) 59 (16.1)
No progression 118 (32.4) 112 (30.5)
Censored RECIST progression or death® 28(7.7) 18 (4.9) é
Progression-free at time of analysis® 58(15.9) 54 (14.7) @
Lost to follow-up® 6 (1.6) 6(1.6) 0\6
Withdrawal by patient’ 25(6.9) 32(8.7) PR, N
Other® 1(0.3) 2(0.5) U
PFS analysis AXG ;
Patients with events, n (%) 246 (67.6) 252@ "
Kaplan-Meier estimates (months) (bv
Q1 4.40 434
Median 7.72 @ﬁ 7.62
95% CI 7.46 to 7.98 Q 6.90 to 7.82
Q3 11.96 /\Q‘ - 12.02
Range 0.0 to Z\V 0.0 to 24.5
PFS rate at 12 months (%) \ N 25.3
95% CI WOB 20.3 to 30.6
Comparison between arms \ »
Hazard ratio® C)v 0.97

95% CT' 0.82t01.16
BICR=blinded independent central review: CI=8gntitflence interval: ECOG PS=Eastern Cooperative Oncology
Group Performance Status: ITT=Intent-to 1 @ PFS=progression-free survival: Q1=first quartile: Q3=third
quartile; RECIST=Response Evaluation, (%iteria in Solid Tumours
RECIST version 1.1.

: RECIST progression or d

assessments.

b Death in the absegc ‘IST progression.

€ RECIST pragr 51\)1' death immediately after 2 or more consecutive missed tumour assessments.

¢ Defined as} nts who have no RECIST progression or death and have no Termination Status (ongoing
in study o @ e on data cut-off date).

N Defin all patients who have no RECIST progression or death and Termination Status is ‘Lost to

ed as all patients who have no RECIST progression or death and Termination Status is *Withdrawal
by¥patient’.
£ Defined as all patients who have no RECIST progression or death and Termination Status is ‘Other’.

Hazard ratio and its 95% CI are calculated using the cox regression model adjusting for the listed baseline
characteristics (randomisation stratification factors, ECOG Performance status at baseline. gender. smoking
history and age) with ties handled by the Efron method. Treatment hazard ratio <1 favours FKB238.

Y 95% Wald CL
OS: in the ITT population, the proportion of patients with event was 195/364 (53.6%) and 178/367
(48.5%) in the FKB238 and EU-Avastin groups, respectively, and the estimated HR was 1.18 (95% CI:
0.96 to 1.45).
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Table 22: Survival status and analysis of OS (ITT population)

Number (%0) of patients

FKB238 Avastin
(N=364) (N=367)
Survival status
Death 195 (53.6) 178 (48.5)
Still in survival follow-up® 116 (31.9) 122 (33.2)
Terminated prior to death 53 (14.6) 67 (18.3)
Withdrawal by patient® 36(9.9) 49 (13.4)

Lost to follow-up® 15(4.1) 16 (4.4) Db

Py

Other® 2(0.5) 2(05) o\‘}

Overall survival (\J

P

Patients with events. n (%) 195 (53.6) 78}

Kaplan-Meier estimates (months) x

"2
Q1 743 \ 8.67
N\

Median 14.13 (b 16.95

95% CI 12.52 to 16.56 14.65 to 19.02

o 3
Q3 NA ) NA
Range to @ 0.2t0 259

0.0
OS rate at 12 months (%) N 63.7

95% CI 5180 62.5 58.2 t0 68.7
V- N

Comparison between arms

NN
Hazard ratio® 1.18
S

95% CT' (' 0.96 to 1.45

CI=confidence interval: ECOG PS=Easterr C(@i ve Oncology Group Performance Status:
ITT=Intent-to-treat: NA=not applicable: O !

RECIST=Response Evaluation Criteria j
RECIST version 1.1.

a Includes patients known to re at data cut-off.
b Termination Status of “Withdrawal by patient’.

Includes patients who hx
¢ Includes patients who@ ermination Status of ‘Lost to follow-up’.

1 survival; Q1=first quartile: Q3=third quartile:

Tumours.

d

Includes patiengs Wh e Termination Status of ‘Other’ and who terminated prior to data cut-off.

Hazard ratio

with ties
£ 959

d by the Efron method. Treatment hazard ratio <1 favours FKB238.

Sub nalyses:

: 959 CT are calculated using the Cox regression model adjusting for the listed baseline
charactex 'ﬁx wdomisation stratification factors, ECOG PS at baseline, gender, smoking history and age)
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Subgroup analyses are shown for the ITT Population and PPS in Figure 10 and Figure 11 (for difference in
ORR) and

Fhzard Rt
Bvents/Subjects (%) (FRBZ38Avasting
Subgroup AVA FKE {95% Ol
Ovaral 1TRA6T (45.5) 1957364 (53.6) o 1,18 (0,959, 1.946)
EGFRALK Satus at Randomisation
Kirvtnw 1 Negative 148 (46.7) 20/43 (46.5) T 1.16 {0623, 2.126)
Lindmoas n 16FE21 (483 1767321 (564.5) [k 17 (0845, 1.454)

Region t
Western Burope A% (592} D13 (692 — 086 | 1]

! . u@'ﬂ_ 1446}
Al Other Begions 45306 (474 169730 {554} | O&}m.ﬁﬁ?. 1.807)

Cisnase Stage at Fandomisation Q
Arivanced 160320 {50.0) 1759315 (55.6) (L \ 119 {0,960, 1.475)

Recurrent 1847 (38.3) 20448 {40.8) | @Q 1,06 {0,560, 2.035)

[

Ezest Asia 18440 {450} 11/38 (28.9)

ECOG Status
0 {Normral Actity} 514138 [37.0) 521136 (45.5) H=— @K 131 {0.900, 1.895)
1 ¢Symptomatic But Aniulatery Sef-Care} 1272204555 133228 (58.3) H 112 {0562, 1.434)
Wiasight Lass at Baseline <~\
Yos 1504320 (4B.3) 173827 (529) \OF'-! 118 {0048, 1.458)
M 1058 (60 M Pl Pl L] O - 1 1R AL 2 1%
Sroker Status 9
Never 66196 [48.5) &2? A0 by 103 {0.729, 1.462)
Fosmmer G628 (651.6) 26 (52.0) e 100 {0,708, 1,907}
Cusrrent 4603 0 G112 (61.6) f—=— 1T {1,106, 2.343)
o)
Ml B04) 1377246 (65.9) by 111 {0871, 1.422)
Femsle 20 (45.0] 68118 (48.7) pow—y 126 (0,872, 1.808)
Age Group \
5 @ 108224 (482) 122238 {51.3) - 112 {0861, 1.445)
=it . Q 70143 (40.10) 734126 (57.9) -— 120 {0,926, 1.786)
O P R
Hazard Riatio (95% CI)
Al K=anap homa kinase; AVA=Avastin; CI=Confidence interval; ECOG= Eastern Collaborative
Oncolo p: EGFR=epidermal growth factor receptor; FKB=FKB238; ITT=Iuteni-to-Treat.
Ovw wDenved from Cox analysis adjusted for covanates (ties=Efron); Subgroup: Derived from unadjusted

COX analysis (ties=Efron).
Subgroups with less than 10 subjects in both treatment arms are not included 1n the analysis.
Figure 12 and Figure 13 (for difference in OS), respectively.
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Difference in ORR

Bvents/Subjects (%) (FKB23B/Avastin}

Subgroup AVA FKB {05% CI)
Cwverall 197 ( 53.7) 128 ( 51.6) o] -0.02 {-0.083, 0.052)
EGFRIALK Status at Randomisation

Know n Megative 23(50.0) 26 ( B0.5) == 0.10(-0.101, 0.310)

Unknow n 174 | 54.2) 162 ( 50.5) = -0.04 (-0.115, 0.040)
Region

Western Europe 4(30.8) 9(69.2) |——=—— 0380030, 0.739)

East Asia 22 ( 55.0) 19 ( 50.00 —=— -0.05 (-0.27, 1)

All Cther Regions 166 | 54.2) 155 { 50 & = -0.03 (@ 0.045)
Cisease Stage at Randomization ¢ 6

Advanced 170 ( 53.1) 156 { 40.5) = %x (-0.114, 0.042)

BCOG Status

Recurrent 27 ( 57.4) 32(85.3) == QOD.DB (-0.116, 0.273)
0 {Mormal Activity) 70 ( 50.7) 80 ( 58.8) F*@O 0.08 (-0.036, 0.188)

1 (Sympromatic But Ambulatory Seff-Care) 127 ( 55.5) 108 ( 47.4) = -0.08 (-0.172, 0.010)
Prior w eight loss over previous & months <5% {

Yes 181 { 55.0) 167 { 51.1) H -0.04 {-0.118, 0.037)

Mo 16 42.1) 21 56.8) QQI—-—-—{ 0.15 (-0.077, 0.370)
Smoker Status O

Never 78 (58.1) 54 [ 42 5) \ ——] -0.16 {-0.275, -0.038)

Former 81 (47.7) 73( 58.4) O f—— 0.11 (-0.015, 0.230)

Current 57 ( 56.3) 61 ( fuo —a— -0.01 (-0.142, 0.124)
Sex \

Male 120 { 50.4) Ge’( 53.0) = 0.03 (-0.054, 0.124)

Female 77 ( 50. 05@ [ 47.1) —-— -0.13 {-0.250, -0.003)
Age Group

<G5 124 ( 52.1) | -0.02 (-0.110, 0.072)

&
>=B5 isa.n 64 [ 50.8) —n— -0.02 (-0.143, 0.0986)
T T T T T T T T
-08 -04 02 00 02 04 08 08
@ Difference in ORR (85% CI)
.

AT K=anaplastic ma kinase; AVA=Avastin; CI=Ceonfidence interval; ECOG= Eastern Collaborative
Oncology ﬁx =epidermal growth factor receptor; FKB=FKB238: ITT=Intent-to-Treat; ORR=overall
fesponse 1a

Note: a@ympmﬁc 95% CT is used.

Su with less than 10 subjects in both treatment arms are not included in the analysis.

Figure 10. Forest plot of overall response rate by subgroup (ITT Population)
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Differance n ORR

BromaSubjeets (%) [FKEZ38iAwacir)

Subgroup A FrE [05% Ol
Crerall TSR] T82[ 517 = S002 [-009T, COET
EGFRIALE Sttus ab Rardordsstion

E.nows 1 Negative 21500 FE[AOE) ——— 010112, 032

Urkenione 163 [ B3.8) 1501 BO ) |ty SO0 0110, O 046
Fizgion

\wiestem Birope & S[E25) | L 1035 [- 0,040, 0720

Eastasia 22550 18 5009 [ | <015 (-0 275, j

Al e Fegiors 160 541 1244519 boaf - D3f'(® )
Dsea=e Stage at Randomisation 6

Ak anieed 163 [ 52.6) 1521 42.8) s & 0108, 0.052)

Recurrent 26501 [ 61 | |- nce-[ 0153, 0.247)
ECOG Status ®

O [Norrnal Activity] B7 [ S04 TE[595) K= 0 D00 [-0.028, 0.211]

1 [Symrptorratic But Arbuaiory Seif-Cars) 122 [ 5.2 1041 A7) l @ 008 (-0 74, 20T
‘et Loss at Basaling

Yes 174 [ 54.2) 161 F11) &4 004 (-1 16, 0.040)

Ho 15[ 405 211 563 Q FH——d 0.6[-0.063, 0.357|
Smickier Stahs O

Mt or T4 5T.8) 5 42.0) -0.15{-2.271,-0.028)

Forrrer 61 [ 46.4) T8 O =] Q1 [-0075, b3S

Carrent 54 [ 54.0) EE(Q b -0.00 {-0.139, 0.133)
. X,

Mele 17 ¢ 500 [54.2) o .04 [-0.048, 01752

Ferrele 12 6 0 52 46.4) | -0.14 -0 263, -0.008]
A GIeLp

65 &Q\a 5 121 {5241 WP 001 0104, €.082)

==(5 T4 53.2) IR —=— -0.03 -0 150, 0.083)

\ u.: 6 -Ulq -c:z 0.0 cnlz -:nl4 uls I:IIS
0 Differerce i ORA (55% C|
>
K—anaplastlc ma kinase; AVA=Avastin; CI=Confidence interval; ECOG= Eastern Collaborative

Oncology x
PPS=Per P

symptotic 95% CI 15 used.

S s with less than 10 subjects in both treatment arms are not included 1n the analysis.

Figure 11: Forest plot of overall response rate by subgroup (PPS)

=epidermal growth factor receptor; FKB=FKB238: ORR=overall response rate;
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Haeard Roto

Bvants Subjects (%) (FREZ38EAvasting

Subgroup AVA FrE (95% Ol
Overal 17RA67 (48.5) 1957364 (53.6) e 118 (0959, 1.446)
EGFRMAILE Status at Randomisation

Know n Negative 2148 (46.7) 2043 (46.5) e 1.16 {0623, 2.196)

Lindnvoras n 167321 (489 1767321 {564.5) [ L] 17 {0348, 1_454)
Fegion

Western Burope 0413 (59.2) 9413 (59.2) [ S 0.0 {0.378, 2 d56)

East Asia 1840 (45.0) 11/38 (28.9) el 058 {0922

All Osher Fegions 145506 {47.4) 169/305 (55.4) a 6 507
Cisease Sage at Fandomsaton

Advanced WB0E20500) 175315 (556) fu O 19 {0960, 1.475)

Recurrent 1847 (38.3) 20489 {40.3) ] Q 108 {0568, 2 036)
ECOG Stalus 0\

0 {Hormal Activity) 514134 (37.0) 624136 (45.8) H-— @ 131 {0,800, 1.865)

1 {Symyptomatic But Ambulatery Sel-Caro} 127722045550 133228 (58.3) fa— K 1.12 {0,982, 1.434)
WWizight Loss at Baseline @

Tas 150320 (48,3 173827 (529) 1.18 {0.948, 1.458)

Mo 10,48 (574 (i DT IR0 Y 1R 6 RSG5 158
Srroker Status \

Mewver 6136 {48.5) 614127 t4$® bt 103 {0,729, 1.462)

Farmer BG128 {51.6) 651 [ - 100 {0,709, 1.407)

Current 46105 [44.7) 2 (61.6) i 161 {1,106, 2.345)
S

Maliz 12023 137/245 (55.9) oy 191 {0,871, 1.422)
Femele 58119 (48.7) = 1:26 {0,672, 1.808)

Age Group
B Q\‘;ﬂd (482 1227738 {51.3) - 112 {0861, 1.446)
=035 \ 43 (4810 T2 (57.9) i 129 {0,926, 1.786)
Qo) ¢ 1 2 5 4 5 5 7
N Hazard Fatio (95% G}
ALKZanaplastiE 1 kinase; AVA=Avastin; CI=Confidence interval; ECOG= Eastern Collaborative
Oncology Gr =epidermal growth factor receptor; FKB=FKB238; ITT=Intent-to-Treat.

m Cox analysis adjusted for covanates (ties=Efron); Subgroup: Denved from unadjusted
ties=Efrom).

Figure 12: Forest plot of overall survival by subgroup (ITT Population)
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Hazard Ratic

Events/Subjects (%) (FKB238/Avastin)
Subgroup AVA FKE [95% CI)
Cweral 171/354 (48.3)  190/352 (54.0) - 1.19 (D966, 1.469)
ECFR/ALK Status at Randomisation

Know n Negative 19042 (45.2) 18/38 (47.4) ] 1.14 {0.597, 2.175)

Uniknow n 152312 (487) 172314 (54.8) - 1.17 (0.943, 1.459)
Region

Wiestern Europe 812 (BE.T) I8 (87 5) e 1.25 (D435, 3.579)

East Asia 16/40 (45.0) 11136 (30.6) ] 0.71 (0337 Ng15)

Al Cther Regions 140/296 (47.3)  166/300 (55.3) rH 120 (@1 498)
Disease Stage at Randomisation . %

Advanced 154/31049.7)  171/305 (56.1) | KX (0.962, 1.487)

Recurrent 17/44 (38.6) 19047 (40.4) - 1.04 (0538, 1.995)
ECOG Status ®

0 (Narmal Activity) 4133 (36.8)  SW131(45.0) e 0 1.24 (0850, 1.819)

1 (Symptomatic But Ambulatory Sef-Care) 122/221(552)  131/221(59.3) fe @ 1.15{0.902, 1.478)
Prior w sight boas over previous 6 months <5% K

Yes 153317 (48.3)  166/315(53.3) @ 1.17 (0938, 1.455)

Mo 1B/37 (4B.6) 22137 (59.5) 1.20 (D642, 2.235)

Smoker Status
Never 63/128(49.2)  B1/126(48.4) — 1.02 (D.718, 1.452)
Former 64/126 (50.8)  62/118(52. 0.99 (0,697, 1.402)
b f—=— 166 (1.134, 2.439)

Current 44/100 (44.0) 67108
Sex Q
NMale 118/234 (50.4) @ (55.8) e 1.09(0.852, 1.399)
Female 53120 (44_2]0 12 (50.0) = 1.31(0.903, 1.914)

Age Group
=65 1 ) 119231 (51.5) e 1.10 (0.545, 1.431)
=65 {m&z] 711121 (58.7) | 1.32 (0942, 1.838)
Q o 1 2 3 4 5 6 7
Hazard Ratio (95% CI)
AT K=anaplastic lympho mase; AVA=Avastin; CI=Confidence interval; ECOG=Eastern Collaborative
Oncology Group; idermal growth factor receptor; FKB=FKB238; PPS5=Per Protocol Set.
Overall: Denvsd ox analysis adjusted for covariates analysis (ies=Efron); Subgroup: Derived from
unadjusted yms (ties=Efron).

Figu

Subgroup ess than 10 subjects in both treatment arms are not included in the analysis.
&orest plot of overall survival by subgroup (PPS)

Summary of main study

The following table summarises the efficacy results from the main studies supporting the present
application. This summary should be read in conjunction with the discussion on clinical efficacy as well
as the biosimilarity assessment (see later sections).
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Table 23: Summary of efficacy for trial FKB238-002

Title: A Randomised, Parallel, Double Blinded Study to Compare the Efficacy and Safety of FKB238 to
Avastin in 1st Line Treatment for Patients with Advanced/Recurrent Non-Squamous Non-Small Cell Lung
Cancer in Combination of Paclitaxel and Carboplatin (AVANA)

Study identifier FKB238-002 / EudraCT Number 2015-004104-33
Design Double-blind, randomised, parallel group, multicenter
Duration of main phase: 21 June 2016 to 24 Jan 2019
Duration of Run-in phase: not applicable
Duration of Extension phase: 25 Jan 2019 - ongoing (but no further analyégf data)
d
Hypothesis Equivalence P @
Treatments groups FKB238 Treatment: Paclitaxel 200 mg/m? ‘@1 for at least 4,
and no more than 6 cycles, foll &)y Carboplatin AUC
6.0 on Day 1 for at least Qmore than 6 cycles
followed by FKB238 15 n Day 1 until objective PD
or other criteria for t nt discontinuation are met.
Duration: once ev@l [£3] days

Number Rand%ised: 364
£

Avastin Treatme%j@itaxel 200 mg/m? on Day 1 for at least 4,

and n an 6 cycles, followed by Carboplatin AUC
6. Qay 1 for at least 4, and no more than 6 cycles,
d by Avastin 15 mg/kg on Day 1 until objective PD|
c r other criteria for treatment discontinuation are met.
Duration: once every 21 [£3] days

\Q Number Randomised: 367

y_ 3
-
Endpoints and Primary: Overall &Rﬁ the proportion of subjects with a best overall response
definitions Response Ra@> (BOR) of CR or PR (by RECIST v1.1)
Second O ORR at the rate of the best response of CR or PR (by RECIST
Over; sponse | Week 19 v1.1) assessed at Week 19
ﬁte eek 19
(AY . - .
ondary: PFS the time from randomisation to the first documented
’\QP Progression-free disease progression (PD) or death, whichever occurred
0\(') Survival first
6 Secondary: oS the time from randomisation to death due to any cause
@ Overall Survival
Secondary: DOR the time from the first documented PR or CR (by RECIST|
Duration of v1.1) to the first documented objective PD or death,
Response whichever occurred first
Secondary: DCR the rate of CR, PR, SD (=6 weeks)
Disease Control
Rate
Database lock 02 May 2019
Results and Analysis
Analysis description Primary Analysis
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Analysis population
and time point
description

Per protocol set (PPS), defined as all patients randomised to treatment who received at

least 1 dose of IP with no important protocol deviations. Patients will be included in the

treatment group according to the treatment actually given.

Descriptive statistics
and estimate variability

Treatment group FKB238 Avastin
Number of subjects 352 354
ORR by blinded independent central

review (BICR)

Number (%) 182(51.7) 189(53.4)

95% Confidence Interval

(46.35, 57.03)

ORR by investigator
Number (%)
95% Confidence Interval

185(52.6)
(47.20, 57.87)

(48.04,@8)

. @(50.3)

f\&( .95, 55.61)

ORR at Week 19 (BICR)
Number (%)
95% Confidence Interval

(42.41

168(4

2

N~

180(50.8)
(45.51, 56.17)

PFS (BICR) x

Median @ 7.62
95% Confidence Interval Q(7.46, 8.15) (6.87, 7.82)
: o

Median \ 14.13 16.95

95% Confidence Interval

O

(12.62, 16.56)

(14.55, 19.02)

DOR
Median

95% ConfidenceS*C)/al

o
\\

6.47
(5.39, 7.69)

6.28
(4.86, 7.16)

Effect estimate per
comparison

QS
N\
DO

D
o

Primary endpojnt:

Comparison groups

FKB238 - Avastin

Difference in ORR (BICR)

-0.02

95% Confidence Interval

(-0.0905, 0.0568)

\d

ORR K
Q&/ analysis

Comparison groups

FKB238 - Avastin

Sensitivity
analysis

Difference in ORR (Investigator)

0.02

95% Confidence Interval

(-0.0510, 0.0965)

Secondary endpoint:
ORR (BICR) at Week

Comparison groups

FKB238 - Avastin

19

Difference in ORR (BICR) at Week 19

-0.03

95% Confidence Interval

-0.1049, 0.0425

Secondary endpoint: Comparison groups FKB238/Avastin
PFS

Hazard Ratio (HR) for PFS (BICR) 0.96

95% Confidence Interval (0.81, 1.15)
Secondary endpoint: Comparison groups FKB238/Avastin
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0os HR for OS 1.19

95% Confidence Interval (0.97, 1.47)

Notes The primary analysis for EMA was based on the PPS. Analyses based on the Intent-to-treat

(ITT) population were also performed.

Analysis performed across trials (pooled analyses and meta-analysis)

Not applicable.

Clinical studies in special populations @é

L 2
Not applicable for biosimilars. K\%

Not applicable.

Supportive studies \\'Q
O
o

2.5.3. Discussion on clinical efficacy é

Design and conduct of clinical studies OQ

The clinical development program to demonstrate bi ilarity between FKB238 and EU-Avastin
(bevacizumab) in combination with paclitaxel an platin is based on a randomised, double blind,
comparative, multi-national (146 centres scregnedpatients in 24 countries with 136 centres randomising
patients), phase 3 study in first line patient@xﬁ advanced or recurrent non-squamous NSCLC.

A single pivotal phase 3 equivalence t QBBS-OOZ) regarding similarity on efficacy and safety is

considered adequate to support thi cation. The study design, study population, inclusion/exclusion
criteria, dose regimen, study enx s and sample size were in general in compliance with the given

CHMP scientific advice. Indee% -squamous NSCLC is considered a relevant and sensitive population
for detection of potential differerees between the two products. Study protocol amendments 3 and 4 were
conducted after the firs ient signed informed consent. The amendment 3 concerned a change in the
handling of subjec veloping toxicity and allowed these patients to continue after a delay of more than
3 weeks. This ma@}‘uight have had an impact on efficacy analysis in the form of possible selection bias.
However, th \l Ivity analysis in the ITT population showed similar result to that seen in the PPS

populatior®
The

of patients randomised to the study was consistent with the original sample size calculations.
Based the result of a meta-analysis of available randomised clinical studies of EU-Avastin, the
equivalence margin for the risk difference of ORR was defined to be £ 0.1221 which is acceptable from a
statistical and clinical point of view. Randomisation was stratified using a block randomisation scheme
according to EGFR mutation and ALK gene arrangement status, geographical region, prior weight loss
over the previous six months and disease stage.

The study was conducted in several geographic areas and countries possibly having divergent practices
and bringing variability for the data evaluation. Overall, the difference between regions had no
statistically significant impact on the outcome (data not shown). The Applicant repeated the interaction
test with the inclusion of the geographic regions “South America” and “Eastern Europe” previously
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integrated in the “All other regions” subgroup, which showed no statistical evidence of the heterogeneity
among regions (interaction p-value = 0.5164).

Inclusion/exclusion criteria are based on those of the EU-Avastin pivotal trial supporting the NSCLC
indication (EMEA/H/C/000582/11/0009). In the current study, a slightly different patient population was
accepted (i.e. 10-12% of the patients were Stage I to IIIA, n=82) compared to the Avastin registration
study (study E4599 also stage IIIB patients with malignant pleural effusion were eligible, n=44).
Nevertheless, no significant differences were observed in the ORR between the patients having lower than
Stage 1V disease by initial staging vs. the overall patient population. This deviation in inclusion is thus not
expected to affect the overall study outcome. Patients with known sensitising EGFR mutations and ALK
gene arrangements were excluded from the study as current recommendation is to treat these
with TKIs while EGFR/ALK negative patients were included. However, the majority of patients
treatment arms had status unknown (EGFR mutation 73 %, ALK mutation 87 %) since_t
mandatory for this trial. Nevertheless, status unknown is deemed not to preclude d&

biosimilarity, and importantly, randomisation has been stratified according to EGFR tion and ALK

gene arrangement status (known negative versus status unknown for either). Q

The primary efficacy endpoint of the study is overall response rate (ORR) d% as the proportion of
patients with a best overall response (BOR) of complete response (CR) or @a response (PR) by RECIST
vl.1, as assessed by blinded independent central review (BICR). The gecondary endpoints included ORR
(by RECIST v1.1) at week 19, PFS (defined as the time from randéion to the first documented
disease progression [PD]) or death, whichever occurs first), OS %zed as the time from randomisation
to death from any cause), duration of response (DoR) and di§e ntrol rate (DCR).

The choice of primary endpoint was not in line with the Qmendation in the CHMP SA, which
emphasised that ORR should be compared at a specifj d sensitive time point and not as BOR of CR and
PR. Nevertheless, ORR at Week 19 was included Q::ondary endpoint and analysed using the same
methods as for the primary endpoint, which is,considered adequate. The other endpoints for this study
are agreed. Endpoint analyses were conducfe both the PPS and the ITT populations. PPS was the
primary analysis set and included all patignts Fandomised to treatment who received at least one dose of
IP and who had no important protocopé/ ations. Blinded independent central review assessment was
used as the pivotal results of the or both primary and secondary analyses.

Efficacy data and aﬁ{:&nal analyses

One thousand and.t hree patients were screened, and of these, 731 were randomised to receive
study treatmeqt.g ta cut-off (DCO), defined as 12 months from randomisation of the last patient
enrolled in th 7 was 24th of January 2019. All data up to and including this date were included in the
study anal 69.7% (656) of patients had discontinued from study at DCO, the main reason was death,
with a @‘uumber of patients that had died in the FKB238 arm compared to the Avastin arm [195
pati .9%] vs. 177 patients [48.4%], respectively]). The majority of patients had no important
protocot deviations (96.6% overall) with similar numbers across both arms.

There were some imbalances in demography and baseline characteristics in the overall ITT-population
such as more current smokers, more patients with a past and current medical history of cardiovascular
conditions, more patients with current respiratory conditions, and smaller number of patients who
received subsequent anti-cancer therapy in the FKB238 arm (Refer to the Clinical Safety discussion for
further details). During the study, a total of 36 patients had palliative radiotherapy. Of these, 6 patients
(1 in the FKB238 arm and 5 in the Avastin arm) received it during the treatment period while the
remaining received it post-treatment. In addition, 1 patient underwent surgery during study treatment
(data not shown).
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For the primary endpoint ORR (PPS), similar outcomes were reported across the two arms (51.7% and
53.4% in the FKB238 and EU-Avastin arms, respectively). The difference in ORR was -0.02 (95% CI:
-0.095, 0.568) and was well within the pre-defined equivalence margin, supporting similar efficacy
between FKB238 and EU-Avastin.

In addition, outcomes of the following endpoint and sensitivity analyses support the above-mentioned
conclusions: (i) The ORR risk difference (RD) primary endpoint (BICR and investigator evaluated), and (ii)
the RD for the ORR at Week 19 secondary endpoint (BICR and investigator evaluated) in the ITT
population, as well as (iii) the sensitivity analysis in the PP population for the DOR (HR) (data not shown).

endpoints for both ITT and PPS populations. The data showed similar response rate and surviv ach
subgroup except for the Western Europe region and the current smoking status. However t

subgroups are small in sample size, and hence it is impossible to draw robust conclu5|orf\ d on these
data.

The Applicant has provided the requested forest plots and subgroup analyses data for the ORR EEd 0s

At week six, there was a slightly higher proportion of responders in the FKB2 r Qan in the
EU-Avastin arm (93 [26.4%] versus 81 [22.9%] patients). Clearly higher prop%f patients remained
in response over 12 months of duration in the FKB238 group (16.5% vs. 8.6%0 e median time to onset
of objective response from randomisation was also shorter in the FKB han in the EU-Avastin arm
(6.93 weeks versus 11.29 weeks, respectively). However, this migh i@ue to a sampling artefact of the
different response assessment timings (i.e. 6 weeks and 12 wee mean time to response was 10.4
and 10.5 weeks for the FKB238 and Avastin arms, respectiv %
o

The estimated proportion of patients who were alive an @ ion-free at 12 months was 24.8% (95%
CI: 19.8% to 30.2%) in the FKB238 arm and 24.8% (95¢ 19.7% to 30.2%) in the EU-Avastin arm.
The estimated median PFS was 7.72 months (95% Cb.46 to 8.15 months) and 7.62 months (95% CI:
6.87 to 7.82 months), respectively.

The estimated OS rate at 12 months was 57. (95% CI: 52.1% to 62.9%) in the FKB238 arm and
63.5% (95% CI: 57.9% to 68.5%) in -Avastin arm in the overall PPS. The Kaplan-Meyer (KM)
survival curves in the overall PPS wer erlapping until 3 months, at which time point the survival curves
showed a slight separation betwe e treatment arms. However, the KM survival curves did not show
any tendency of time-depend crease in the death rate difference between the treatment groups,
implying similarity in the gro Qlon of the disease by time. The estimated median OS for the PPS was
14.13 months (95% CI: to 16.56 months) and 16.95 months (95% CI: 14.55 to 19.02 months) in
the FKB238 and A\‘E!SQ%S, respectively (HR 1.19 [95% CI: 0.97 to 1.47]). Nevertheless, the
estimated HR was ignificantly different from 1, and the 95% CI contained value 1 although the
margins were in favour of the reference product. Besides, the study FKB238-002 was not
powered to d @ ny firm conclusions on the efficacy based on OS, and no type 1 error control was
include @mrmore, survival status of 14 subjects in the Avastin group is unknown due to withdrawal
of capse nd subsequently lost information on survival. Therefore, some deaths in the Avastin group
might possibly not have been recorded (refer to Discussion on Clinical Safety).

According to the post-hoc subgroup analysis provided (data not shown), the events of deaths in the
absence of RECIST progression were slightly higher in the FKB238 group being 20.1% (73/364) vs.
16.1% (59/367) in the EU-Avastin arm. Based on the KM curves in patients without PD (by BICR) who
died in the ITT population, the survival curves were almost overlapping until 10 months, including at the
3-month time point. Therefore, the slightly lower survival in the overall FKB238 group cannot be
explained by the difference in patients who discontinued without PD. Of note, the comparison and the
causality evaluation of the deaths in this analysis (in patients who died without PD) is hampered due to
the following: (i) After randomisation was broken, the comparisons did not include the initially
randomised groups, and (ii) the treatment groups were no longer comparable in terms of anticancer
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treatments after the discontinuation or the completion of study. Although slightly more events of deaths
were reported as a reason for discontinuation in the FKB238 group in the absence of RECIST progression
by BICR, the large part of these were considered not necessarily due to AEs related to the treatment
investigated.

As indicated in the Guideline on similar biological medicinal products containing monoclonal antibodies -
non-clinical and clinical issues (EMA/CHMP/BMWP/403543/2010) OS may not be sensitive enough for
establishing comparability of a biosimilar mAb to a reference mAb, since they may be influenced by
various factors not attributable to differences between the biosimilar mAb and the reference mAb, but by
factors like tumour burden, performance status, previous lines of treatments, underlying clinical
conditions, subsequent lines of treatment, etc. The observed imbalances in baseline characteri
(including patients with possibly worse prognosis due to several confounding factors) may li
reflecting that the patients in the biosimilar arm might have been a more vulnerable pati
potentially contributing to the noted difference. Importantly, the potential OS-differen \
by an effect in PFS, DoR and DCR, hazard and odds ratios. In addition, the types of ﬁw
variable including treatment-related and non-treatment-related deaths, with A&attern or
accumulation of certain causes. Finally, one important factor potentially mis%&

up,
ot reflected
S were very

g the groups or their
and 4/5 of patients,
h regards to the type and

disease characteristics is the fact that EGFR and ALK status was unknow
respectively. Therefore, it is difficult to compare the patient heterogen it%t
severity of disease. {

Overall, considering the totality of evidence, the OS-results sho%? interpreted with caution. It has to
be taken into consideration that the study was neither adequ%‘y wered to demonstrate equivalence
nor to detect differences in OS, and no type 1 error congr included. In addition, the 95% CI

contained value 1 although the margins were skewed inr%tour of the reference product. The KM survival

curves do not indicate any tendency of the time-d ent increase in the death rate difference, which
speaks against the differences in disease progressior® between the study arms. The divergence seen
early, only at 3-month time point in KM survj urve (being similar thereafter) might be due to patient

heterogeneity and/or a random data variati ther than a real treatment effect. Taken together, several
confounding and potentially contributi éors may have had an impact on the nhumerical
OS-differences, and there is no indj of a difference in real treatment effect that may compromise
biosimilarity. 6

2.5.4. Conclusion%qge clinical efficacy

The presented daté@e primary endpoint from study FKB238-002 support similar efficacy between

FKB238 and iés@ ce product, EU-Avastin.

2.6. i@cal safety

The aphplicant is seeking approval of FKB238 as a biosimilar bevacizumab product to the reference
medicinal product European Union (EU)-approved, Avastin.

Comparative safety data of FKB238 was derived from three clinical studies.The study designed to
contribute key safety data was a randomised, double-blind, parallel study, conducted in 24 countries to
compare the efficacy and safety of FKB238 to EU-Avastin when used in combination with paclitaxel and
carboplatin in the first-line treatment of patients with advanced/recurrent non-squamous non-small cell
lung cancer (NS-NSCLC; Study FKB238-002).

Prior to that, a single-dose PK study was conducted in the United Kingdom (UK) in healthy male subjects
to compare the PK properties and safety of FKB238 with US-Avastin and EU-Avastin (Study
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FKB238-001). An additional PK study has been conducted, to meet the requirements of the Japanese
Pharmaceuticals and Medical Devices Agency, to compare the PK characteristics and safety of FKB238
with those of EU-Avastin in Japanese healthy male subjects (Study FKB238-003).

Safety data are presented by study with no combined or integrated analyses of safety across studies
planned or performed due to different treated study populations (NSCLC subjects versus healthy
subjects) and different dosing regimens (single-dose versus multiple-dose).

Patient exposure

Comparative clinical study FKB238-002
A summary of exposure, by study treatment, is presented for study FKB238-002 in Table 2
A total of 728 patients received at least 1 dose of IP (FKB238 or Avastin). Across both £¢h
Avastin arms, approximately half of patients had either an IP dose interruption or delay &‘
198 [54.1%] patients, respectively. Most of these were IP delays, which were repo i

and 197 (53.8%) patients in the FKB238 and Avastin arms, respectively, with

having <3 delays. 0

O

38 and

50.8%] and

184 (50.8%)
jority of these

Table 24: Extent of exposure: Safety Population (Study FKB238-002)

Q}
Paclitaxel

Bevacizumab exposure Carboplatin exposure
FKB138 Avastin FKB138 astin FKB238 Avastin
(N=362) (N=366) (N=362) \ =366) (N=362) (N=366)
Number of cycles “ >
Mean (SD) 11.4 (8.42) 11.5 (8.26) 47 (ﬁ@v 4.8 (1.57) 4.7(1.58) 43 (1.57)
Range 1to35 1137 ((Nes 1106 1106 lto6
Duration of exposure? [weeks] QAV
Mean (SD) 35.36 (26.03) 3587 (253 N 1474 (5.28) 15.14 (5.24) 14.81 (5.25) 15.13 (5.25
Range 03to 1106 09to lm‘\ 03t0236 0.9 to 25.4 0.3 t0 23.6 09to 284
Dose intensity? [mg/kg/3 weeks (FKB238 and Avastin); n&g-"x{?-‘:\M(pacHtaxel); AUC/3 weeks (carboplatin)]
Mean (SD) 14.46 (0.75) MMQI) 190.17 (16.94) 190.02 (15.09) 3.62 (0.61) 3.60 (0.35)
Range 10610 158 (-\\aﬁo 154 10.8 to 223.2 118.2t0 2139 321004 37t0 81
Relative dose intensity® [n (%)] LN
<60% ol Y 0 1(03) 1(03) 3 (0.8) 0
>60% to <80% wl .TX 12 (3.3) 16 (4.4) 22 (6.0) 32(8.8) 33 (9.0)
=30% to <90% .6) 36 (9.8) 36 (13.3) 39 (16.1) 69 (19.1) T2(19.T)
=00% to <100% ° 7 (37.2) 20% (56.8) 193 (33.3) 177 (48.4) 169 (46.7) 183 (50.53)
>100% to <110% 118 (32.6) 110 (30.1) 94 (26.0) 107 (29.2) 84 (23.2) 73 (19.9)
=110% 0 0 2(0.6) 0 5(1.4) 3(0.8)

earli lowing dates (date of death, date of study discontinuation, date last known to be alive), as applicable.
b Dos ity=Cumulative dose level / ((last dosing date - first dosing date + 21) / 21).
c Relativéddose intensity was calculated as the dose intensity divided by the planned dose per cycle.

'\V
AUC=area underve; CSR=clinical study report; SD=standard deviation.

a Duration of EXPQ e=(last dosing date - first dosing date + 21) / 7. For patients who died, were discontinued, or lost to follow-up prior
to the en t 4 1 days from last dose, duration was defined as (censoring date - first dosing date + 1) / 7, with censoring date as the
ol

Pharmacokinetic Studies FKB238-001 and FKB238-003

A total of 139 healthy male subjects received a single dose of FKB238 or Avastin, including 99 subjects in
Study FKB238-001 (33 FKB238, 34 EU-Avastin, 32 US-Avastin) and 40 subjects in Study FKB238-003 (20

FKB238, 20 EU-Avastin).

Baseline Demographics

Please refer to Table 14 and Table 15, Baseline section in the Clinical efficacy part for a tabular overview

of Baseline demographics.
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The proportion of patients with any previous medical history was slightly higher in the FKB238 arm
(27.2%) than in the Avastin arm (22.9%), with slight imbalances in the frequencies of previous medical
history SOCs between the treatment arms. Slightly more patients in the FKB238 arm than in the Avastin
arm had a previous medical history pertaining to cardiac disorders, (15 [4.1%] patients versus 9 [2.5%]
patients, respectively). On the other hand, slightly fewer patients in the FKB238 arm than in the Avastin
arm had a previous medical history of respiratory, thoracic and mediastinal disorders (9 [2.5%] patients
versus 19 [5.2%] patients, respectively).

The proportion of patients with any current medical history was slightly higher in the FKB238 arm
(89.8%) than in the Avastin arm (85.8%), with small imbalances in the frequencies of current medical
history SOCs between the treatment arms. Of note, more patients in the FKB238 arm than in th astin
arm had current medical histories in the SOC of respiratory, thoracic and mediastinal disord 8
[48.9%] versus 139 [37.9%] patients, respectively). At the PT level, individual currentm&ristories
were balanced across treatment arms, with the exceptions of cough (FKB238, 59 [16.@ vastin, 31

[8.4%]1) and dyspnoea (FKB238, 55 [15.1%]); Avastin, 31 [8.4%]). O

Adverse events 0

Comparative clinical Study FKB238-002 @
An overall summary of AEs for Study FKB238-002 is presented in @S\ZS.

\<§\Q

| @Q
- O
N\

S

Q
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Table 25: Overall summary of adverse events: Safety Population (Study FKB238-002)

FEKB23§ Avastin

Characteristic (N=361) (N=366)

Number (%) of patients” with at least ome:

TEAE 3M1(94.2) 348 (95.1)
Causally related to IP* 148 (40.9) 174 (47.5)
Causally related to any combination drugs’ 298 (823) 309 (34.4)
Causally related to study treatment® 309 (85.4) 315 (86.1)

CTCAE grade 3 or lugher TEAE 194 (536) 203 (55.5)
Causally related to [P* 40(11.0) 30(13.7) 6
Causally related to any combination drugs' 1210334 14339 %Q_P)
Causally related to study treatment’ 132(36.5) 138 31O\

TEAE leading to discontinuation of [P O9 41
Causally related to IP* 14(39) NN

TEAE leading to discontinuation of any combmation drgs £2(11.6) N\ (10.1)
Causally related to any combination drugs® M4 25(68)

TEAE leading to discontinuation of study treatment 55052 A\ 58(15.8)
Causally related to study treatment® al( g 41(11.2)

TESAE g 95 26.0)
Causally related to [P* < 2) N7
Causally related to any combination drugs* N\ 20 (11.0) 430117
Causally related to study treatment® G S1(14.1) 54(148)

TEAE leading to death Q‘ 30 (83) 23 (6.3)
Causally related 1o [P* K ",\' 3(08) 2(0.5)
Causally related to any combination drugs" 2(0.6) 3(08)
Causally related to study treatment® 4011 4(11)

CSR=clinical study report; CTCAE=Co Terminology Criteria for Adverse Events; IP=investigational product;
TEAE=treatment-emergent adverse e SAE=treatment-emergent serious adverse event.

a Patients with multiple events i es category are counted only once in that category. Patients with events in
>1 category are counted once i of those categories.

b As assessed by the investiga%

r Studies FKB238-001 and FKB238-003 is presented in the table below.

ary of adverse events: Safety Population (Studies FKB238-001 and FKB238-003)

Srudy FRB138.001 Study FEKB238-003

An overall summary of AE
Table 26: Overall

\g’ FKB23§ | EU-Avastin | US-Avastin | FKB238 | EU-Avastin
(N=33) N=34) (N=32) (N=20) (N=20)

E:Sﬂmdnwm with at least one:

TEAE e | 065 | B3 | 1200 6(30.0)

SAE 1} 0 0 0 0

Grade 3 or hagher TEAE 1.0) 0 0 0 0

TEAE leading to premature study 0 0 0 0 0

discontinuation

TEADR 15455 | 1G9 12 (37.5) 2(10.0) 1(5.0)

CSR=clinical study report; EU=European Union; SAE=serious adverse event; TEADR=treatment-emergent adverse drug reaction;
TEAE=treatment-emergent adverse event; US=United States.
TEADRs are defined as TEAEs where the relationship to study medication was recorded as ‘related’ or ‘possibly related’.
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Common adverse events
Comparative clinical Study FKB238-002

A summary of TEAEs, by SOC and PT, is presented for Study FKB238-002 in Table 27.

Table 27: Treatment-emergent adverse events reported for =5% of patients in either treatment group:

Safety Population (Study FKB238-002)

O

FKB23§ Avastin
SOC (N=362) (N=366)
PT Number (%) of patients
Number (%) of patients with =1 TEAE 341 (94.2) 348 (95.1)
Blood and lvmphatic system disorders 200 (55.2) 216 (59.0)
Anaemia 105 (29.0) 119(325)
Leukopenia 43 (11.9) 50 (13.7) "s‘g
Neutropena 109 (30.1) 145 (3m
Thrombocytopenia 44 (12.2) W
Gastrointestinal disorders 115 (30.8) & (29.5)
Constipation 19(3.2) Q 21 (3.1
Dharrhoea 3509.1) ~ 35(9.6)
Nausea 21449/ 45(123)
Vomiting Q 18(49)
General disorders and administration site conditions ) 133 (36.3)
Astherua (10.2) 59(16.1)
Fatigue 410113 45(123)
Pyrexia Q‘ 15(4.1) NED
Non-cardiac chest pam ‘é' 18(5.0) 11(3.0)
Infections and infestations 70213 88 (24.0)
Pneumoma A 18 (3.0) 20 (3.5)
Investigations R 160 (44.2) 169 (46.2)
38(10.5) 35(96)
32(88) 35(9.8)
19(5.2) 27(14)
38(10.5) 31(85)
24 (6.6) 25(68)
30(83) 25 (6.8)
41(11.3) 56(15.3)
24 (6.6) 26(7.1)
Metabolism and nutrition disorders 89 (24.6) 109 (29.8)
Decreased appetite 43(119) 42(11.5)
Hyperglycaemia 14(39) 22(6.0)
Musculoskeletal and connective tissue disorders 94 (26.0) 102 (27.9)
Arnhralgza 31(8%8) 36(9.8)
Back pain 22(6.1) 154.1)
Myalga 29(8.0) 3287)

CHMP assessment report
EMA/427966/2020

Page 76/116



O

FEB238 Avastin

SOC (N=362) (N=366)
PT Number (%) of patients

Nervous svstem disorders 159 (439) 162 (44.3)
Headache 18(5.00 23(6.3)
Neuropathy penpheral 58 (16.0) 52(142)
Paraesthesia 24(66) 22(6.0)
Penipheral sensory newropathy 180T 25(68)
Polyneuropathy 16(44) 23(63)

Renal and urinary disorders 39 (10.5) 56 (15.3)
Proteumna 24 (66) 41(112) ’g

Respiratory, thoracic and mediastinal disorders $8(24.9) 101 27.6°)
Cough 17@.7 25 (6
Dyspnoea 18 (5.0
Epistaxis 16 (4.4) ) ‘&r

Skin and subcutaneons tissue disorders 168 (46.4) Qﬁ (48.1)
Alopecia 154 (42.5) {b 159 (43 4)

Vascular disorders 27Q5T) 61 (16.7)
Hypertension 42q1 4“0

CSR=clinical study report; MedDRA=Medical Dictionary for Regulatory

TEAE=treatment-emergent adverse event.
TEAEs were coded using MedDRA Version 21.1.

N

T=preferred term; SOC=system organ class;

A summary of TEAEs, by SOC and PT, is presente@s Studies FKB238-001 and FKB238-003 in Table 28.
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Table 28: Treatment-emergent adverse events reported for =5% of subjects in any treatment

group/study Safety Population (Studies FKB238-001 and FKB238-003)

Smdy FKB2385-001

Study FKB238-003

FEB13S EU.-Avastin | US-Avastin FEB2138 | EU.Avastin
S0C (N=33) (N=34) (N=32) (N=20) (N=20)
PT Number (%) of subjects
Number (%) of subjects with 32 (97.0) 26 (76.5) 23 (71.9) 12 (60.0) 6 (30.0)
=1 TEAE
Nervous svitem disorders 16 (45.5) T (20.6) 12(37.5) 1(3.0) 1(5.0)
Headache 16 (48.5) 6(17.6) 10(31.3) 1(5.0) 1(5.0)
Dizziness 0 129) 2(6.3) 0 0
Respiratory, thoracic and 11 (33.3) T(20.6) 12(37.5) 1(5.0) L] \f
mediastinal disorders M 6
Orophanyngeal pun i 2(59) 5 (15.6) 0 (‘\e '
Epistaxs 31 3(88) 3(9.4) 0 -\Vn
Plunorrhoea 160 1(88) 3(9.4) 0 ﬁ\ 0
Nasal congestion 2(6.1) 129) 3 (9.4) N\J* 0
Cough i) 2(59) 0 %’ 0
Musculoskeletal and connective 10 (30.3) (215 4(12.5) 2 (10.0) 1(5.00
tissue disorders @
Back pam i) 4(11.8) 1 0 0
Arthralga 2 (6.1) 368 | A\ i 0 0
Myalgia 2 (6.1) 0 T (3.1) 2 (10.0) 0
Gastrointestinal disorders 1(6.1) g {26.@ T(21.9) 0 1}
Tooth ache 103.00 4 ‘B 2(6.3) 0 0
Dyspepsia 0 ,&,[5.'3} 0 0 0
Mouth ulceration '[I" 0\) 0 2(6.3) 0 0
Infections and infestations e - 6 (17.6) 5(15.6) 0 (45.0) 1
Masopharyngitis Q 4(11.8) 2(6.3) 7(350) 0
Tooth infection f&n 0 0 0 0
zeneral disorders and \Y (el 5(14.7) 5(15.0) 0 1}
administration site cnnd.iﬁﬁ
Fatigue . ’Q'U. 1(3.0) 3(8.9) 1G.1) 0 0
Influenza like illngss\ 103.00 1029 2(6.3) 0
;?:r:ili slicg{h! tissue 1(3.00 4(1L.8) 1(3.1) 1(5.0)
Dry #inl¢d) 1(3.0) 3(3.9) 0 0
Inv&pigdyivns 1(3.0) 0 3(150) | 3050
Alanthe aminotransferase 103.00 0 0 0 3(15.0)
increased

CSR=clinical study report; EU=European Union; MedDRA=Medical Dictionary for Regulatory Activities; PT=preferred
term; SOC=system organ class; TEAE=treatment-emergent adverse event; US=United States.
Events ordered per overall SOC and PT frequency in Study FKB238-001.
TEAEs were coded using MedDRA Version 17.1 and Version 21.1 in Studies FKB238-001 and FKB238-003, respectively.

Source: Table 10 and Table 14.3.1.2.2.1, Study FKB238-001 CSR (Module 5.3.3.1); Table 10 and Errata Table 14.3.1.2.2.1, Study

FKB238-003 CSR (Module 5.3.5.4).

There was an imbalance in reported TEAEs between treatment arms in both PK-studies. Headache was a
commonly reported TEAE and with highest frequency in the FKB238 arm (48.5% compared to 17.6% in
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the EU-Avastin arm and 31.3% in the US-Avastin arm). Headache was also the most common reported
TEADR although with less prominent difference between the treatment arms. Regarding to the frequency
of headache, elevations in the diastolic blood pressure were observed in the morning and in the evening
across all treatment arms without a pattern. Other measurements (laboratory values, ECG, vital signs)

were well balanced as well.

Treatment-related adverse events
Comparative clinical Study FKB238-002

A summary of TEADRs (considered causally related to IP, FKB238 or Avastin, by the investigator), by SOC
and PT, is presented for Study FKB238-002 in Table 29.

Table 29: Treatment-emergent adverse drug reactions reported for >=5% of patients in either trent

group: Safety Population (Study FKB238-002)

Avasti .\Cg-

%)

FEB13§
S0C (N=362) (N=3584°
PT Number (%) of pati \ 4
Number (%) of patients with =1 TEADR 148 (409) l;@kﬁ}
Investigations 15 (124) N (13.7)
Bleod and Ivmphatic svitem disorders 411(11.3) % 59 (16.1)
Ansenua Jlfﬁil(@» 0.7
Neutropema 14 (3.9) 29(79)
Vascular disorders 2 @ON 7 32(8.7)
Hypertension N\ 26(7.1)
Skin and subcutaneous tistue ditorders O\ ] .M 40 (10.9)
Alopecia QV 18 (5.0) 30 (82)
Gastrointestinal disorders 2569 3.7
Respiratory, thoracic and mediastinal disordery \_) 25 (69) 9 (79)
General disorders and administration site bﬁli 23 (64 43(1L.T)
Astherua e 13(3.6) 23 (6.3)
Nervous svstem disorders o~ 11(61) 9079
Metabolism and nurrition m@ I3y 15 (49)
Renal and urinary di 38 33 9.0)
Proteinuna .@ 174D 0.7

»

CSR=clinical stu

TEAE=treatment gent adverse event.
Events order: equency in the FKB238 arm.
TEADRs

TEAEspwe

JIP=investigational product; MedDRA=Medical Dictionary for Regulatory Activities;
=system organ class; TEADR=treatment-emergent adverse drug reaction;

d as TEAEs considered causally related to IP (FKB238 or Avastin), as assessed by the investigator.
ded using MedDRA Version 21.1. Source: Table 14.3.2.7, Study FKB238-002 CSR (Module 5.3.5.1).

A summary of TEADRs by SOC and PT, is presented for Studies FKB238-001 and FKB238-003 in Table 30.

CHMP assessment report
EMA/427966/2020

Page 79/116



Table 30: Treatment-emergent adverse drug reactions reported for >5% of subjects in any treatment

group in either study: Safety Population (Studies FKB238-001 and FKB238-003)

Studvy FKB235-001 Study FKB238-003
FEB23§ | EU-Avastin | US-Avastin | FEB238 | EU-Avastin
S0C (N=33) N=34) N=32) (N=20) (N=20)
PT Number (%) of subjects
Number (%) of subjects with 15(45.5) 113L48 12375 2(10.00 105.00
=1 TEADR
Nervous svstem disorders 8242 Jss T2, 0
Headache 84D 2059 6(188) 0 0
Respiratory, thoracic and 2 (6.1 LY 8 4(12.5) 0 f
mediastinal disorders .
Epistaxis 2(6.1) ) 194 0 N
General disorders and 1 (3.0) 1(8.5) 3(9.4) O‘
administration sdte conditions
Fatigue 1(3.0) ign 1(3.1) 0 0
Musculoskeletal and conneciive 4(12.1) 259 1i3.1) | [}
tissue disorders
Back pamn 2{6.1) 129 0 g 0 0
Myalga 1(3.0) 0 0 1(5.0)
5kin and subcutaneous tivsue 1(3.0 LY E ) 1 0 1(5.0)
disorders N\
Dry skin 16.0) 188~ * 0 0 0
Nail bed blesding 0 Q 0 0 10500
Investigations 0 ‘\’l 0 1(5.0) 0
Gamma-glutamyltransferase 0 0 ] 15.0) 0
increased

CSR=clinical study report; EU=European Unj

term; SOC=system organ class; TEADR=

US=United States.

Events ordered per overall SOC frequ

\rsio% 17.1 and Version 21.1 in Studies FKB238-001 and FKB238-003,
ble 14.3.1.2.2.2, Study FKB238-001 CSR (Module 5.3.3.1); Table 12 and Table 14.3.1.2.2.2,

TEADRSs are defined as TEAEs whege

TEADRs were coded using Med
respectively. Source: Table 11

Study FKB238-003 CSR’(M

Adverse events
>

DRA=Medical Dictionary for Regulatory Activities; PT=preferred

n Study FKB238-001.

lationship to study medication was recorded as ‘related’ or ‘possibly related’.

cial interest

t-emergent adverse drug reaction; TEAE=treatment-emergent adverse event;

AEs of specia@est were identified using a prospectively compiled list of medical concepts aligned with
nt identified risks in the Avastin EU Risk Management Plan (RMP; Version 28.1), in order

Comp

the list of |®
to reﬂ@ expected class-related toxicities for an Avastin biosimilar.

tive clinical Study FKB238-002: Analysis of adverse events by organ system or syndrome:
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Table 31: Summary of TEAEs of special interest: Safety Population (Study FKB238-002)

Medical concept Number (%s) of patients®

FKB21§ Avastin Tatal

(N=362) (N=366) (N=718)
Patients wath any TEAE of special mnterest 266 (73.5) 280 (76.5) 546 (75.00
Artenal thromboembolic events 5(14) 2(0.5) T(1.0)
Bleeding / Haemorrhage H4(12.2) 35(15.00 99 (13.6)
Cardiac disorders (excluding CHF and ATE) 17(4.7) 24 (6.6) 41 [Sf)
Congestive heart failure 13 (3.6) 13(3.6) 26 (
Embryo-foetal development disturbance 0 3 (08) PE )
Fistula (excluding gastrowmtestinal) 2(0.6) 1(03) A\ N04)
Gallbladder perforation 0 1(0.3) Q’él(ﬂl]
Gastromtestinal perforation 3(08) -i{lN 7(1.0)
Hypersensitiaty reactions / Infusion reactions 48 (13.3) 43 {w{ 91 (12.5)
Hypertension 42 (11.6) 0B 95 (13.0)
Neutropema 141 (39.00) ~ 174 (47.5) 315(43.3)
Osteonecrosis of the jaw 1(0 3}_& 5(14) 6(0.8)
Peripheral sensory neuropathy 134 GONS  132061) 266 (36.5)
Postenor reveruble encephalopathy syndrome \& 0 1(0.1)
Protewnuna N\ 41(11.2) 68 (9.3)
Pulmonary haemorrhage N3 (08) 2(05) 5(0.7)
Pulmonary hypertension ,,\! 22(6.1) 29(7.9) 51(1.0)
Surgery and wound healing complications é 0 2(05) 2(03)
Venous thromboembohc events 13(3.6) B(2.2 21029

AE=adverse event; ATE=arterial thromb
MedDRA=Medical Dictionary for Regul
MedDRA version 21.1.

Number (%) of patients are sortw):a

@Patients with multiple AEs are

tically by TEAE of special interest.
once for each medical concept.

Source: Table 14.3.6.1, Stu 6 8-002 CSR (Module 5.3.5.1).

bollc events

events CHF=congestive heart failure; CSR=clinical study report;
t|V|t|es TEAE=treatment-emergent adverse event.

Arterial thr&
TEAEs er@ to the medical concept of arterial thromboembolic events are shown in Table 32.

CTC
in the

de 3 TEAEs were experienced by 3 (0.8%) patients in the FKB238 arm and 2 (0.5%) patients

astin arm, respectively. TEAEs considered related to IP were experienced by 3 (0.8%) and 1

(0.3%) patients, respectively, and TEAEs considered related to study treatment (IP and/or any
combination drugs) were experienced by 3 (0.8%) and 1 (0.3%) patients, respectively. One (0.3%)
patient in each of the treatment arms discontinued IP due to arterial thromboembolic events, and 1

(0.3%) patient in each of treatment arms discontinued study treatment due to arterial thromboembolic
events. One (0.3%) patient in each of the treatment arms experienced arterial thromboembolic events

leading to death.

CHMP assessment report
EMA/427966/2020

Page 81/116




Table 32: Summary of TEAEs pertaining to the medical concept of arterial thromboembolic events: Study
FKB238-002 (Safety Population)

Medical concept Number (%s) of patients"
MedDRA preferved term FKB21§ Avastin
(N=362) (N=166)
Arterial thromboembalic events 5(1.4) 2(0.5)
Acute myocardial mfarction 1(0.3) 0
Amaurosis fugax 1(03) 0
[schaenuc swoke 0 1(0.3) b
Lacunar infarcuon 1(0.3) ﬂ“a
Myocardial infarction 1(0.3) N
Transient 1schacnuc anack 1(0.3) sﬁ 3)

AE=adverse event; CSR=clinical study report; MedDRA=Medical Dictionary for Regulatory Activities

%,
g

TEAE=treatment-emergent adverse event. MedDRA version 21.1.
Number (%) of patients with AEs are sorted alphabetically by preferred term. a Patients with% AEs are counted once for each
medical concept and for each preferred term within each medical concept.

Source: Table 14.3.6.1, Study FKB238-002 CSR (Module 5.3.5.1). é
Bleeding/haemorrhage Q

CTCAE =grade 3 bleeding/haemorrhage TEAEs were experi Qay 6 (1.7%) patients in the FKB238 arm
and 3 (0.8%) patients in the Avastin arm, respectively. Qconsidered related to IP were experienced
by 26 (7.2%) and 33 (9.0%) patients, respectively, \TEAEs considered related to study treatment (IP
and/or any combination drugs) were experienced@w (8.0%) and 37 (10.1%) patients, respectively.
Four (1.1%) patients in each of the treatmentéarms discontinued IP due to TEAEs pertaining to the
medical concept of bleeding/haemorrhag Qt) 4 (1.1%) patients in each of the treatment arms also
discontinuing study treatment due to @/haemorrhage TEAEs. Two (0.6%) and 1 (0.3%) patientsin
the FKB238 and Avastin arms, respé%y, experienced bleeding/haemorrhage TEAEs leading to death.

\Q
. QZ
0\0\
%)

Q
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Table 33: Summary of TEAEs pertaining to the medical concept of bleeding/haemorrhage: Study

FKB238-002 (Safety Population)

Medical concept Number (®s) of patients”
MedDRA preferred term FKB238 Avastin
(N=362) (N=166)
Bleeding haemorrhage 44(12.2) S5(15.0)
Activated partal thromboplastn tune prolonged 1(0.3) 1(0.3)
Anal haemorrhage 2(0.6) 2(0.3)
Blood unne present 0 1(0.3)
Conjunctival haemorrhage 0 1(0.3)
Contusion 1(0.3)
Dhssenunated intravascular coagulation 1(0.3)
Divernculum intestinal haemorrhagic 1(0.3)
Ecchvmosis 1(0.3)
Epastaxas 16 (4.4)
Gastnic haemorrhage 1(0.3)
Gaswowntesunal haemorrhage 0
Gngrval bleeding 1(03) % 1(03)
Hasmaremesis 1(0.3) $ 0
Haematochezia 3(08) I 1(0.3)
Haematocnit decreased 2 (0.6) 3(0.8)
Haemaruna qn@‘ 12(33)
Haemoglobin decreased 2 (0%) 1(03)
Haemoprysis 2.2) 925
Haemorrthagic stroke 1(03) 1(0.3)
Haemorrhosdal haemormhage r\, 0 1(0.3)
Intemational normalised ratio mcreased N ‘\\J 2(0.6) 0
Lower gastromtestmal haemorrhage N 1(03) 2(0.5)
Menorthagia 1(0.3) 0
Mouth haemorrhage @ 0 1(0.3)
Petechuae N Q 0 1(03)
Protluombin time A\ 1(03) 0
Purpura . Q 0 1(0.3)
Rectal haemorrhage \ 1(03) 1(03)
Red blood c&) Sdwiecreased 2(0.6) 3 (0.8)
t increased 2(0.6) 0
T 0 1(0.3)
T NN Sorrhage 0 1(03)
Upper gastrowntestinal hacmorrhage 0 2(0.5)
Vagmal haemorrhage 0 1(0.3)

AE=adverse event; CSR=clinical study report; MedDRA=Medical Dictionary for Regulatory Activities;

TEAE=treatment-emergent adverse event.
MedDRA version 21.1.

Number (%) of patients with AEs are sorted alphabetically by preferred term.
a Patients with multiple AEs are counted once for each medical concept and for each preferred term within each medical concept.

Source: Table 14.3.6.1, Study FKB238-002 CSR (Module 5.3.5.1).

Coagulation laboratory data were similar in both treatment arms.
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Cardiac disorders (excluding congestive heart failure and arterial thromboembolic events)

CTCAE =grade 3 TEAEs were experienced by 1 (0.3%) patient in the FKB238 arm and 3 (0.8%) patients

in the Avastin arm, respectively. TEAEs considered related to IP were experienced by 2 (0.6%) and 9
(2.5%) patients, respectively, with TEAEs considered related to study treatment (IP and/or any
combination drugs) experienced by 5 (1.4%) and 13 (3.6%) patients, respectively. One (0.3%) patient in
each of the treatment arms discontinued IP due to TEAEs pertaining to the medical concept of cardiac
disorders, with 1 (0.3%) patient in each of the treatment arms also discontinuing study treatment due to
such events. No patients in the FKB238 arm and 1 (0.3%) patient in the Avastin arm experienced cardiac
disorder TEAEs leading to death.

Table 34: Summary of TEAEs pertaining to the medical concept of cardiac disorders

(excluding congestive heart failure and arterial thromboembolic events): Study F 8-002
- *
(Safety Population) {\
Medical concept Number (*s) of p:ﬂﬁ‘
MedDRA preferred term FKB23§ v Avastin
(N=162) ,\\' (N=166)
Cardiac disorders (excluding congestive heart @’
failure and arterial thromboembaolic events) 17 (4.7) 14 (6.6)
Asrythaua 209" 0
Amnal fibnllation (0)' 2(05)
Bundle branch block lefi N 3 1({0.3)
Bundle branch block nght ~ \2(06) 0
Cardiac disorder Q) 0 1(0.3)
Electrocardiogram QT prolonged <\\‘ 2 (0.6) 3(08)
Electrocardsogram repolansanon abnmmah{*ck 3(0.8) 4(1.1)
Extrasystoles O 0 3(08)
Suus arhythoua r\& 0 1(0.3)
Senus bradycardia Nt 0 1(03)
Smus tachveardia Q 8022 T(1.9
Supraventricular exﬂn@ 1(0.3) 2(0.5)
hmaxnmm‘l@:m 1(03) 0
Tachyarrh \3 0 1(0.3)
Ventnc systoles 0 2(0.5)

AE=adyer: vent; CSR=clinical study report; MedDRA=Medical Dictionary for Regulatory Activities;
TEAE= ent-emergent adverse event.

MedDRA%ersion 21.1.
Number (%) of patients with AEs are sorted alphabetically by preferred term.
a Patients with multiple AEs are counted once for each medical concept and for each preferred term within each medical concept.

Fistula (excluding gastrointestinal)

Two patients in the FKB238 arm experienced serious CTCAE grade 2 events of oesophagobronchial fistula
that were considered related to IP and combination drugs and led to permanent discontinuation of both IP
and combination drugs. The events were reported as not resolved in 1 patient and recovered/resolved
with sequelae in the other patient. One patient in the Avastin arm experienced a non-serious CTCAE grade
1 event of tracheo-oesophageal fistula that was not considered related to IP or combination drugs, but led
to dose delay for both IP and combination drugs. The event was reported as not recovered/resolved.
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Table 35: Summary of TEAEs pertaining to the medical concept of fistula (excluding
gastrointestinal): Study FKB238-002 (Safety Population)

Medical concept Number (%s) of patients*
MedDRA preferved term FKB218 Avastin
(N=362) (N=166)
Fistula (excluding gastrointestinal) 2 (0.6) 1(0.3)
Oesophagobronchial fistula 2 (0.6) 0
Tracheo-oesophageal fistula 0 1(0.3)
AE=adverse event; ; CSR=clinical study report; MedDRA=Medical Dictionary for Regulatory Activities; 6
TEAE=treatment-emergent adverse event.
MedDRA version 21.1. @
Number (%) of patients with AEs are sorted alphabetically by preferred term. °
a Patients with multiple AEs are counted once for each medical concept and for each preferred term within eac| \ | concept.
Source: Table 14.3.6.1, Study FKB238-002 CSR (Module 5.3.5.1).

Gallbladder perforation 5&

The only reported event relating to gallbladder perforation was a non-serj CAE grade 3 event of
gallbladder abscess in the Avastin arm, which was not considered related t or combination drugs, but
led to permanent discontinuation of IP. The outcome for the event ecovered/resolved.

Gastrointestinal perforation

arm and 3 (0.8%) patients in the Avastin arm, respectively”" TEAEs considered related to IP were
experienced by 2 patients in each of the treatment (0.6% and 0.5%, respectively), and TEAEs
considered related to study treatment (IP and/or@ombination drugs) were experienced by 2 patients
in each of the treatment arms (0.6% and 0. respectively). Three (0.8%) and 4 (1.1%) patients,
respectively, discontinued IP due to TEAEs perfaining to the medical concept of gastrointestinal
perforation, with 3 (0.8%) and 4 (1.1 Qents also discontinuing study treatment due to such events.
One patient (0.3%) in each of the tr t arms experienced gastrointestinal perforation TEAEs leading
to death.

CTCAE =grade 3 gastrointestinal perforation TEAEs werm%ced by 1 (0.3%) patient in the FKB238

Table 36: Summary of EAQertaining to the medical concept of gastrointestinal
perforation: Study FK& -002 (Safety Population)

Medical concept o - Number (%s) of patients®

FKB13§ Avastin
(N=362) (N=366)

1(0.8) 4(L.1)

0 1(0.3)

0 1(0.3)

lleal perforanon 0 1(0.3)

Oesophagobronchial fistula 2{0.6) 0

Pentonitis 1(0.3) 1(03)
Small mtestinal perforanon 0 1(0.3)

AE=adverse event; CSR=clinical study report; MedDRA=Medical Dictionary for Regulatory Activities;

TEAE=treatment-emergent adverse event.

MedDRA version 21.1.

Number (%) of patients with AEs are sorted alphabetically by preferred term.

a Patients with multiple AEs are counted once for each medical concept and for each preferred term within each medical concept.
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Source: Table 14.3.6.1, Study FKB238-002 CSR (Module 5.3.5.1).

Hypersensitivity reactions/infusion reactions

CTCAE =grade 3 TEAEs were experienced by 7 (1.9%) patients in the FKB238 arm and 5 (1.4%) patients
in the Avastin arm, respectively. TEAEs considered related to IP were experienced by 12 (3.3%) and 10
(2.7%) patients, respectively, and TEAEs considered related to study treatment (IP and/or any
combination drugs) were experienced by 37 (10.2%) and 28 (7.7%) patients, respectively. Two (0.6%)
and 1 (0.3%) patients, respectively, discontinued IP due to TEAEs pertaining to the medical concept of
hypersensitivity reactions/infusion reactions, with 3 (0.8%) and 1 (0.3%) patients also discontinuing
study treatment due to such TEAEs. Two (0.6%) and 3 (0.8%) patients in the FKB238 and Avastin arms,
respectively, experienced hypersensitivity reactions/infusion reactions TEAEs leading to death. 6

Table 37: Summary of TEAEs pertaining to the medical concept of hypersensmv%@ctlons

/infusion reactions: Study FKB238-002 (Safety Population) K
O
Medical concept Number (*s) o o’
MedDRA preferred term FKB23§ a; Avastin
(N=162) (N=366)
Hypersensitivity reactions' infusion reactions 48 (11.3) ‘y 43(11.7)
Acute resparatory failuge 2 (0.6) $ 0
Bronchospasm l‘(& 0
Contrast medaa allergy A{@ﬁr’ 0
Dermatitis N\ (0.6) 0
Dermatiis acnerform © 2(06) 0
Dermatitis allergic 1(0.3) 1{(0.3)
Drug eruption C. 2(0.6) 1(03)
Drug hypersensitivaty \\v 2 (0.6) 2(0.5)
Eczema 6' 1(03) 0
Eosmophulia A(O_ 1(03) 1(03)
Enythema « M 1(03) 0
Flushing (& 2 (0.6) 1(08)
Hypersensatmaty, 7(1.9) 2{(0.5)
Infusion relg ﬁu 2 (0.6) 2(0.5)
Poeumons, 2(0.6) 0
5(1.4) 7(1.9)
generahsed 1(0.3) 1(0.3)
Rash 7(19) 5(14)
Rash erythematous 0 1(03)
Rash maculo-papular 6(1.7) 7(1.9)
Rash prunne 1(0.3) 0
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Respiratory failure 2(0.6) 3(0.8)
Rhinitis allergic 1(0.3) 1(0.3)
Skin erosion 1(0.3) 0
Stomartitis 8(2.2) 10(2.7)
Urticaria 2(0.6) 2(0.5)
Wheezing 1(0.3) 0

AE=adverse event; CSR=clinical study report; MedDRA=Medical Dictionary for Regulatory Activities;

TEAE=treatment-emergent adverse event.

MedDRA version 21.1.

Number (%) of patients with AEs are sorted alphabetically by preferred term.

a Patients with multiple AEs are counted once for each medical concept and for each preferred term within each medic; t.
Source: Table 14.3.6.1, Study FKB238-002 CSR (Module 5.3.5.1).

*
There were slightly more patients in the FKB238 arm compared to Avastin arm that eXenced

hypersensitivity/IRR events (48 vs 43 patients respectively). Q
Hypertension \

CTCAE =grade 3 TEAEs were experienced by 14 (3.9%) patients in the F arm and 21 (5.7%)

patients in the Avastin arm, respectively. TEAEs considered related togwere experienced by 24 (6.6%)
and 27 (7.4%) patients, respectively, and TEAEs considered relate tudy treatment (IP and/or any

combination drugs) were experienced by 24 (6.6%) and 27 (7. patients, respectively. One (0.3%)

and 4 (1.1%) patients, respectively, discontinued IP due to ?s pertaining to the medical concept of
hypertension, with 1 (0.3%) and 4 (1.1%) patients aIsoxa ihuing study treatment due to such TEAEs.
No patients in either treatment arm experienced TEAEs pertaining to the medical concept of hypertension
that led to death. 6

Table 38: Summary of TEAEs pertaining to th mﬁl concept of hypertension: Study FKB238-002
(Safety Population)

Medical concept 60‘ Number (%) of patients”

MedDRA preferred term FKB21§ Avastin
S (N=362) (=166)
A d
Hypertension N Q 42 (11.6) 53 (14.5)
Blood pressure diasto M 0 1(0.3)
Blood pressure mcna 2 (0.6) 5(14)
42 44 (12
H\p-.-ﬂenuuu‘C) (11.6) (12.0)
Hypertens( 15 0 2(0.5)
O |
Prel s100 0 1(0.3)
AE=a a/ent; CSR=clinical study report; MedDRA=Medical Dictionary for Regulatory Activities;

TEAE=treatment-emergent adverse event. MedDRA version 21.1.

Number (%) of patients with AEs are sorted alphabetically by preferred term.

a Patients with multiple AEs are counted once for each medical concept and for each preferred term within each medical concept.
Source: Table 14.3.6.1, Study FKB238-002 CSR (Module 5.3.5.1).

Vital signs evaluations, which included assessments of blood pressure, were similar in both treatment
arms. Thus, the slight imbalance in the reporting of hypertension events between the treatment arms was
not supported by the objective data.

Necrotising fasciitis

No TEAEs were retrieved using this search.
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Neutropenia

CTCAE =grade 3 TEAEs were experienced by 80 (22.1%) patients in the FKB238 arm and 93 (25.4%) in

the Avastin arm, respectively. TEAEs considered related to IP were experienced by 23 (6.4%) and 41
(11.2%) patients, respectively, and TEAEs considered related to study treatment (IP and/or any
combination drugs) were experienced by 135 (37.3%) and 165 (45.1%) patients, respectively. One
(0.3%) and 0 patients, respectively, discontinued IP due to TEAEs pertaining to the medical concept of
neutropenia, with 6 (1.7%) and 1 (0.3%) patients discontinuing study treatment due to such TEAEs. No
patients in either treatment arm experienced TEAEs pertaining to the medical concept of neutropenia
leading to death.

Table 39: Summary of TEAEs pertaining to the medical concept of neutropenia: Study FKB238 0 éfety
Population)

.
Medical concept Number (%s) of p:hliu-mt\'/
MedDRA preferred term FKB218 0};‘"3
(N=3162) (N=366)
— Qe
Neutropenia 141 (39.0) \ \ 174 (47.5)
Febnle neutropenia 11 3.0) (b» 7(19)
Neutropema 109 (30 1)’\ 145 (39.6)
Neutrophul count decreased 24 I_QK) 25(6.8)
Neutrophul percentage decreased 1(0.3)
S =
Whate blood cell count decreased \(Ds6) 26 (7.1)

AE=adverse event; CSR=clinical study report; MedDRA=Medical Dici ary\‘or Regulatory Activities;
TEAE=treatment-emergent adverse event. MedDRA version 21.1.
Number (%) of patients with AEs are sorted alphabetically by

a Patients with multiple AEs are counted once for each mw

term.
pt and for each preferred term within each medical concept.
Source: Table 14.3.6.1, Study FKB238-002 CSR (Module .5.1)7

Osteonecrosis of the jaw 0

TEAEs pertaining to the medical c @t of osteonecrosis of the jaw were experienced by 1 (0.3%) patient
(PT: pain in jaw) in the FKB2 {m and 5 (1.4%) patients in the Avastin arm. All of the events were
non-serious and of CTCAEgra or 2, and none led to discontinuation of study treatment. None of these
events are considered t%onsistent with the medical concept of osteonecrosis of the jaw.

Ovarian failure ‘\Q

Of the pre-sp Cifi Ts for this medical concept, none was reported in Study FKB238-002.
Peripher ory neuropathy

CTC de 3 TEAEs were experienced by 10 (2.8%) patients in the FKB238 arm and 3 (0.8%) patients

in the Avastin arm, respectively. TEAEs considered related to IP were experienced by 13 (3.6%) and 14
(3.8%) patients, respectively, with TEAEs considered related to study treatment (IP and/or any
combination drugs) experienced by 125 (34.5%) and 124 (33.9%) patients, respectively. One (0.3%)
and 0 patients, respectively, discontinued IP due to TEAEs pertaining to the medical concept of peripheral
sensory neuropathy, with 10 (2.8%) and 12 (3.3%) patients also discontinuing study treatment due to
such events. No patients in either treatment arm experienced TEAEs pertaining to the medical concept of
peripheral sensory neuropathy that led to death.
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Table 40: Summary of TEAEs pertaining to the medical concept of peripheral sensory
neuropathy: Study FKB238-002 (Safety Population)

Medical concept Number (%s) of patients"

MedDRA preferved term FKB218 Avastin
(N=162) (N=166)

Peripheral semsory neuropathy 134 (37.0) 132 (36.1)
Central pain syndrome 1(0.3) 0
Formacation 1(0.3) 0
Hypoaesthesa 9(2.5) 9(2.5) b_
Muscular weakness 0 1(03
Neuralgia 0 1\@
Neuropathy peripheral 58 (16.0) {"1\&1‘4 2)
Neurotoxacny 3(0.8) (\\II {0.3)
Paraesthesia 24 (6.6) & 22 (6.0)
Penpheral sensonmotor neuropathy 1(0.3) 0
Penpheral sensory neuropathy 28(0.T) ( 25(6.8)
Polyneuropathy 16 (4 ) 23 (6.3)

AE=adverse event; CSR=clinical study report; MedDRA=Medical Dictionary for, y Activities;

TEAE=treatment-emergent adverse event.

MedDRA version 21.1. o
Number (%) of patients with AEs are sorted alphabetically by preferre(\

a Patients with multiple AEs are counted once for each medical concept ané for each preferred term within each medical concept.
Source: Table 14.3.6.1, Study FKB238-002 CSR (Module 5.3.5.1). 6

QS

Posterior reversible encephalopathy sy e

Only 1 patient in the FKB238 arm expegiencéd a TEAE pertaining to the medical concept of PRES. This was

a serious CTCAE grade 3 event which considered related to IP but not to combination drugs and led
to permanent discontinuation of e event started 107 days from the first dose of IP and had an
outcome of recovered/resolve sequelae. This patient had clinically relevant high blood pressure 85

days prior to the event, bl&? the day prior to the event. Vital signs assessments were not recorded

for this patient during tl% nt.
Proteinuria ‘\Q

CTCAE zgradE &s were experienced by 1 (0.3%) patient in the FKB238 arm and 6 (1.6%) patients

in the Avasti , respectively. TEAEs considered related to IP were experienced by 17 (4.7%) and 28
(7.7% ts, respectively, with TEAEs considered related to study treatment (IP and/or any

com ion drugs) experienced by 17 (4.7%) and 30 (8.2%) patients, respectively. One (0.3%) and 2
(0.5% )%patients, respectively, discontinued IP due to proteinuria TEAEs, with 1 (0.3%) and 2 (0.5%)
patients discontinuing study treatment due to such events. No patients in either treatment arm
experienced TEAEs pertaining to the medical concept of proteinuria that led to death.
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Table 41: Summary of TEAEs pertaining to the medical concept of proteinuria: Study FKB238
002 (Safety Population)

Meddical concept Number (%s) of patients®
MedDRA preferved term FKB218 Avastin
(N=1362) (N=166)
Proteinuria 27015 41(11.2)
Albunununa 1(0.3) 0
Hasmoglobinunia 1(0.3) 0
Protewn unne 1(0.3) 0 b—
Proteununa 24 (6.6) 41 (11 2’
AE=adverse event; CSR=clinical study report; MedDRA=Medical Dictionary for Regulatory Activities; * %
TEAE=treatment-emergent adverse event. \
MedDRA version 21.1. K
Number (%) of patients with AEs are sorted alphabetically by preferred term. Q
medical concept.

a Patients with multiple AEs are counted once for each medical concept and for each preferred term wijthi
Source: Table 14.3.6.1, Study FKB238-002 CSR (Module 5.3.5.1). \

Pulmonary haemorrhage @0

g:e experienced by 3 (0.8%)

(all reported under the PT of
vents of CTCAE grade 5, with the
AE grade 1 event which led to permanent

TEAEs pertaining to the medical concept of pulmonary haemorrha
patients in the FKB238 arm and 2 (0.5%) patients in the Avasti
pulmonary haemorrhage). Four of the patients experienced i
remaining patient (Avastin arm) experiencing a non-seriou

discontinuation of IP. \

Pulmonary hypertension O
CTCAE =grade 3 TEAEs were experienced by 4¢1.1%) patients in the FKB238 arm and 6 (1.6%) patients

in the Avastin arm, respectively.

TEAEs considered related to IP were ched by 1 (0.3%) and 4 (1.1%) patients, respectively, with
TEAEs considered related to study ent (IP and/or any combination drugs) experienced by 6
patients in each treatment arm and 1.6% of patients, respectively). No patients in either treatment
arm discontinued IP or study % ment due to TEAEs pertaining to the medical concept of pulmonary
hypertension. Three (0.82 (0.3%) patients in the FKB238 and Avastin arms, respectively,

experienced TEAEs p g to the medical concept of pulmonary hypertension that led to death.
>

AEs pertaining to the medical concept of pulmonary hypertension: Study

Table 42: Sumrya@
FKB238-002 8‘ opulation)

Medicgl pt Number (%s) of patients’
preferred term FKB238 Avastin
(N=362) (N=166)
Pulmonary hyvpertension 22 (6.1) (7.9
Cor pulmonale 1(03) 0
Dhastohic dysfunction 1(0.3) 0
Dvspnoea 18{5.0) 29
Dyspuoea exertional 1(0.3) 0
Hypoxia 0 1(0.3)
Pulmonary hypertension 1(0.3) 1(03)
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AE=adverse event; CSR=clinical study report; MedDRA=Medical Dictionary for Regulatory Activities;

TEAE=treatment-emergent adverse event.

MedDRA version 21.1.

Number (%) of patients with AEs are sorted alphabetically by preferred term.

a Patients with multiple AEs are counted once for each medical concept and for each preferred term within each medical concept.
Source: Table 14.3.6.1, Study FKB238-002 CSR (Module 5.3.5.1).

Surgery and wound healing complications

Only 2 patients (in the Avastin arm) experienced TEAEs pertaining to the medical concept of surgery and
wound healing complications. Both patients experienced non-serious CTCAE grade 2 events of impaired
healing. One of the events was considered related to IP and led to a dose delay of IP.

Thrombotic microangiopathy 6
This pre-specified PT was not reported in this study. . 66
Venous thromboembolic events \

CTCAE =grade 3 TEAEs were experienced by 10 (2.8%) patients in the FKB238 (2.2%) patients
in the Avastin arm, respectively. TEAEs considered related to IP were exper%d y 6 (1.7%) and 2
(0.5%) patients, respectively, with TEAEs considered related to study tr t (IP and/or any
combination drugs) experienced by 8 (2.2%) and 2 (0.5%) patients, n smvely. Three (0.8%) and 1

(0.3%) patients, respectively, discontinued IP due to venous throm bolic events, with 3 (0.8%) and
1 (0.3%) patients, discontinuing study treatment due to such ey, =Two (0.6%) and 3 (0.8%) patients
in the FKB238 and Avastin arms experienced venous thromb, events leading to death.

Table 43: Summary of TEAEs pertaining to the medical @ of venous thromboembolic events: Study

FKB238-002 (Safety Population)
Medical concept O Number (*s) of patients"
MedDRA preferred term . FKB238 Avastin
A\\L (N=162) (N=166)
Venous thromboembalic events A\) 13 (3.6) 8(2.2)
Brachiocephalic vein thrombosis N\ 1 (0.3) 0
Deep vem thrombosis A@ 2(0.6) 1(0.3)
Pulmonary embolism \ 10(2.8) T(1.9)
Thrombophlebitis @‘ 1(0.3) 0
Venous &umbu;\ i 1(0.3) 0

AE=adverse event®

%emical study report; MedDRA=Medical Dictionary for Regulatory Activities;
t adverse event.

ts with AEs are sorted alphabetically by preferred term.
Itiple AEs are counted once for each medical concept and for each preferred term within each medical concept.

Serious adverse event/deaths/other significant events

Deaths
Pharmacokinetic Studies FKB238-001 and FKB238-003

There were no deaths during Studies FKB238-001 and FKB238-003.
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Comparative clinical Study FKB238-002

Overall summary of deaths

All deaths in Study FKB238-002 are presented for the Safety Population in Table 44, and TEAEs leading to
death are summarised by SOC and PT in Table 45.

As of data cut-off, there was a numeric imbalance in the number of deaths observed between the FKB238
arm (195 [53.9%] patients) and the Avastin arm (177 [48.4%] patients).

Several factors contributed to the imbalance in deaths between the treatment arms.

Baseline data for the ITT-population show some imbalances in demography and baseline chara
(more current smokers, more patients with a past and current medical history of cardiovasc
conditions, more patients with current respiratory conditions, and smaller number of pati

received subsequent anti-cancer therapy in the FKB238 arm), indicating that patients |K B238 arm
had a higher background risk of death than those in the Avastin arm. O
Fewer patients withdrew consent to follow-up in the FKB238 arm compared to t t|n arm, 36 [9.9%]

patients versus 49 [13.4%] patients, respectively. TEAEs leading to discont @; n of study treatment
were reported for a higher proportion of withdrawal of consent (WoC)- pat the Avastin arm than in

the FKB238 arm (8 [16.3%] versus 2 [5.7%] patients, respectlvely), e TEAEs with Common
Terminology Criteria for Adverse Events (CTCAE) grade 3 or highe 49 0%] versus 14 [40.0%]
patients, respectively) and treatment-emergent SAEs (11 [22.4 ersus 5 [14.3%] patients,
respectively). Baseline characteristics for the 85 patients w tinued due to WoC (FKB238, 36;

Avastin, 49) showed that a higher proportion of patien r@A CC stage IV disease at diagnosis in the
Avastin arm than in the FKB238 arm (47 [95.9%] versu;\ 6.1%] patients, respectively). Additionally,
a higher proportion of patients were aged =65 year he Avastin arm than in the FKB238 arm (18
[36.7%] versus 10 [27.8%] patients, respective ith 6 (12.2%) patients in the Avastin arm aged
between 75 and 84 years compared to no pagi in the FKB238 arm. The proportion of current smokers
for this group of patients was also slightly r in the Avastin arm than in the FKB238 arm (19 [38.8%]
versus 12 [33.3%] patients, respectiy, s was the proportion of patients with an ECOG PS of 1 (24
[49.0%] versus 17 [47.2%] patie pectively). More patients in the Avastin arm than the FKB238
arm withdrew following AEs andx verall, patients in the Avastin arm who withdrew consent to the
study had a worse AE profile orse prognostic factors than those in the FKB238 arm.

In order to investigate t?ﬁ)act of the missing survival data on the reliability of the OS estimation, the
MAH performed a Qoﬁ sensitivity analysis in which discontinuation from the study due to WoC was
considered as a d ent. The results of this sensitivity analysis are shown in the KM plot below.

D
Q¢
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AV A=Avastin; CI=confidence mterval; ITT=Intent-to-Treat, OS—pverall survival, Wel—withdrawal of consent ®
Figure 14: Kaplan-Meier plot of OS considering patients who discontinued s e to WoC as event (ITT
Population)

Table 44: All deaths: Safety Population (Study FKB238-002)

Avastm

| (N=366)
Category \ Number (*o) of patients
Total mumber of deaths T 195(539) 177 (48.9)
Death related to disease under mvestganon only” 156 (43.1) 148 (40 4)
AE with outcome of death only r?‘\, i 17 (4.7) 12 (3.3)
Death related to disease under mvest wath 14(39) 11 (3.0)
outcome of death
Other deaths® 822 6(1.6)
Deaths on the last study wea stranon date 0 0
Deaths wathin 30 days of lasNgud Nreatment dose 44(12.2) 40 (10.9)
Dutbmrmsj)t{ last study treatment dose 151 (41.7) 137 (37.4)

AE=adverse eventp»C =\ica| study report; IP=investigational product.
Study treatment X/ any combination drugs (paclitaxel and carboplatin).
a As assessed b investigator.

o the disease under investigation for which no AE with an outcome of death was recorded and

b Deaths not
deaths wi nown relationship to the disease under investigation.
Source: T , Study FKB238-002 CSR (Module 5.3.5.1).
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TEAEs with a fatal outcome

Table 45: Treatment-emergent adverse events leading to death: Safety Population (Study FKB238-002)

FKB23§ Avastin
SOC (N=1362) (N=366)
PT Number (*s) of patients
Number (%) of patients with =1 TEAE leading to death 30(8.3) 23(63)
Cardiac disorders 6(1L7) 2(0.5)
Acute coronary syndrome 2(06) 1(0.3)
Acute myocardial mfarction 1(03) 0
Cardiac disorder 0 1(03) 6
Cardso-respuratory ammest 2(0.6) 0 @
Cor pulmonale 1(03) 0 ° %
General disorders and administrarion site conditions T(1.%) 5(14) f\$
Death 5(14) 3(0 \J
General physical health detenioranon 0 2 (Y
Pyrexsa 1(03) N\
Sudden death 1(03) @h
Hepatobiliary disorders 0 & 1(03)
Cholecystins 0 1(0.3)
Infections amd infestations 1(0.3) Q ‘ 1(0.3)
Pentomns 10 1(0.3)
Nervous system disorders s 5(14)
Cerebral anenosclerosss 10.3) 0
Cerebrovascular acaident 0 2(0.6) 3(0.8)
Epilepsy ,-:"\, 1(03) 0
Haemorrhagsc stroke L N\ 1(0.3) 1(03)
Ischaemic stroke OV' 0 1(03)
Renal and urinary disorders (\ 0 1(0.3)
Acute kidney myury K" 0 1(03)
Respiratory, thoracic and WﬁQ«rﬂm 12 (3.3) 8(2.2)
Acute respuratory fathure "\ 1(03) 0
Dyvspuoea o O\ 2(0.6) 1(03)
Haemoptysis _ ~ \° 1(0.3) 0
Preumonua a 1(0.3) 0
Mool 2(06) 3 (08)
Eii#up 3(08) 1(03)
oedema 1(0.3) 0
Respuratory failure 1(0.3) 3(08)

CSR=clinical study report; MedDRA=Medical Dictionary for Regulatory Activities; PT=preferred term; SOC=system organ class;
TEAE=treatment-emergent adverse event.

TEAEs were coded using MedDRA Version 21.1.

Source: Table 35, Study FKB238-002 CSR (Module 5.3.5.1).

The PTs reported in the cardiac disorders SOC are consistent with the expected safety profile of Avastin
(acute coronary syndrome, acute myocardial infarction) or were found to represent terminal events in
patients with lung cancer (cardio-respiratory arrest, cor pulmonale).

Fatal events in the SOC of general disorders and administration site conditions were mainly driven by
deaths that were reported conservatively as AEs by the investigator because the patient died unattended
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at home without any preceding AEs or objective evidence of disease progression. Autopsies were not
performed in any of these cases. The Study FKB238-002 protocol states “Events, which are unequivocally
due to disease progression, should not be reported as an AE during the study”. In each case where death
was reported as a SAE due to underlying disease the investigator was asked if they considered the event
to be unequivocally due to disease progression. If the event was due to underlying disease but there was
no objective evidence of progression the event was to be reported as an SAE according to the protocol. It
is acknowledged that there are challenges in assessing the cause of death and the causality to the given
study treatment in the absence of autopsies, and especially in the cases of sudden death at home.

The fatal PTs reported in the respiratory, thoracic and mediastinal disorders SOC are mainly consistent
with the expected safety profile of Avastin (pulmonary embolism, pulmonary haemorrhage,
haemoptysis), or the underlying lung cancer can cause the events (acute respiratory faiIure@ oea,
respiratory failure).

The 53 patients who experienced TEAEs leading to death were analysed in detail for a {i\h)rs that could
support interpretation of the event and grouped into mutually exclusive categ:&érmngly

In 6 cases, the report describes death of unknown cause (e.g. AE of ‘Death’ o en death’) where no
further information is available. A further 6 case reports describe death d QSCLC only, and in 16
cases the report describes an event that is consistent with a terminal ve@m advanced NSCLC (e.g.,
respiratory failure, general deterioration, dyspnoea, cor pulmonale umonia aspiration,
cardio-respiratory arrest, pulmonary haemorrhage). In 17 repor event is completely consistent
with the known safety profile of Avastin. For the 8 remaining rts (4 FKB238, 4 Avastin), no clear
alternative causal factors were identified and they describ Qts that were not contained in the SmPC
for Avastin. Narratives for these 8 cases were provided.

TEAEs with a fatal outcome: overall conclusions O

Due to the fact that 18 more deaths overall we&z:%‘ved in the FKB238 arm during the study, the TEAEs
with a fatal outcome were thoroughly revie@ identify any potential safety concerns.

The baseline and disease characteristi \bwe patients who experienced a TEAE with a fatal outcome
were fairly balanced between stud with observed differences in both directions. Compared to the
overall study population, there iﬁ nd that patients experiencing TEAE with fatal outcome included
more current smokers more? ts with a past and current medical history of cardiovascular
conditions, more patients Wjth rent respiratory conditions, and smaller number of patients who
received subsequent an cer therapy in the FKB238 arm, indicating that patients in the FKB238 arm
had a higher backgr; isk of death than those in the Avastin arm. It is common that the performance
status declines,fagteg @uring anticancer treatments in patients with advanced cancer and with overall poor
performance &t baseline.

A sum r@ narratives for all fatal TEAEs was submitted and the Applicant did not amend (upgrade or
dow ) the investigator’s causality assessment for any event. Also individual summary narratives
were vided.

Of the 6 patients with death of unknown cause, none had progressive disease and none were considered
related to IP. Two patients in the FKB238 arm had a current respiratory medical history, and no patient
had a current or past cardiovascular medical history or past respiratory medical history. Of the 16 patients
categorized to terminal events in the context of advanced non-small cell lung cancer, all the reported PT
were in accordance with the symptoms and conditions belonging to terminal phase. Most of the patients
had current cardiovascular and/or respiratory conditions. In 15 of the 16 patients, fatal TEAE was
considered causally not to be related to IP. The cases were accordingly reported as TEAEs.
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Of the 6 patients categorized as death due to underlying NSCLC, all 6 had Stage 1V disease at original
diagnosis. Of them only 2 patients in the FKB238 arm had PD prior to death. Most of the patients had
current cardiovascular and/or respiratory conditions. In 4 of the 6 cases, fatal TEAE was considered
causally not to be related to IP.

Of the 17 patients categorized as fatal TEAEs consistent with safety profile of bevacizumab, two patients
had PD prior to death and 15 patients experienced fatal TEAEs considered not to be related to IP. Most of
the patients had current cardiovascular and/or respiratory conditions. The reported PTs (Acute coronary
syndrome, Acute myocardial infarction, Cerebrovascular accident, Haemorrhagic stroke, Ischemic stroke
and Pulmonary embolism) were balanced between the study arms. Even though some of the TEAEs with

fatal outcome labelled as “death due to underlying NSCLC” and terminal events in advanced NS "are
also possibly events consistent with known safety profile of Avastin, such as “dyspnoea” and@ nary
haemorrhage”, the distribution over treatment arms remain relatively similar . 6

Of the 8 patients with fatal TEAEs with no clear alternative causal factors, 2 patients h Borior to death
and all cases were considered not to be related to IP. Most of the patients had ardiovascular
and/or respiratory conditions. \t d

The FKB238-002 was a multi-centre study conducted in several geographi ﬁés in 146 centres in 24
countries, of which 136 centres randomised patients. The distribution of s, TESAEs and fatal TEAEs
were balanced across the study sites and by region and centre.

Serious adverse events Q
Pharmacokinetic Studies FKB238-001 and FKB238-003 g
No SAEs were reported in Studies FKB238-001 and FK @ .
Comparative clinical Study FKB238-002 K

O
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Table 46: Treatment-emergent serious adverse events reported in at least 3 patients in either treatment
group: Safety Population (Study FKB238-002)

FKB11§ Avastin
SOC (N=362) (N=166)
PT Number (*s) of patients
Number (%) of patients with =1 TESAE 91 (25.1) 95 (26.0)
Blood and lymphatic system disorders 19 (5.2) 32(8.7)
Anaenua 5(1.4) 9(2.5)
Febnle neutropena 7(19) 5(14) b_
Neutropema T(19) 18 [‘-Ieb
Cardiac disorders 9(2.5) ‘({-@
Acute coronary syndrome 3(08) O (0.3)
Gastrointestinal disorders 8(22) 9(2.5)
Diarrhoea 1(0.3) 3(08)
Vomuting 3(08) 2(0.5)
General disorders and administration site conditions 10 i% 6(1.6)
Death \ Y 3(08)
Infections and infestations (S%} 16 (4.4)
Paeumona \O oes 9 (2.5)
Investigations A - 40 1(0.8)
Neutrophul count decreased O\ 3(08) 2(0.5)
Nervous svstem disorders - 13 (3.6) 8(2.2)

Respiratory, thoracic and mthaslnal 23(64) 17 (4.6)
Ds- 2(0.6) 3(08)

0 TR

Pulmonary embolism ’& K 5(14)
mt@‘ 3(08) 1(03)
Respiratory faijre\ 1(03) 3(08)

CSR=clinical stu \H MedDRA=Medical Dictionary for Regulatory Activities; PT=preferred term; SOC=system organ
class; TESAE=tr nt-emergent serious adverse event.
TESAEs were, sing MedDRA Version 21.1.

Source: | Study FKB238-002 CSR (Module 5.3.5.1).
The Y&eidence of individual TEAEs was similar between the treatment arms, although slightly more

patients experienced TEAEs of neutropenia in the Avastin arm (18 [4.9%] patients) than in the FKB238
arm (7 [1.9%] patients).

f’\
Cerebrovascular accident g\) 2(0.6) 3(0.8)
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Laboratory findings

Comparative clinical Study FKB238-002

Haematology

Across both the FKB238 and Avastin treatment arms, there were minor fluctuations in mean haematology
values over time, particularly in the first cycles when chemotherapy was administered concomitantly.
Values for each haematological parameter were generally similar across both treatment arms.

For most haematology parameters, only small proportions (<10%) of patients with CTCAE grade 0 or 1 at
baseline worsened to CTCAE grade 3 or 4 on treatment in both treatment arms. A notable exception was
for decreased neutrophil count, in which 19 (5.3%) and 42 (11.7%) patients in the FKB238 stin
arms, respectively, with CTCAE grade 0 at baseline shifted to CTCAE grade 4 on treatmen al of 68
(19.0%) and 61 (17.0%) patients, respectively, with CTCAE grade 0 at baseline shifte{i%CAE grade

3 on treatment. O

Clinically relevant abnormal haematology values were common during the stu th treatment arms,
with a similar incidence of TEAEs pertaining to abnormal haematology value ed in both treatment
arms, with the exception of neutropenia (reported for 109 [30.1%] and .6%] patients, the
FKB238 and Avastin arms, respectively) and thrombocytopenia (44 [ mand 66 [18.0%] patients,
respectively). Other common abnormal haematology values with siymilas distribution between treatment
arms were anaemia (reported for 105 [29.0%] and 119 [32.5% i€nts, respectively) and leukopenia
(reported for 43 [11.9%] and 50 [13.7%] patients, respecti

Clinical chemistry \O

Across both the FKB238 and Avastin treatment arm@nerally minor fluctuations in mean clinical
chemistry values over time were observed. Q

For all clinical chemistry parameters, only s ’&proportions (<10%) of patients with CTCAE grade O or 1
at baseline worsened to CTCAE grade 3 & treatment in both treatment arms.

Clinically relevant abnormal clinical c try values were common during the study, with a similar
incidence of TEAEs pertaining to al clinical chemistry values reported in both treatment arms, with
the exception of blood lactate rogenase increased, which was reported for fewer patients in the

FKB238 arm than in the A&‘Qtl rm (6 [1.7%] versus 18 [4.9%] patients, respectively).

Other common abnor ical chemistry values with similar distribution between treatment arms were
alanine aminotrans increased (reported for 38 [10.5%] and 35 [9.6%] patients, respectively) and

gamma qutagl@s erase increased (reported for 38 [10.5%] and 31 [8.5%] patients, respectively).

In each of 238 and Avastin treatment arms, 1 SAE of potential Hy’s Law was identified based on
report rbatim terms of “Hys law” (PTs of drug-induced liver injury were reported).
Labor results of 2 additional patients fulfilled Hy’s law criteria on 1 or more occasions (one in each

treatment arm); however, AEs of Hy's law were not reported for either of these patients.
Vital signs

In Study FKB238-002, across both the FKB238 and Avastin treatment arms, there were only minor
changes in vital signs parameters over time. The incidence of clinically relevant vital signs values was low
in both treatment arms, with a similar incidence of TEAEs pertaining to abnormal vital sign values
reported in both treatment arms.
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Electrocardiogram

In Study FKB238-002, there were no notable differences between the treatment arms in ECG findings.
Only small proportions of patients in the FKB238 and Avastin treatment arms with a normal ECG at
baseline had an ECG that worsened to an abnormal, clinically relevant finding at the end of treatment
(6/223 [2.7%] and 4/193 [2.1%] patients, respectively). The incidence of clinically relevant ECG values
was low in both treatment arms, with a similar incidence of TEAEs pertaining to abnormal ECG values
reported in both treatment arms. These included TEAEs of electrocardiogram QT prolonged (0.6% and
0.8% of patients in the FKB238 and Avastin arms, respectively), electrocardiogram QT shortened (0.3%
and 0%), and electrocardiogram repolarisation abnormality (0.8% and 1.1%). Additional reported TEAEs
within the SOC of cardiac disorders are discussed under the TEAE of special interest medical copeéepts.

Physical examination @

L 2
In Study FKB238-002, the majority of patients in both treatment arms had normal fin\\;&n physical
examination at baseline. The only notable exception was for the respiratory systemQ hich
approximately half of patients had an abnormal baseline assessment in both t arms. In both
treatment arms, only small numbers of patients (<16%) with a normal baselin ical examination had
an abnormal finding during treatment. Of note, per the protocol any new o vated clinically relevant
abnormal medical finding at a physical examination as compared with{e

reported as an AE. @

eline assessment was to be

Left ventricular ejection fraction

In Study FKB238-002, there were no notable differences b nthe treatment arms in LVEF findings. Of

the patients with a post-baseline LVEF assessment, onlx ient (in the Avastin arm) had an LVEF
decrease of =10 percentage points and an absolute f <50%, and across both treatment arms,

small numbers of patients had an LVEF decrease g ercentage points and an absolute value of =50%
(7 [1.9%] and 3 [0.8%] patients, respectivel\

Pharmacokinetic Studies FKB238-001 Q()
|

No notable trends were observed in c aboratory data in Study FKB238-001. There were a few
variations in the mean values fo@aematology, biochemistry, and urinalysis parameters when
compared to baseline evaIuatrQ, ut no notable trends were observed across the 3 treatment groups.

Safety in special lations
>

The effect of irltri ic\factors on the safety of FKB238 has not been formally investigated.

lClty

The a ant submitted an Integrated Summary of Immunogenicity (ISI).

The extent of the evaluation of relative immunogenicity was based on the following considerations:

¢ Nature of risks identified for the reference medicinal product bevacizumab (Avastin) in different
populations.

¢ Sensitivity of methodology to detect clinically relevant differences in immunogenicity between the
biosimilar and reference medical product, particularly in terms of the need to apply suitably drug and
target tolerant ADA (anti-drug antibodies) and Nab (neutralising Anti-drug antibody) assays.

¢ Scale of product quality differences and the associated uncertainty about impact on
immunogenicity-related risks.

* Responses received from concerned regulatory agencies during clinical development of FKB238.
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FKB238-002 study in NS-NSCLC patients

Table 47: ADA sampling time-points in study FKB238-002

Day Study Treatment Period (all visits within = 3 days of schedule) Study |Follow-up
Cyele 1 Cycle2 | Cycle3 | Cycle4 | Cycle5 | Cycle 6 | Cycle7 | treatment
Day | Day | Day Day 1 Day 1 Day 1 Day 1 Day 1 & sub- (115C0}1tl-
1 8 s sequent nuation
cycles | (=7 days)
Day 1
Visit | 2 | 3 | 4 5 6 7 8 g | Vvisitlo
onwards N
Il)“‘.g X X X X X X X 0
admin. P> )
ADA L2 X X X X X X2
\\
bug 1 x X4 x4 X & X?
conc. 2 .
Abbreviations: ADA=Anti-Drug Antibody; conc. = Concentration

1 Pre-dose at Cycles 1. 2. and 4. Cycle 6. study treatment discontinuation visit, and Follow- %od

2 Follow-up samples scheduled every 12 weeks (up to 1 year [+ 14 days] after randonn'za@mrﬂ death. or loss of
patient to follow-up. whichever occurred first.

3 Pre-dose at Cycles 1. 2. and 4. Cycle 6. study treatment discontinuation visit. an§1—"ol ~up period.

4

A total of 731 eligible patients were randomly assigned ina 1:1

e FKB238 group: paclitaxel + carboplatin (combination drugs

e Avastin group: paclitaxel + carboplatin (combination dr

Additional samples immediately after completion of TP mfusion on Cycles 1 were required.

0 receive either:
238; or
EU-Avastin

Number of subjects for whom ADA samples were avaj h‘(table below).

Table 48: ADA test results for study FKB238-002 ds portion of number of patients treated

Time-point No. Patients Nf patients Number of samples available with ADA
that had A sample test result (%o of total)
Protocolle \} received at FKB238 EU-Avastin Total
Sampling Vi central lab
Cycle 1 Day 1 7{ 721 328 328 656
Cycle 2 Day 1 68 677 312 310 622
Cycle 4 Day 1 N 0 592 273 275 548
Cycle 6 Day 1 535 519 240 245 485
Study disconﬁmmzi((\ 653 430 200 200 400
Follow-up Wee A 123 110 53 55 108
Follow-up Wedk'ed' 56 53 24 26 50
: 22 19 5 12 17
4 4 1 3 4
N/A N/A 6 3 9
3420 3125 1442 1457 2899

Abbreviations: N/A=Not Applicable.
Source: Quality issue report 174758, Table 14.1.1 Patient Disposition, CSR Study FKB238-002. Module 5.3.5.1.
adis.sas7bdat.

Proportion of false positives in ADA sample testing

Based on the assay cut points shown, the overall (i.e. including pre- and post-treatment samples) False
Positive Error Rate (FPER) was 60.5% in the FKB238 treatment group and 61.3% in the EU-Avastin
treatment group respectively (as shown in the table below).
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Table 49: False positive rate for ADA test results in study FKB238-002

Treatment group Overall
Statistics FKB238 EU-Avastin
Total number of samples screened 1442 1457 2899
Number of samples screened Positive 884 906 1790
Number of samples confirmed Positive 11 13 24
Number samples confirmed Negative 871 891 1762
Screening False Positive Rate ? 98.5% 98.3% 98.4%
FPER ¢ 60.5% 61.3% 60.99@'
a Screening False Positive rate = (No. of samples confirmed negative / No. of samples screened positive) x 100 @
b FPER = [(# of samples screened positive - # of samples confirmed positive) / Total sample #] x 100 ‘\6

c Confirmatory cut point was based on a 1% false positive rate with modified outlier exclusion approach
Source: CSR Study FKB238-002, Module 5.3.5.1, adis,sas7bdat. Samples with no reportable value ar%@from this calculation;

6 samples for screening assay, 4 samples for confirmatory assay due to insufficient volume. \

The false positive error rate (FPER) was much lower for the pre-dose samtbgG%) compared with the
post-dose samples (approx. 60%), consistent with the putative VEGFnhterference effect only in the
post-dose samples. A modified outlier approach was used to calcula nfirmatory cut point using a 1%
false positive rate applied to the pre-study validation cut point u@ t. Based on application of the
confirmatory cut point of 50.9% inhibition to the results for tiie "€ 4- re-dose samples tested in the ADA
assay, of which 41 samples screened positive, 4 pre-doqe\@ﬂes (0.6% of total) were confirmed as
positive.

ADA results O

Confirmed ADA positive signals were detecte Nine subjects (3.0% of the ADA Evaluable Population) in
both the FKB238 and EU-Avastin treatm oups. Treatment-emergent ADA was detected in seven
subjects (2.3% of the ADA evaluable tion) in each group. Only one (0.3% of the ADA evaluable
population) of these confirmed posjki mples in the FKB238 treatment group, and three (1.0% of the
ADA evaluable population) sam the EU-Avastin treatment group, met the criteria of “persistent
positive”. The highest treatm ergent ADA titer was 16, and ADA titer distribution was similar for the
FKB238 and EU-Avastin treatmegt groups.

The table below pr‘ov' summary of the results from ADA and NAb testing of clinical samples from
study FKB238-00 \ results are from the clinical analyses dataset and are based on the assay cut
points using Y ified approach for outlier exclusion.

)
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Table 50: Summary of ADA and NAb responses during study FKB238-002 by treatment group (ADA

Evaluable Population)

Category EU-Avastin FKB238
(N=305) (N=305)
ADA prevalence (any ADA positive, baseline or post-baseline)
n (%) [e] 9 (3.0) 9 (3.0)
Median of maximum titer [a] 2 3
Min - Max <2-4 <2-064
Treatment-emergent ADA positive (ADA incidence) [d]
n (%) [e] 7(2.3) 7(2.3)
Median of maximum titer [a] 3 2 b
Min - Max <2-4 <2-16 %
ADA positive post-baseline and positive at baseline o Coa
n (%) [e] 0 1(0.3) \'J
Median of maximum titer [a] 6
Min - Max

Treatment-induced ADA (ADA positive post-baseline only)

e~

n (%) [e] 7(2.3) 0?'(2.3)
Median of maximum titer [a] 3 @ 2
Min - Max <2-4 L <2-16
ADA positive at baseline only f)‘\
n (%) [e] 2(0.7) C \ 4 1(0.3)
Median of maximum titer [a] <2 b 4
Min - Max <2-2 PN 4-4
Treatment-boosted ADA [c] \U i
1 (%) [e] 0 » 0
Median of maximum titer [a] O
Min - Max X 0
Persistent positive [b] ‘.\ v
1 (%) [e] 300 1(0.3)
Median of maximum titer [a] Q 4 16
Min - Max A 2-4 16-16
Transient positive [b] nv
1 (%) [e] (b" 4(1.3) 7(2.3)
Median of maximun tite@ 2 2
Min - Max\ <2-4 <2 - 64
NAD positive at any vi '@v
n el 1(0.3) 1(0.3)
Median of fiaximum titer [a] 4 64
ax 4-4 64 - 64

Abbreviations:
Note:

S

A=Anti-Drug Antibody; NAb=Neutralizing Antibody: min=Minimum: max=Maximum
efined as the last non-missing result prior to the first dosing. ADA prevalence 1s defined as the
n of patients with positive ADA result at any time. baseline or post-baseline. [a] If a patient has more than
titer result, the maximum titer result 1s used whether 1t 1s baseline or post-baseline. A titer value of <2 denotes a
ple which was tested positive in the confirmatory assay but failed to register a titer above the first dilution of 2.

[b] Persistent positive 1s defined as positive at >=2 post-baseline assessments (with >=16 weeks between first and
last positive) or positive at last post-baseline assessment. Transient positive is defined as having at least on post-
baseline ADA positive assessment and not fulfilling the conditions of persistent positive. [¢] Treatment-boosted
ADA 1s defined as baseline positive ADA titer that was boosted to a 4-fold or higher level following drug
admunistration. [d] Treatment-emergent ADA positive 1s defined as either treatment-induced ADA or treatment-
boosted ADA. ADA 1ncidence 1s the percentage of treatment-emergent ADA positive patients. [e] Denominator 1s
the number of ADA evaluable subjects in the treatment group.

Impact of ADA on systemic dru

g concentration

The number of subjects with confirmed ADA positive results was low in each treatment group. The results
are summarised in the table below.
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Table 51: Summary of serum concentrations (pg/mL) of FKB238 and Avastin by ADA Category - Subgroup

- ADA Evaluable Population (Pharmacokinetics Population)

EU-Avastin (N=305) FKB238 (N=305)
ADA Treatment- ADA ADA Treatment- ADA
Visit positive emergent negative positive emergent negative
ADA ADA
positive positive
Cycle 1 day 1 Pre-infusion
n 9 7 296 9 7 294
Mean BLQ BLQ NC NC NC :
SD NC NC NC NC NC b
Median BLQ BLQ BLQ BLQ BLQ
(Min, Max) (BLQ.BLQ) | (BLQ.BLQ) | (BLQ.BLQ) | (BLQ.BLQ) | (BLQ.BLQ)_ @@BLQ)
Cycle 2 day 1 Pre-infusion ~
n 9 7 290 9 291
Mean 34.772 33.487 58.096 37.397 50.732
SD 16.5449 16.3629 32.7664 21.7115 Rk 22.3465
Median 28.340 28.340 56.295 41.280 .280 50.110
(Min, Max) (12.16. (12.16, (0.05. (0.76. qb (0.76. (0.1,
62.67) 62.67) 373.58) 62.54{ 62.54) 129.22)
Cycle 4 day 1 Pre-infusion ,\
n 7 5 257 6 255
Mean 71.977 72.080 98.449 33 77.717 86.266
SD 31.2715 29.9491 48.84 c> 26.7297 31.4014 32.6832
Median 62.830 62.830 96.01& 85.870 86.165 86.260
(Min. Max) 37.96. (43.82. ( (31.27. 31.27. (0.1,
106.04) 106.04) é’@) 114.24) 114.24) 235.8)
Cycle 6 day 1 Pre-infusion X\ )
n 4 2 c ) 231 7 5 227
Mean 73.535 88 7% 123.161 87.930 86.804 105.574
SD 26.7104 26@ 54.7605 20.2324 24.2572 48.6940
Median 72.525 S 117.840 84.410 84.330 99.480
(Min, Max) (41.94, K@QS. (0.1, (55.52, (55.52, (0.1,
107.15) (\ 107.15) 449.96) 111.01) 111.01) 347.6)

Abbreviations: ADA=Anti-Drug \dy; LQ=Below Lower Limit of Quantification; NC=Not Calculable; SD=Standard Deviation;

min=Minimum; max=Maxi

Note: n = number of sub"

after cycle 1 with
ADA positive pop,

positive is d

Study FKB238-001
The chosen dose level of FKB238 and Avastin (5 mg/kg given intravenously) was the lowest
recommended therapeutic dose for the licensed indications. This dose has a well-established safety
profile in patients and according to the applicant was appropriate to give to healthy subjects (in
accordance with EMA Guideline EMA/CHMP/BMWP/403543/2010).

&I\do e in previous cycle, excluding post-dose values without IP dose in this cycle.

either treatment-induced ADA (post-baseline ADA positive only) or treatment-boosted ADA. Treatment-boosted

tiVe population includes subjects who do not have any ADA positive results at baseline or post-baseline.

in ADA evaluable population with at least one serum drug concentration value, excluding pre-dose values

includes subjects who do have any ADA positive results at baseline or post-baseline. Treatment-emergent ADA

s baseline positive ADA titer that was boosted to a 4-fold or higher level following drug administration.

Confirmed ADA positive samples were detected in only four subjects: in pre-treatment samples from one
subject in the FKB238 treatment group and from two subjects in the EU-Avastin treatment group; and in
the Day 15 post-treatment samples from one subject in the US-Avastin treatment group (Table 52).
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Table 52: Summary of subjects with confirmed ADA positive results in at least one of the ADA assay
formats used for study FKB238-001 sample analysis

Confirmatory ADA assay ADA titer assay NAD assay
Subject| Day |FKB238 EU- US- FKB238 EU- US- FKB238 EU- UsS-
No. Avastin | Avastin Avastin | Avastin Avastin | Avastin
Treatment = FKB238
043 | Pre-dose P P P 1 4 1 P N ‘ N
Treatment = EU-Avastin
027 | Pre-dose P P N 1 1 - P N L -
085 | Pre-dose P P P 1 1 1 P N @
Treatment = US-Avastin A
082 15 P P P 4 16 6 | P | NP N
\J
Abbreviations: ADA=Anti-Drug Antibody; NAb=Neutralising Antibody; P=Positive; N=Negative K

Source: Tables 1, 2 and 3 in Bioanalytical Study Report, No. 238-CA14-008, Appendix 16.1.10 of CSR% 3.3.1

Study FKB238-003 st'
The bioanalytical study in Japanese healthy volunteers, FKB238-003, wh? PK-profile of FKB238
were compared to EU-Avastin, confirmed the low immunogenicity potential®of FKB 238.

Safety related to drug-drug interactions and interactions

Not applicable. \O

Discontinuation due to adverse eve O

No TEAEs led to the premature discontinua@\i subjects from Studies FKB238-001 and FKB238-003.

In Study FKB238-002, similar proporti &&)atients in the FKB238 and Avastin arms experienced TEAEs

leading to discontinuation of IP (9.9% 11.2%, respectively), discontinuation of any combination
drugs (11.6% and 10.1%), and tinuation of study treatment overall (IP and/or any combination
drugs) (15.2% and 15.8%). Li e, similar proportions of patients in the FKB238 and Avastin arms

experienced TEAEs Ieadin& continuation of IP that were considered related to IP (3.9% and 4.9%,
respectively), TEAEs Iead@, o discontinuation of any combination drugs considered related to any
combination drugs nd 6.8%), and TEAEs leading to discontinuation of study treatment considered
related to study @\ent (11.3% and 11.2%).

Of the 20 pa@ with an IP dose interruption, 13 patients interrupted IP due to an AE. Of the 381
patient IP cycle delay, 219 patients delayed due to an AE and 43 patients delayed due to delayed
haemat ical recovery. The incidence of patients who interrupted or delayed IP due to an AE or due to
delay aematological recovery was similar between the treatment arms.

Of the patients who had a dose interruption, reduction, or delay for any combination drugs (248 and
232 patients for paclitaxel and carboplatin, respectively), the majority did so due to an AE. The incidence
of patients who had any combination drug dose interruption, reduction, or delay due to an AE was similar
between the treatment arms.

The number of discontinuations due to AEs causally related to treatment was slightly higher in the
EU-Avastin arm, and the number of fatal TEAEs was higher in the FKB238 arm.
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Post marketing experience

FKB238 is not yet approved in any country worldwide in any indication. Thus, there are no post-marketing
data available for the use of FKB238.

2.6.1. Discussion on clinical safety

Comparative safety data of FKB238 was derived from two PK studies in healthy volunteers (study
FKB238-001 and study FKB238-003) and one phase III study in 1st line treatment for patients with
advanced/recurrent non-squamous non-small cell lung cancer in combination of paclitaxel and
carboplatin (FKB238-002) é

Overall, these studies constitute a total safety database for FKB238 of 415 subjects, incLud'% healthy
male subjects who received a single dose of FKB238 in Study FKB238-001, 20 Japane \ thy male
subjects who received a single dose of FKB238 in Study FKB238-003 and 362 patie ated for
advanced/recurrent NS-NSCLC. Q

In study FKB238-002, four protocol amendments were conducted of which t& protocol amendment
was conducted on 12th April 2017 after the enrolment of the study parti% s. The amendments were
justified and did not interfere with the safety assessment. K

The overall duration of exposure to investigational product [IP; F @or Avastin] in Study FKB238-002
was mean 35.61 weeks, range 0.3 to 111.4 weeks. Q

compared to the Avastin arms (26; 76.5 % EU- and 23; 71.9 % US-Avastin). The TEAE PT
reported for the highest proportion of subjects, wassheadache (32.3% of subjects overall). There was a
rather large imbalance in the incidence of h he events across the treatment arms, which were
reported for 16 (48.5%), 6 (17.6%), n@ 1.3%) subjects in the FKB238, Avastin, and US-Avastin
é{ garding the relatively high proportion of reported AEs of
atel

arms, respectively. The safety conce
headache have been addressed ad a y. The reported AEs of headache were transient and
non-serious, and no connectiopsOR.Clinical pattern could be detected to any serious development of a

medical condition. Of not;E in dy FKB238-002, the PT of headache was reported for a similar

Adverse events: \
In the PK- study FKB238-001, more subjects ex@d EAEs in the FKB238 arm (32; 97.0 %)

proportion between trea arms; 18 (5.0%) and 23 (6.3%) in the FKB238 and Avastin arms,
respectively.

The number of,s@s reporting TEAEs in PK-study FKB238-003 was also higher in the FKB238-arm
compared to stin-arm (12; 60% vs. 6; 30%, respectively). A thorough examination of reported
TEAEs and s for studies FKB238-001 and -003 have been provided. Considering the small numbers
of subj each treatment arm of this study, a small humber of events can make a large apparent
diffe In reporting rate, and in particular when multiple events are reported by the same patient.

The two PK-studies are small studies not primarily designed for safety evaluations, and the observed
differences between treatment groups are most likely chance findings.

Overall in the main study FKB238-002, similar proportion of patients experienced at least 1 TEAE between
the FKB238 and Avastin treatment arms (94.2% and 95.1% of patients, respectively).

TEAESs considered causally related to IP (FKB238 or Avastin) were most frequently reported in the SOCs
of blood and lymphatic system disorders (13.7% of patients overall), investigations (13.0%), skin and
subcutaneous tissue disorders (9.3%), and general disorders and administration site conditions (9.1%).
The incidence of any TEAEs causally related to IP was somewhat lower in the FKB238 arm than in the
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Avastin arm (40.9% versus 47.5% of patients, respectively), as was the incidence of TEAEs causally
related to any combination drugs (82.3% versus 84.4% of patients, respectively). Overall, the incidence
of TEAEs causally related to study treatment (IP and/or any combination drugs) was balanced between
the treatment arms (85.4% and 86.1% of patients, respectively) and no clinically meaningful differences
were seen.

A clearly higher frequency of anaemia and neutropenia was reported in the EU-Avastin arm compared to
the FKB238 arm. Also, asthenia and proteinuria were more commonly seen in this EU-Avastin arm.

No TEADRs were reported with a difference in incidence between the treatment arms of >5%. The
greatest difference between the treatment arms was seen for TEADRs of neutropenia, which wege
reported as IP-related for more patients in the Avastin arm than in the FKB238 arm (29 [7.9%] \%s 14
[3.9%] patients, respectively). The proportion of patients receiving combination chemother@t each
cycle was higher in the Avastin arm compared to the FKB238 arm and concomitant che apy might
influence both neutrophil count and reduce renal function (leading to proteinuria).

The proportions of patients with CTCAE =grade 3 TEAEs (53.6% and 55.5% of pati “respectively) and
CTCAE =grade 3 TEAEs considered related to IP (11.0% and 13.7% of patients, pectively) were also

similar between the treatment arms.

TEAESs leading to discontinuation of IP were reported for 36 (9.9%) and 41 (11.2%) patients in the
FKB238 and Avastin arms, respectively, with TEAEs leading to di f(@ ation of IP considered related to

IP for 14 (3.9%) and 18 (4.9%) patients, respectively.

were observed. For example, the incidence of TEAEs in C of blood and lymphatic disorders was
lower in the FKB238 arm (55.2%) than in the Avastin (59.0%), whereas the incidence of TEAEs in the

S
Overall, in the pivotal study FKB238-002, only slight num\eg%alances in reporting of individual TEAEs
t

SOC of gastrointestinal disorders was higher in t 238 arm than in the Avastin arm (31.8% versus
29.5%, respectively). For most SOCs, there m to be slightly more patients reporting TEAEs in the
Avastin-arm compared to the FKB238-arm. ver, there was no clear pattern in the most commonly

reported TEAEs (=5%) to suggest anzd&@ence in the safety profile between FKB238 and Avastin.

Adverse events of special interest from the Avastin SmPC were investigated. The overall

incidence of TEAEs of special |nt as generally similar between the FKB238 and Avastin treatment
arms (266 [73.5%] and 280 [Q o] patients, respectively), and in line with frequency stated for Avastin
observed.

SmPC, but some dlffereé

Slightly more patl@’] e FKB238 arm compared to Avastin arm experienced hypersensitivity/IRR
events (48 vs 413 s respectively). The events that were reported within a relevant timeframe for a
hypersensitiv ad a similar distribution over treatment arms (17 in the FKB238-arm and 13 in the
Avastin-ar e of the events was serious AEs.

Deaths erious adverse events:

There re no SAEs, including deaths, during Studies FKB238-001 and FKB238-003.

Overall, the frequency of SAEs in study FKB238-002 is similar between treatment arms. Small differences
are seen on the SOC/PT level but are considered not to be clinically meaningful.

As of data cut-off, there were 18 more deaths observed in the FKB238 arm (195 [53.9%] patients)
compared to the Avastin arm (177 [48.4%] patients). Approximately 40% of patients’ deaths in both the
FKB238 and Avastin arms occurred more than 30 days after the last study treatment (IP and/or any
combination drugs) (151 [41.7%] and 137 [37.4%] patients, respectively). The majority of deaths were
related to the disease under investigation: 156 and 148 patients in the FKB238 and Avastin arms,
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respectively. The number of TEAEs with a fatal outcome was 30 (8.3%) versus 23 (6.3%) for FKB238 and
Avastin, respectively.

Due to the difference in deaths between study arms, the applicant has performed a thorough evaluation
of all deaths in study FKB238-002.

Baseline data for the ITT-population show imbalances in demography and baseline characteristics (A =~

3-11% with regards to more current smokers, more patients with a past and current medical history of
cardiovascular conditions, more patients with current respiratory conditions, and smaller number of

patients who received subsequent anti-cancer therapy in the FKB238 arm) indicating that patients in the
FKB238 arm had a higher background risk of death than those in the Avastin arm.

Fewer patients withdrew consent to follow-up in the FKB238 arm compared to the Avastin ari .9%]
patients versus 49 [13.4%] patients, respectively. The survival status of 13 more subjegt Avastin
arm as compared to the FKB238 arm is unknown due to withdrawal of consent and s ently lost

information on survival. Therefore, some deaths in the Avastin group might possiblq have been
recorded. TEAEs leading to discontinuation of study treatment were reported f0 igher proportion of
withdrawal of consent (WoC)-patients in the Avastin arm than in the FKB238 8 [16.3%] versus 2
[5.7%] patients, respectively), as were TEAEs with CTCAE grade 3 or hig [49.0%] versus 14
[40.0%] patients, respectively) and treatment-emergent SAEs (11 [22.4 ersus 5 [14.3%] patients,
respectively). Baseline characteristics for the 85 patients who disc ed due to WoC (FKB238, 36;
Avastin, 49) showed that a higher proportion of patients had AJ (@;e 1V disease at diagnosis in the
Avastin arm than in the FKB238 arm (47 [95.9%] versus 31 [ atients, respectively). Additionally,
a higher proportion of patients were aged =65 years int\h@ stin arm than in the FKB238 arm (18

[36.7%)] versus 10 [27.8%] patients, respectively), with 2.2%) patients in the Avastin arm aged
between 75 and 84 years compared to no patients in@ FKB238 arm. The proportion of current smokers
for this group of patients was also slightly higher Q vastin arm than in the FKB238 arm (19 [38.8%]
versus 12 [33.3%] patients, respectively), as&%ars e proportion of patients with an ECOG PS of 1 (24
[49.0%] versus 17 [47.2%] patients, respectively)

Overall, patients in the Avastin arm wb ithdrew consent to the study had a worse AE profile, worse
prognostic factors and thereby a hi sk of death, than those in the FKB238 arm. More patients in the
Avastin arm than the FKB238 ar Q\drew following AEs and PD. Thus, some deaths might not have
been recorded.

In order to investigate th®impact of the missing survival data on the reliability of the OS estimation, the
MAH performed a pogt™ sensitivity analysis in which discontinuation from the study due to WoC was

considered as a d ent.
ider a C’\ V

The estimate \ard ratio (HR) from this sensitivity analysis is 1.09 (95% confidence interval [CI]: 0.90

to 1.31), s lower than the value obtained in the pre-specified analysis (1.18 [95% CI: 0.96 to
1.45]). n OS in the FKB238 and Avastin treatment arms using the sensitivity analysis were 12.25
mont d 13.40 months, respectively. This sensitivity analysis shows that the higher numbers of WoC

in the Avastin arm relative to the FKB238 arm could have introduced non-negligible bias into the
pre-specified OS analysis, thereby resulting in an overestimated HR.

Immunogenicity:

The bioanalytical methods regarding ADAs are considered of good quality and appropriately validated.

Immunogenicity of FKB-238 versus EU-Avastin was low with a similar number of ADA positives in each
arm. No ADA positive samples were detected after cycle six (or EoT), with most treatment-emergent ADA
being transient in both groups.
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A substantial number of patients with missing ADA results at different time points conferred uncertainty
to the similarity between arms regarding immunogenicity. The applicant has adequately justified that the
missing ADA samples would not have had any impact on the biosimilarity assessment, and that ADA
measurements were balanced between treatment arms.

2.6.2. Conclusions on the clinical safety

Overall, the safety profile of FKB238 is comparable to EU-Avastin and is in line with the safety profile for
bevacizumab (SmPC Avastin).

2.7. Risk Management Plan @6
0\6
Safety concerns é
Summary of safety concerns Q
y y \5\'.
Summary of Safety Concerns
Important identified risks None {b
Important potential risks None é
Missing information None
Q2
Pharmacovigilance plan \O
Not applicable as there are no safety concerns O

Risk minimisation measures e)\

Not applicable as there are no safety @)\s

Conclusion

The CHMP and PRAC congidered that the risk management plan version 0.3 is acceptable.
>

2.8. Pharm igilance

N\

Phar @ngilance system

The C considered that the pharmacovigilance system summary submitted by the applicant fulfils the
requirements of Article 8(3) of Directive 2001/83/EC.

Periodic Safety Update Reports submission requirements

The requirements for submission of periodic safety update reports for this medicinal product are set out
in the list of Union reference dates (EURD list) provided for under Article 107c(7) of Directive 2001/83/EC
and any subsequent updates published on the European medicines web-portal.
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2.9. Product information

2.9.1. User consultation

The results of the user consultation with target patient groups on the package leaflet submitted by the
applicant show that the package leaflet meets the criteria for readability as set out in the Guideline on the
readability of the label and package leaflet of medicinal products for human use.

2.9.2. Additional monitoring

Pursuant to Article 23(1) of Regulation No (EU) 726/2004, Equidacent (bevacizumab) is incl n the
additional monitoring list as: 0\6
e It is a biological product authorised after 1 January 2011; K

Therefore the summary of product characteristics and the package leaflet incl@ﬁtatement that this
medicinal product is subject to additional monitoring and that this will aIIowﬁ identification of new
safety information. The statement is preceded by an inverted equilateral@ riangle.

3. Biosimilarity assessment §é

3.1. Comparability exercise and indicati imed

Equidacent, FKB238 (bevacizumab), has been develd @ as a biosimilar to the reference product Avastin.
The administration and posology are according to@ reference product, as described in the Avastin
SmPC.

FKB238 is claiming the same indicatio séehorised for the reference product Avastin, except for one
indication concerning pIatinum-resist% rian cancer, which was excluded due to patent restrictions:

e Bevacizumab in combination{ luoropyrimidine-based chemotherapy is indicated for treatment of

adult patients with meta arcinoma of the colon or rectum.

e Bevacizumab in com@ﬁon ith paclitaxel is indicated for first-line treatment of adult patients with
metastatic bregs@ r. For further information as to human epidermal growth factor receptor
(HER2) status \

*

e Bevacizu NQ:ombination with capecitabine is indicated for first-line treatment of adult patients
with ic breast cancer in whom treatment with other chemotherapy options including taxanes
or yclines is not considered appropriate. Patients who have received taxane and anthracycline

ining regimens in the adjuvant setting within the last 12 months should be excluded from

treatment with Avastin in combination with capecitabine.

e Bevacizumab, in addition to platinum-based chemotherapy, is indicated for first-line treatment of
adult patients with unresectable advanced, metastatic or recurrent non-small cell lung cancer other
than predominantly squamous cell histology.

e Bevacizumab, in combination with erlotinib, is indicated for first-line treatment of adult patients with
unresectable advanced, metastatic or recurrent non-squamous non-small cell lung cancer with
Epidermal Growth Factor Receptor (EGFR) activating mutations.
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e Bevacizumab in combination with interferon alfa-2a is indicated for first line treatment of adult
patients with advanced and/or metastatic renal cell cancer.

e Bevacizumab, in combination with carboplatin and paclitaxel is indicated for the front-line treatment
of adult patients with advanced (International Federation of Gynaecology and Obstetrics (FIGO)
stages III B, III C and IV) epithelial ovarian, fallopian tube, or primary peritoneal cancer.

e Bevacizumab, in combination with carboplatin and gemcitabine or in combination with carboplatin
and paclitaxel, is indicated for treatment of adult patients with first recurrence of platinum-sensitive
epithelial ovarian, fallopian tube or primary peritoneal cancer who have not received prior therapy
with bevacizumab or other VEGF inhibitors or VEGF receptor-targeted agents.

e Bevacizumab, in combination with paclitaxel and cisplatin or, alternatively, paclitaxel an ecan
in patients who cannot receive platinum therapy, is indicated for the treatment of adu i€nts with
persistent, recurrent, or metastatic carcinoma of the cervix. K\

Summary of analytical comparability (quality data) O

Both FKB238 active substance lots and FKB238 finished product lots were us
which is considered acceptable as high comparability between the active
product has been demonstrated. Furthermore, the same formulation i
and finished product, only the concentrations and the containers di
EU-approved Avastin lots and US-licensed Avastin lots at 100 m
analytical comparability studies included comparisons of prim
post-translational modifications (charge variants and glyc
biological activity for Fab and Fc related functions, and

FKB238 was compared to both
00 mg concentrations. The
ndary and higher order structures,
iles), purity and impurities, quantity,
rative stability studies.

Summary of non-clinical data O

The FKB238 non-clinical programme consisteQ;Qumber of in vitro assays, an in vivo study in SCID
mice, a single dose toxicity study in mice aﬁ; -week repeat-dose toxicity study in Cynomolgus

monkeys. All studies were done in co r with Avastin. In addition, a 2-week repeat dose toxicity
study with only FKB238 were perforrr%n rats.

Summary of clinical compara@data

The PK similarity between@ and both EU- and US-sourced bevacizumab (Avastin) was investigated
in a pivotal phase I clini ial in healthy male subjects (FKB238-001). In addition, PK similarity of
FKB238 and EU-Avgs i also investigated in a phase I trial in healthy Japanese males (FKB238-003).

A total of 99 healfthy,males were randomised to receive FKB238, EU-Avastin and US-Avastin in
FKBZ38—001,§ healthy Japanese males were randomised to FKB238 or EU-Avastin in FKB238-003.
The co-pri ndpoints were that 90% CIs of log ratio test/reference of AUCO-c0 and AUCO-t were
betwee 25%.

The clihical efficacy and safety program to demonstrate equivalence between FKB238 and the reference
product EU-Avastin (bevacizumab) in combination with paclitaxel and carboplatin is based on a single
randomised, double blind, comparative, phase 3 study in first line patients with advanced or recurrent
non-squamous NSCLC, FKB238-002.

731 patients were randomised to receive FKB238 or EU-Avastin in combination with 4-6 cycles of
chemotherapy (paclitaxel/carboplatin). After chemotherapy was completed the investigational product
was continued as monotherapy until PD or other criteria for treatment discontinuation are met. At data
cut-off, all patients had been followed for at least 12 months. The primary endpoint was ORR defined as
BOR. The equivalence margin for the risk difference of ORR was defined to be £ 0.1221. Other endpoints
were secondary efficacy outcomes, safety, immunogenicity and pharmacokinetics.

CHMP assessment report
EMA/427966/2020 Page 110/116



The design of the phase 1 and phase 3 studies has been discussed in two CHMP scientific advice (SA) from
2015 (EMA/CHMP/SAWP/169264/2015 and EMA/CHMP/SAWP/819725/2015). From a PK, efficacy and
safety point of view the applicant mostly followed the CHMP SA.

3.2. Results supporting biosimilarity

Quality data

Both FKB238 active substance lots and FKB238 finished product lots were used for similarity studies and
high comparability between the active substance and the finished product has been demonstrated.
Furthermore, the same formulation is used for both active substance and finished product, onl
concentrations and the containers differ. FKB238 was compared to both EU-approved Avasti and
US-licensed Avastin lots at 100 mg and 400 mg concentrations. The analytical comparabi udies
included comparisons of primary, secondary and higher order structures, post- translatlﬂ}wnodmcatlons
(charge variants and glycan profiles), purity and impurities, quantity, biological acti or Fab and Fc

related functions, and comparative stability studies. ®

FKB238 is considered to be highly similar to EU-licensed Avastin with resp @the presented
physicochemical and biological characteristics. @

Non-clinical data é
similarity between FKB238 and the
i

A number of in vitro functional assays were conducted to substa

European reference product Avastin. The assays included bijri¢ 6 VEGF isoforms, Fcy receptors, FcRn
and Cl1q, neutralisation of VEGF signal transduction (re gene assay) and neutralisation of VEGF
induced cell proliferation of HUVEC. In addition, ADCGand*CDC activities were investigated. Further,
pharmacokinetic and toxicological properties of F and bevacizumab (EU and US) were
characterised in rats (single dose), SCID mice (USYvastin only) and in a GLP 4-week repeat dose toxicity
study in cynomolgus monkey. A 2-week re es%\éose toxicity study were also performed in rats, which
only evaluated TK parameters of FKB238. DC)

Generally, the data presented by th icant indicate similarity between FKB238 and Avastin.

Clinical data K
Pharmacokinetics Q

In the two PK similari the PK ratios of the co-primary endpoints (AUCo-» and AUCo-1) and
secondary endpomf axand t1/2) were within the predefined 90% CI of the log ratio FKB238/EU-Avastin

within 80 to 2\
Efficacy

ry endpoint ORR (BIRC assessment of PPS), similar outcomes were reported across the two
arms *7 % [95% CI: 46.35 to 57.03] and 53.4% [95% CI: 48.04 to 58.68] in the FKB238 and

EU-Avastin arms, respectively). The difference in ORR was -0.02 and inside the pre-defined equivalence
margin of £0.1221.

The ORR by BICR assessment for the ITT population and ORR by investigator assessment (PPS) showed
similar outcome as the primary analysis.

Secondary endpoints ORR at week 19, PFS, DOR and DCR (BIRC assessment of PPS) were all in line with
the outcome of the primary analysis.
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Safety

For the pivotal study FKB238-002, some slight numeric imbalances in reporting of individual TEAEs were
observed. The incidence of TEAEs in the SOC of blood and lymphatic disorders was lower in the FKB238
arm (55.2%) than in the Avastin arm (59.0%), whereas the incidence of TEAEs in the SOC of
gastrointestinal disorders was higher in the FKB238 arm than in the Avastin arm (31.8% versus 29.5%,
respectively). For the other SOCs, small differences were observed. In conclusion, there was no clear
pattern in the most commonly reported TEAEs (=5%) to suggest any difference in the safety profile

between FKB238 and Avastin.

compared to the Avastin arm (177 [48.4%] patients). Baseline data for the ITT-population sho
imbalances in demography and baseline characteristics (A = 3-11% with regards to more ¢ nt

As of data cut-off, there were 18 more deaths observed in the FKB238 arm (195 [53.9%] patie&)

smokers, more patients with a past and current medical history of cardiovascular condti more
patients with current respiratory conditions, and smaller number of patients who regeived subsequent

anti-cancer therapy in the FKB238 arm). Q
Immunogenicity &'

The ADA prevalence was 3.0% in both treatment arms (9 out of 305 ADA able patients in each arm
tested positive for ADA at any visit). The detected ADA incidence (FKK’aS—OOl,—OOZ, -003) seems to
correspond to what was reported by the originator company for Ei@s in in earlier clinical studies, and

the titres measured in confirmed ADA positive samples in the ph patient study (FKB238-002), seem
relatively low (maximum titre value = 64).

Overall, there were no apparent differences in any of tfk@nunogenicity-related parameters that were
evaluated in study FKB238-002. O

3.3. Uncertainties and Iimitatio:éa‘bout biosimilarity

There are no remaining uncertaintie56 imitations that have an impact on the conclusion of

biosimilarity. O

3.4. Discussion o b@milarity

The Applicant has ana @!ﬁe similarity between FKB238 and EU-approved Avastin in a comprehensive
comparability exerti igh similarity was demonstrated for most of the physicochemical parameters.
Some minor diffefengés were detected for some of the parameters, which were appropriately discussed
and justified applicant not to have a clinical impact. High similarity was demonstrated for most of
the in vitr ional parameters, including for critical parameters such as binding to target VEGF-A and
neutrali of VEGF activities. Differences were noted in binding affinity of FKB238 to FcyRIIIa (F, V)
and IIb (NA1, NA2) in comparison to EU-approved Avastin. These binding differences are likely
caused by the different levels of afucosylated glycan species, and the applicant conducted a risk analysis
for the differences in binding activity against FcyRIIIa. The lack of ADCC and CDC effector functions was
demonstrated in FKB238, similar to EU-approved Avastin. Taking into consideration the mode of action
for bevacizumab and similar PK profile, the observed differences in binding affinity are not considered
clinically meaningful.

PK similarity between FKB238 and EU-Avastin has been demonstrated in two PK similarity
(“bioequivalence”) trials.
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The pivotal phase 3 clinical efficacy and safety study was adequately designed and the primary and
secondary efficacy outcomes and equivalence criteria are deemed acceptable. The primary efficacy data
was supportive of biosimilarity between FKB238 and EU-Avastin and sustained by the majority of
secondary endpoints. Furthermore, the safety data pivotal study of the most commonly reported TEAEs (
=5%) was not suggestive of any difference in the safety profile between FKB238 and Avastin. There was
an imbalance in the number of deaths between treatment arms FKB238 arm (n=195 [53.9%] FKB238
arm, n=177 [48.4%] Avastin arm). At the same time the baseline data for the ITT-population showed
imbalances in demography and baseline characteristics and a smaller number of patients who received
subsequent anti-cancer therapy in the FKB238 arm which could indicate that patients in the FKB238 arm
had a higher background risk of death than those in the Avastin arm.

Fewer patients withdrew consent to follow-up in the FKB238 arm compared to the Avastin ari .9%]
patients versus 49 [13.4%] patients, respectively. Patients in the Avastin arm who withd nsent to
the study had a worse AE profile, worse prognostic factors and thereby a higher risk of Q@than those
in the FKB238 arm. Thus, some deaths might not have been recorded and the risk of s higherin the

Avastin arm. Q

Post-hoc sensitivity analyses to investigate the impact of the withdrawal of cn@ssnx(WoC) patients on OS
were presented, and the resulting HR is brought closer to 1. This sensiti nalysis indicates that the
higher numbers of WoC in the Avastin arm relative to the FKB238 aerou d have introduced
non-negligible bias into the pre-specified OS analysis, thereby res in an overestimated HR. Also,
separation of the OS-Kaplan-Meier curves in these patients wh drew consent seemed to occur
approximately at the same time point (at 3-4 months) as seer@ﬁ aplan-Meier curve for the OS in the
overall ITT population, hence being a possible contribu'\@tor for the numerical OS-difference.

In conclusion, the numerical difference in deaths begn study arms might be explained by several
confounding factors and is not considered a real ce in biosimilarity.

Overall, the Applicant has provided a thorou&qnparative exercise in terms of quality, non-clinical, and
clinical parameters in line with the EU gui to demonstrate biosimilarity between FKB238 and
Avastin. Biosimilarity has been demor@& in quality, non-clinical and clinical (PK, efficacy and safety,
including immunogenicity) data. O

3.5. Extrapolation {Qety and efficacy

The indications grant e reference product Avastin were applied for Equidacent, except for one
indication concerni’ %inum—resistant ovarian cancer, which was excluded due to patent restrictions.
All indication afe applied for share the same mechanism of action. In addition, posology and route
of administr e\re the same across all indications. Based on this, extrapolation to all EU-Avastin
approved i ions can be supported.

3.6. Additional considerations

Not applicable.

3.7. Conclusions on biosimilarity and benefit risk balance

Based on the review of the submitted data, Equidacent is considered biosimilar to Avastin. Therefore, a
benefit/risk balance comparable to the reference product can be concluded.
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4. Recommendations

Similarity with authorised orphan medicinal products

The CHMP by consensus is of the opinion that Equidacent is not similar to Zejula within the meaning of
Article 3 of Commission Regulation (EC) No. 847/200. See appendix 1

Outcome

Based on the CHMP review of data on quality, safety and efficacy, the CHMP considers by conse%that
the benefit-risk balance of Equidacent is favourable in the following indications:

Bevacizumab in combination with fluoropyrimidine-based chemotherapy is indicated for tr ent
of adult patients with metastatic carcinoma of the colon or rectum. K

Bevacizumab in combination with paclitaxel is indicated for first-line treatment atients
with metastatic breast cancer. For further information as to human epidermal h factor
receptor 2 (HER2) status, please refer to section 5.1.

Bevacizumab in combination with capecitabine is indicated for first-line e&nt of adult patients
with metastatic breast cancer in whom treatment with other chem py options including
taxanes or anthracyclines is not considered appropriate. Patien ave received taxane and
anthracycline- containing regimens in the adjuvant setting wi last 12 months should be
excluded from treatment with Equidacent in combinatign @ apecitabine. For further
information as to HER2 status, please refer to section ;\

Bevacizumab, in addition to platinum-based chem py, is indicated for first-line treatment of
adult patients with unresectable advanced, metastatic or recurrent non-small cell lung cancer
other than predominantly squamous cell hi ggo/

Bevacizumab, in combination with erl r@ indicated for first-line treatment of adult patients
with unresectable advanced, metasta recurrent non-squamous non-small cell lung cancer
with Epidermal Growth Factor Rec GFR) activating mutations.

Bevacizumab in combination terferon alfa-2a is indicated for first-line treatment of adult
patients with advanced a tastatic renal cell cancer.

Bevacizumab, in combi @ with carboplatin and paclitaxel is indicated for the front-line
treatment of adult ients with advanced (International Federation of Gynecology and Obstetrics
(FIGO) stages [IIB; and 1V) epithelial ovarian, fallopian tube, or primary peritoneal cancer.

Bevacizumab \mbination with carboplatin and gemcitabine or in combination with carboplatin
Is indicated for treatment of adult patients with first recurrence of
nsitive epithelial ovarian, fallopian tube or primary peritoneal cancer who have not

agents.

Bevacizumab, in combination with paclitaxel and cisplatin or, alternatively, paclitaxel and topotecan in
patients who cannot receive platinum therapy, is indicated for the treatment of adult patients with
persistent, recurrent, or metastatic carcinoma of the cervix.

The CHMP therefore recommends the granting of the marketing authorisation subject to the following
conditions:
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Conditions or restrictions regarding supply and use

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

Other conditions and requirements of the marketing authorisation

Periodic Safety Update Reports

The requirements for submission of periodic safety update reports for this medicinal product areset out
in the list of Union reference dates (EURD list) provided for under Article 107c(7) of Directive 20 /EC
and any subsequent updates published on the European medicines web-portal.

0\6

Conditions or restrictions with regard to the safe and effectivé:e of the

medicinal product
N
O

Risk Management Plan (RMP) @

The MAH shall perform the required pharmacovigilance activities an &rventions detailed in the agreed
RMP presented in Module 1.8.2 of the marketing authorisation a agreed subsequent updates of the
RMP.

An updated RMP should be submitted: \O

® At the request of the European Medicines cy;

being received that may lead to a si icant change to the benefit/risk profile or as the result of

® Whenever the risk management sys;imgodiﬁed, especially as the result of new information
an important (pharmacovigil n@ sk minimisation) milestone being reached.

Conditions or restriction th regard to the safe and effective use of the
medicinal product to plemented by the Member States

Not applicable. ‘ Q@\
O

>
)

Q
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Appendix

1. CHMP AR on similarity dated 23 July 2020
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