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1. Background information on the procedure

1.1. Submission of the dossier

The applicant Mylan IRE Healthcare Limited submitted on 20 February 2020 an application for
marketing authorisation to the European Medicines Agency (EMA) for Lextemy, 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 indication:

Lextemy in combination with fluoropyrimidine-based chemotherapy is indicated for treatment @ult
patients with metastatic carcinoma of the colon or rectum. @

Lextemy in combination with paclitaxel is indicated for first-line treatment of adult pati‘ @ith
metastatic breast cancer. For further information as to human epidermal growth fa ceptor 2
(HER2) status, please refer to section 5.1.

Lextemy in combination with capecitabine is indicated for first-line treatment
metastatic breast cancer in whom treatment with other chemotherapy o ncluding taxanes or
anthracyclines is not considered appropriate. Patients who have receiyed ane and
anthracycline-containing regimens in the adjuvant setting within t 12 months should be
excluded from treatment with Lextemy in combination with cap e. For further information as to
HER?2 status, please refer to section 5.1.

ult patients with

Lextemy, in addition to platinum-based chemotherapy,% ated for first-line treatment of adult
patients with unresectable advanced, metastatic or rgcurrént non-small cell lung cancer other than
predominantly squamous cell histology. 6

%r first-line treatment of adult patients with

Lextemy, in combination with erlotinib, is indﬂa
unresectable advanced, metastatic or recure on-squamous non-small cell lung cancer with
Epidermal Growth Factor Receptor (E é&tivating mutations (see section 5.1).

Lextemy in combination with inter Ifa-2a is indicated for first line treatment of adult patients
with advanced and/or metastatic( cell cancer.

Lextemy, in combination wjth oplatin and paclitaxel is indicated for the front-line treatment of
adult patients with adv (International Federation of Gynecology and Obstetrics [FIGO] stages III
B, III C and 1IV) epg't varian, fallopian tube, or primary peritoneal cancer (see section 5.1).

Lextemy, in c on with paclitaxel and cisplatin or, alternatively, paclitaxel and topotecan in
patients who t receive platinum therapy, is indicated for the treatment of adult patients with
persistent rent, or metastatic carcinoma of the cervix (see section 5.1).

asis for this application refers to:
Article 10(4) of Directive 2001/83/EC - relating to applications for 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.

This application is submitted as a multiple of Abevmy simultaneously being under initial assessment in
accordance with Article 82.1 of Regulation (EC) No 726/2004.

The chosen reference product is: Avastin

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

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

° Marketing authorisation holder: Roche Registration GmbH

° Date of authorisation: 12-01-2005

° Marketing authorisation granted by:
— Union

o Marketing authorisation nhumber: EU/1/04/300/001/2

Medicinal product authorised in the Union/Members State where the application is made or Eun

reference medicinal product: @

o Product name, strength, pharmaceutical form: Avastin, 25mg/ml Concentrate for’:& on for
infusion

° Marketing authorisation holder: Roche Registration GmbH

. Date of authorisation: 12-01-2005 ®

o Marketing authorisation granted by: 0

— Union @

o Marketing authorisation nhumber: EU/1/04/300/001/2

Medicinal product which is or has been authorised in accorda %v Union provisions in force and to
which bioequivalence has been demonstrated by appro r| ava|lab|I|ty studies:
Sﬁ, 25 mg/ml Concentrate for solution for
infusion
o Marketing authorisation holder: Roche Regi@ion Limited
o Date of authorisation: 12-01-2005

. Marketing authorisation granted by Q()

° Product name, strength, pharmaceutical form: Ef 3

— Union Q
° Union Marketing authorlsat|o ers: EU/1/04/300/001/2

Information on P. ?gatglc requirements

Not applicable C)\Q

Informat:@elatmg to orphan market exclusivity

A

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 advices from CHMP on 23 October 2014, 26 May 2016 and 25 January
2018. The scientific advice pertained to quality and clinical aspects of the dossier.
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1.2. Steps taken for the assessment of the product

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

Rapporteur: Jan Mueller-Berghaus Co-Rapporteur: Ondiej Slanaf

The application was received by the EMA on

20 February 2020

The procedure started on

26 March 2020

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

15 June 2020 t

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

17 June 2(2{0

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

YQ 2020
S

the applicant during the meeting on
[}

The CHMP agreed on the consolidated List of Questions to be sent to @23 July 2020

The applicant submitted the responses to the CHMP consolida@st of

Questions on Q
PN

6 October 2020

The Rapporteurs circulated the Joint Assessment Repo \n’the
responses to the List of Questions to all CHMP mer@rs on

17 November 2020

The PRAC agreed on the PRAC Assessment Ove@v and Advice to
CHMP during the meeting on

26 November 2020

The CHMP agreed on a list of outsta Ossues in writing to be sent to
the applicant on

10 December 2020

The applicant submitted the re{bﬂ!es to the CHMP List of Outstanding
Issues on

20 January 2021

discussion \@ the Committee, issued a positive opinion for granting
a mar&@ horisation to Lextemy on

N
A J
The Rapporteurs circul@he Joint Assessment Report on the 10 February 2021
responses to the,Li(&( utstanding Issues to all CHMP members on
The CHMP, m t of the overall data submitted and the scientific 25 February 2021

N\
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2. Scientific discussion
2.1. Problem statement

About the product

MYL-14020 has been developed by Mylan as a proposed biosimilar product to the reference medicinal
product Avastin having bevacizumab as the active substance. MYL-14020 (bevacizumab) belongs to
the pharmacotherapeutic group "monoclonal antibodies” (ATC code: LO1XC07).

Bevacizumab (Avastin, Genentech/Roche) is a recombinant humanised monoclonal antibod@he
immunoglobulin (Ig) G1 class that selectively binds to Vascular endothelial growth facm@GF). The
binding of bevacizumab to VEGF inhibits the binding of VEGF to its receptors on the ace of
endothelial cells, Flt-1 (also known as VEGF receptor-1 [VEGFR-1]) and kinase in main receptor
(also known as VEGF receptor-2 [VEGFR-2]). Neutralizing the biological activi\\x&;GF inhibits the
formation of new tumour vasculature, causes regression in newly formed t asculature, and
normalises the remaining tumour vasculature, thereby inhibiting tumour

&O as granted for Avastin in the
rectum, breast cancer, non-

ube or primary peritoneal cancer,
osology and method of administration

The applicant applied for the same therapeutic indications for MYL-
EU. Lextemy is intended for the treatment of carcinoma of the c
small cell lung cancer, renal cell cancer, epithelial ovarian, fa
and carcinoma of the cervix (see section 1). The recomm
correspond to those of Avastin. \

2.2. Quality aspects Q

2.2.1. Introduction \}.
O

Lextemy has been developed as bi r to the reference medicinal product Avastin (EMA product
number EMEA/H/C/000582). T, inished product is presented as concentrate for solution for infusion
containing 25 mg/mL of beva ab as active substance. The product is supplied in two
presentations, i.e. 100 mL and 400 mg/16 mL in single-use vials (6 mL (6R) and 20 mL,
respectively).

Other ingrediepts(@rew a,a-trehalose dihydrate, sodium phosphate (E339), polysorbate 20 (E432) and
water for inje N :

The produ available in Type I glass vials closed with a flurotec coated, chlorobutyl rubber stopper
and sealed,with an aluminium seal with plastic flip-off cap.

2.2.2. Active Substance

General information

The active substance (AS) of Lextemy (also referred to as MYL-14020) is bevacizumab (INN), a
recombinant humanised IgG1 humanised monoclonal antibody which selectively binds to vascular
endothelial growth factor (VEGF) and prevents the interaction of VEGF to its receptors (VEGFR-1 and
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VEGFR-2) on the surface of endothelial cells, thus inhibiting endothelial cell proliferation, angiogenesis,
and VEGF-induced vascular permeability.

The active substance is expressed in Chinese hamster ovarian (CHO) cells (CHO-S cell line) and
contains two identical heavy chains (HC) and two identical light chains (LC). The heavy and light chains
are connected by intra- and interchain disulphide bonds. MYL-14020 has an approximate molecular
weight of 149 kDa and has one N-linked Glycosylation site located on the heavy chain at Asparagine
303 (Asn-303).

Manufacture, characterisation and process controls é
Manufacturers @
The active substance manufacture, quality control testing are performed at Biocon Bio‘ ndia
Limited in Bengaluru, India (Bommasandra-Jigani Link Road). O
Description of manufacturing process and process controls

\f bioreactor. Following

The active substance is manufactured using a fed-batch process in a prod@
cell culture and harvest, active substance is purified from the harvest c@; fluid through a series of
filtration and chromatography steps. The process includes steps to inaetivéfremove potential containing
viruses. Excipients are added to generate the formulated active su ice.

Process control classifications and acceptance ranges are consi
parameters are controlled by acceptable ranges. All operati the thawing of the vial until the
harvest from the production bioreactor are performed y. All gases are filter-sterilised. Feed
solutions, which are added to the production bioreacto& ilter-sterilised. The hold times for the AS
process intermediates have been adequately validat Tables with the main operational parameters,
their classification, and acceptable ranges for thelindividual steps were provided. The parameters were
classified into critical process parameter (CP nd non-critical process parameter (NCPP) based on
process characterisation studies. CPP arth lled by in-process control (IPC) testing.

cceptable. The process

Overall, the process parameters and ith the other control measures are considered sufficient to
ensure quality and safety of MYL- as well as to monitor process consistency.

The raw materials used d e production of MYL-14020 AS are either of compendial or non-
compendial quality. No endial raw materials are tested according to in-house specification. The
composition of the.c@g re media, feed solutions and buffers used during purification is described in
detail.

Control of materials K
ing

The history a xbility of the host cell line has been well established. Bevacizumab amino acid

sequence heavy and light chain was confirmed in comparison with that of the reference
medicin duct. The construction of the expression vectors and their genetic elements are described
in sufficient detail. A two-tiered cell bank system with Master Cell Bank (MCB)/Working Cell Bank

(WCB) has been established by the applicant. The MCB and WCB have been adequately described;
they have been qualified and characterised in line with ICH Q5D guideline. An end of production cell
bank (EPCB) and a post-production cell bank (PPCB) were prepared and tested according to ICH Q5A
and ICH Q5D.

Control of critical steps and intermediates

The input CPPs have been defined during process characterisation. These CPPs were validated using
three batches. IPCs are performed at each stage during the manufacture of AS to ensure that the process
is controlled to yield consistent product quality.
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All IPCs and tests of the active substance manufacturing process were provided; the critical IPCs with
respective limits and justifications are summarised in section 3.2.5.2.4. Either acceptance criteria or
action limits are proposed for the IPCs.

Overall, the proposed controls appear adequate to ensure consistent quality of the MYL-14020 AS. IPC
tests have been sufficiently described and validated. In-process data for the Process Performance
Qualification (PPQ) batches was presented; all batches met the specifications.

Process validation and/or evaluation
Performance of the AS manufacturing process was verified at commercial site and scale using three
consecutive process validation batches. E

The data from process validation was assessed with the proven acceptable ranges (PARSs) a@
manufacturing operating range (MORs) obtained from process characterisation studies, 6

The validation results, which were all within their specified acceptance criteria, dem &\ate that the
process performs consistently and delivers AS complying with the release specifi under
commercial operating conditions. \

Validation also includes buffer preparation, details of clearance of proces Qroduct related
impurities, at-scale hold time studies, Chromatographic column resin an membrane reusability
studies, extractable and leachable evaluation for critical product co materials.

Extractables/leachables studies were conducted for critical prod%’ontact materials. A tabulated
summary of identified critical product contact materials has Q vided. A tabulated summary of
identified critical product contact materials has been prev .'No elemental impurities above the limit
of quantification were observed. Two compounds with potential leachable exposure above the safety
concern threshold were further assessed based on eéctable data. The conducted toxicological
assessment confirmed that the potential leachab not impact patient safety.

No formal shipping validation has been perﬁ? for the MYL-14020. This is deemed acceptably
justified considering the applied proceéu@@ d the AS and finished product facilities locations.

Manufacturing process developme
The manufacturing process deve&h nt of bevacizumab active substance was initially based on a

manufacturing process which en optimised to the commercial process. Changes introduced
during scale-up and amongthedifferent versions for the process (development process and
commercial process) ha en explained and justified.

>
A comparability s@has been carried on pre- and post-change batches according to ICHQ5E, and
data provide nstrated that the change did not have impact on the process performance and
quality of duct.

Com nsive process characterisation (PC) studies have been performed and based on the results
the process parameters were classified with respect to their criticality. The scaled-down model used for
these studies was qualified and representative of the at scale manufacturing process.

Characterisation

A range of state-of-the-art orthogonal methods has been employed to characterise the active
substance. The primary structure, higher order structures, and the biological activity were evaluated
using a series of biochemical, biophysical, and functional characterisation techniques. The methods
were qualified or validated (release testing methods).

Characterisation was performed using active substance manufactured at commercial scale by the final
commercial manufacturing process. In the scope of the biosimilar exercise, the primary, secondary,
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and higher order structure, glycosylation patterns, product-related variants, and functional activity of
MYL-14020 have been characterised side-by-side against the US and EU reference product Avastin
(see also biosimilarity section).

For the primary structural analysis, the amino acid composition of MYL-14020 was determined by
peptide mapping (LC ESI-MS). The average molecular mass was determined by intact and reduced LC-
ESI-MS.

The higher order structure was evaluated by a combination of Fourier transform Infrared Spectroscopy
(FTIR) Far- and Near-UV Circular Dichroism and Intrinsic Fluorescene. MYL-14020 contains a total of
16 disulfide bonds: 12 intra-chain disulfide bonds and 4 inter-chain disulfides bonds. Disulfide ligkages
were found to be identical for MYL-14020 and the reference medicinal product Avastin. 6

The glycan profile of MYL-14020 was determined by normal phase HPLC (NP-HPLC). In, agdi , an O-
Glycan analysis using NP-HPLC has been conducted. K\

To estimate the content of N-acetyl neuraminic acid (NeuAc/NANA), Sialic acid a I@ has been
performed. Charge and size variants were determined using complementary a@al methods (IEX,
cIEF and CE-SDS (reduced and non-reduced), reduced peptide map and SEQ).

The biological characterisation included in vitro functional assessment o(a and Fc regions. The
biological characterisation included binding to VEGF165 by ELISA a {nctional activity in a cell-based
assay (HUVEC anti-proliferation assay). Fc binding assays inclu IITa-V158 and FcRn binding by

SPR, and C1q binding by ELISA.
N

Characterisation was done using batches that have beegm-| ctured using active substance from
the intended commercial active substance process. In su ary, the presented data confirm the
expected structural and functional characteristics@ acizumab.

Impurities xﬂ
Process related impurities arising during upgtr and downstream manufacturing processes include

host cell proteins (HCP), host cell DN ached protein A and media/buffer components. Data

presented for the three PPQ runs in t pe of the process validation studies demonstrate that the

process consistently and effectiv{@-noves HCP, host cell DNA, and leached protein A to very low
e

levels (below quantitation limi tailed control strategy of product-related impurities for
commercial batches was provi and is deemed satisfactory.
Overall, MYL-14020 ha%n sufficiently characterised; the used methods are adequate.

>

Specificatéa@
The propo t of quality attributes included in the specifications for release and stability testing of
bevaciz complies with ICH Q6B, Ph. Eur. 2031 and EMA/CHMP/BWP/532517/2008 and is

accep . The release specification, includes tests for appearance, identity, purity and impurities,
process-related impurities, quantity, potency, microbial safety, and general attributes.

For all internal methods, reference is made to the same standard testing procedure document. Each
method is expected to have a specific code. Therefore, the respective internal reference code of the
single method should be added (REC).

Relevant methods have been demonstrated to be stability-indicating in forced degradation and stress
studies. It is noted that the potency seems not to be stability-indicating.

The glycosylation profile of the AS has been extensively characterised. The mode of action for
bevacizumab justifies omitting a comprehensive glycosylation study from the specifications.
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The CHMP requested the applicant to revise the specification for potency after a total of 30 AS batches
used for commercial finished product batches will be available (REC).

Analytical Methods

The in-house analytical methods were sufficiently described and validated. However the CHMP
requested the serial numbers to the respective in-house methods listed in the specification and
reference the Standard testing procedure to be provided and added to the specification table (REC).
For compendial methods (Colour, Clarity/Opalescence, Bacterial Endotoxin, Bioburden, pH, Osmolality)
reference to the respective Ph. Eur. monograph has been provided.

Satisfactory bridging data has been provided for the two methods, HCP and leached protein which
have changed in the course of development.

Potency is controlled by a cell-based assay that measures inhibition of proliferation (HYV s). The
anti-proliferation effect of MYL-14020 on HUVEC is evaluated using a fluorescent dye. fhig®hhibition is
compared to an internal reference standard. O

Reference Standards \r
A historical overview of the reference standards was presented. Detailed infor ion on the current

and previous reference standard lots has been provided. A two-tier syst primary reference
standard and secondary reference standard will be established for MY{-14020 AS and finished product.
The protocol for establishment and monitoring of the Secondary R ce Standard was provided.

Batch analysis data
The applicant has provided batch data for several active s&e lots from different versions of the
manufacturing processes. These are the batches used i on-clinical studies, clinical studies,
stability studies and process validation studies. The Ilts were within the predefined specifications in
place at the time of testing and confirm consiste(@lnanufacturing process.

Container closure
The formulated bulk AS is stored in single l(e)sterile bag. A description of the container closure
system has been provided, including t Q\tity of materials of construction of each primary

packaging component. O
Stability \Q

The proposed | she —@’of active substance is based on long-term stability data (real-time,
recommended sto conditions) generated from commercial scale batches from both the development
and the comme c@ ocess.

Stability dat three batches from the commercial process stored under long-term conditions for 18
month der accelerated conditions up to 6 months, as per ICH guidelines were provided.
Supp stability data was provided for ten commercial scale development batches. Stability data

from samples stored under long-term for up to 36 months and for up to 6 months at accelerated
conditions were presented.

Furthermore, stability data were presented from three developmental batches. For these batches long-
term stability data for 24 months and for six months under accelerated conditions are available. In
addition, stress stability data are available up to 1 month.

All batches were manufactured at Biocon facility located in India and stored in representative container
closures.
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Overall, the parameters tested are as per the tests in the release specification. Process-related
impurities, primary sequence and microbial attributes are not part of the stability programme, which is
acceptable.

All the stability results provided for the different processes were within specifications and no significant
trending has been observed. The available stability data for samples stored at the recommended
storage conditions show good stability. Under accelerated conditions a slight decrease in purity is
observed. Furthermore, purity is slightly decreasing; total impurities increase.

The stability data presented from the development process can be considered representative for the
commercial process. Given the high comparability between the manufacturing processes, the proposed
shelf-life based on the development process is acceptable. 6

The applicant should present the real time data obtained for the three primary stability hes
manufactured at commercial scale using the commercial process as soon as availabl N port any
out of specification value found during the stability studies for these primary stabili ches will be

immediately communicated to the Agency (REC).

Overall, the provided stability data support a shelf-life at the recommended@ﬁe condition for
bevacizumab active substance in the proposed container closure system.@

2.2.3. Finished Medicinal Product :@

Description of the product and pharmac @Qdevelopment

The finished product (FP) is a sterile, preservative—fr@:lear to slightly opalescent, colourless to pale
brown concentrate for solution for infusion in a s dose vial for intravenous use containing 25

mg/mL of bevacizumab as active substance is supplied in two presentations: 100 mg/ 4 mL and
400 mg/ 16 mL single-use vials.

Bevacizumab is formulated with treha
phosphate dihydrate and as dibasi
injections.

ydrate, sodium phosphate (as monobasic sodium
dium phosphate anhydrous), polysorbate 20 and water for

The excipients used in Le &00 mg/4 mL and 400 mg/16 mL formulation are standard
pharmacopoeial excipie mmonly used in intravenous formulations. The formulation is identical to
that of the referent icinal product. The compatibility of the AS with the used excipients has been
shown in stabiljtyfstudies.

Minor formul@changes between early (initial formulation) and late (final formulation) development
phase stu ave been described and explained. A comparability assessment has been performed to
ass impact of the formulation changes. Overall, the applicant concluded that the changes do not
have ahy impact on the quality of the product. However, a slightly higher pH and reduced osmolality
can be observed. Since the values are still within the release specifications, the issue was not further
pursued. The MYL-14020 400 mg/16 mL formulation was developed with the same molar composition
as the 100 mg presentation based on the “Final formulation”.

There is no overage in the manufacturing process. The vials are filled to ensure a deliverable volume of
4 mL for the 100 mg presentation and 16 mL for the 400 mg presentation.

Manufacturing process development
The manufacturing process of Lextemy 100 mg/vial and 400 mg/vial involves thawing of AS, pre-
filtration, sterile filtration, aseptic filling of the formulated AS and sealing of vials containing liquid FP.
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Changes made to the finished product manufacturing process during the development have been
described and explained.

The batch history was provided for process development together with the implemented changes. An
overview of the FP manufacturing process development from initial development through the intended
commercial process for the 100 mg/vial and 400 mg/vial was provided.

There are no differences in the manufacturing process and controls between 100 mg/vial and 400
mg/vial except for the fill volume and vial size.

A comparability studies has been performed for change in filling line according to ICH Q5E; although
the approach chosen to show similarity is rather liberal, the actual results of the comparability rcise
do not raise any concerns and is thus acceptable. The comparability assessment indicates t hes
derived from different filling lines are comparable. . 6

N\

Container closure system

The primary container closure system for Lextemy 100 mg/4 mL and 400 mg/16 Qnsists of a Type
I glass vial (6R for 100 mg and 20 mL for 400 mg presentation) closed with a@outyl rubber
stopper (20 mm) coated with a fluoro-resin laminate. The rubber stopper i d with an aluminium
cap with a plastic flip-off cap. The glass vial and rubber stopper comply v@: e appropriate Ph. Eur.
monographs for primary containers and closures. K

m the leachable and extractable
stem are compatible with the FP

Extractables and leachables were also assessed. Overall, the re
studies demonstrate that the components of the container cl
and confirm its suitability for the storage of Lextemy finis

N

Manufacture of the product and proce@:ontrols

Finished product manufacture, quality controlesting (physico-chemical and biological functional) are
performed at Biocon Biologics India Limit:d@}engaluru, India.

Lextemy is manufactured according t% ndard manufacturing process (fill-and-finish) for
monoclonal antibodies. The proces, rises the following main steps: 1) Thawing of formulated AS,
2) Pooling of formulated AS in b llowed by mixing, 3) Prefiltration (offline filtration), 4) Sterile
filtration (online filtration), a filling, and stoppering of vials, 5) Sealing, visual inspection, and
labeling, and 6) Storage jals'and shipment.

The manufacturing, for Lextemy concentrate for solution for infusion consists of a standard
aseptic manufa‘ctc':g rocess and is controlled by IPC testing performed during manufacture. The
process has quately described.

Correspo -process-results for the three consecutive commercial scale process validation batches
d. The results of all batches were found to be consistent and within the acceptance criteria.
| strategy for critical process steps is considered adequate.

There are no intermediates in the FP manufacturing process. The maximum duration of filtration is
supported by the maximum duration of media fill simulations. The time out of refrigeration (TOR), i.e.
the maximum allowable processing time at temperatures above the recommended storage
temperature from the end of filling to the end of secondary packaging, has been indicated.

Process validation
Prior to the process validation studies, risk assessment and process characterisation studies were
conducted in order to define process parameters and their effective ranges.
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The manufacturing process has been validated by manufacture of an appropriate number of full-scale
commercial batches for the 100mg/4 mL and 400 mg/16 mL vial presentations.

All process parameters, as well as performance parameters, monitored during the process validation
studies were maintained within their specific ranges for all process validation batches. Based on the
data provided, it can be concluded that the process is robust and consistently delivers finished product
of the anticipated quality. Ranges have been studied and defined during process characterisation
studies and are considered justified. None of the ranges was challenged during process validation.

The glass vials are sterilised and depyrogenated prior to use by dry heat sterilisation by using a

validated process. The rubber stoppers are supplied ready to use.
Filter validation é
The validation of the filters used for bioburden reduction and sterilisation of the finished @

L 2
solution is conducted. All results complied with the predetermined acceptance criteria rify that
the filters are appropriate for filtering finished product volumes. O

Media fills \Q
The aseptic process used for the sterilisation has been validated through m@ms.

Finally, successful cleaning validation on parts of equipment that com in@ﬁrect contact with the FP
and transport validation using the proposed commercial primary ar&ondary packaging
configuration covering an actual shipment of a currently propos t-case shipping route has been

presented. Q

Product specification

The specification for the finished product includes Q‘or appearance, identity, purity and impurities,
quantity, potency, general attributes (, and rk(r; ial safety.

Both the FP presentations (100 mg/4 mL @ 0 mg/16 mL) have identical specifications with an only
exception to acceptance criteria for € ctable volume, which is specific for each presentation due to
difference in their fill volume.

The panel of quality attributes &;ed for release and stability testing of Lextemy finished product is
considered adequate and jn i ith ICH Q6B, EMA/CHMP/BWP/532517/2008 guideline, and Ph. Eur.
2031. The specification lj xha e been adequately justified taking into account data from AS and the

reference medicinal p Avastin as well as Lextemy batch analysis data and stability data.
>

The potential pre \e of elemental impurities in the finished product has been assessed on a risk-
based approa \Q ihe with the ICH Q3D Guideline for Elemental Impurities. Based on the risk

assessme lemental analysis results of three commercial scale MYL-14020 PV batches, it is
confir elemental impurities are within the limits set out in ICH Q3D and that testing for
ele purities does not need to be included in the finished product specification. The information

on the Control of elemental impurities is satisfactory.

A risk evaluation concerning the presence of nitrosamine impurities in the finished product has been
performed (as requested) in line with the “Questions and answers for marketing authorisation
holders/applicants on the CHMP Opinion for the Article 5(3) of Regulation (EC) No 726/2004 referral on
nitrosamine impurities in human medicinal products” (EMA/409815/2020) and the "Assessment report-
Procedure under Article 5(3) of Regulation EC (No) 726/2004- Nitrosamine impurities in human
medicinal products” (EMA/369136/2020). Based on the information provided it is accepted that no risk
was identified on the possible presence of nitrosamine impurities in the active substance or the related
finished product. Therefore, no additional control measures are deemed necessary.
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Analytical methods

For the in-house analytical methods, the descriptions are sufficiently detailed and acceptable. However
the CHMP requested the serial numbers to the respective in-house methods listed in the specification
and reference the Standard testing procedure to be provided and added to the specification table
(REC). All analytical methods used for release testing of the FP have been appropriately validated
based on the principles provided in ICH Q2 (R1) guideline. For compendial methods reference to the
respective Ph. Eur. monograph has been provided. The methods have been verified. The analytical
procedures used for bacterial endotoxin, sterility, and container closure integrity test have been
validated for the MYL-14020 FP to determine their suitability. The presented validations for analytical
methods are acceptable and demonstrate the suitability of the analytical procedures for their irgjed

use.

For the release of the commercial product, there has been a change in the analytical me,th&dentity.
A method comparability assessment was done with the existing and new reagents fo N cizumab FP
samples. Both methods with old and new reagent exhibited positive identity with ct to standard

Reference Standards Q?\'
e

Detailed information on the current and previous reference standard lots en provided and

and samples.

discussed previously in the respective AS section in this report. K

Batch Analyses @

The applicant has provided batch data for several 100 mg and finished product lots from different
versions of the manufacturing processes. These are the b s used in the development studies, non-

clinical studies, clinical studies, stability studies and pro\ alidation studies.

The available results demonstrate that the manu a@ing process(es) are capable of delivering FP of
consistent quality. Batches derived from the diffékent developmental phases are comparable.

Stability of the product 0

The proposed long-term storage CQQ for Lextemy (100 mg/4mL and 400 mg/16 mL vial
presentations) is 5 £ 3°C. A shelf:life"of 24 months is proposed, based on long-term primary stability

data (real-time, recommend rage conditions).
For the 100 mg/4 mL a mg/16 mL vial presentations long-term stability data for three PPQ
batches each are av up to 12 months for 100 mg/4 mL and for 400 mg/16 mL). Stability data at

accelerated cogdi’c}’\ 25 £+ 2°C/60% = 5% RH) are available up to 6 months.

Supportive stabi data for the 100 mg/4 mL vial presentation was provided for nine batches
manufact previous filling line using AS from development process. Long-term stability data are
availabl p to 36 months. Stability data at accelerated conditions are available up to 6 months.

Additi ly, for the three batches, stability data are available at stress conditions (40 £ 2°C/75% +
5% RH) for 2 months.

Furthermore, stability data were presented for three developmental batches. Long-term stability data
at the recommended storage condition are available for 36 months and at accelerated conditions for 6
months; stress stability data (40 £ 2°C/75% = 5% RH) for these batches are available up to 2
months.

Supportive stability data for the 400 mg/16 mL vial presentation was provided for ten batches
manufactured at previous filling line using AS from development process. Long-term stability data are
available for up to 36 months and at accelerated conditions for up to 6 months. No stability data at
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stress conditions are available for these batches but data from a forced degradation study were
presented.

The design of the registration stability studies was in line with ICH Q5C guideline. Overall, the
parameters tested as per the tests in the release specification. All PPQ batches, for both presentations,
were manufactured at the proposed site and stored in the containers intended for commercial use. For
the stability studies the vials are stored in horizontal position.

For the stability data provided for the different processes, all results were within specifications. The
available stability data for samples stored at the recommended storage conditions (5 £ 3°C) show a
trending for the purity/impurities parameters. A slight decrease of purity is observed. The trending is
visible after 6 months for the PPQ batches. For the supportive and developmental batches, the%ding
can also be observed - however further specifics cannot be made since some of the param are
not tested for these batches. The batches remain within specifications for the proposed life of 24
months. Under accelerated conditions (25 £ 2°C/60% % 5% RH), an obvious decre Xurity can be
observed. Potency is still within limits. Only at stressed (40 £ 2°C/75% % 5% % itions, a clear

signal for potency is observed. \

For the batches filled in the previous filling line some analytical methods ters are different
compared to the commercial batches; differences have been discussed. Si the analytical methods
per se remain identical and the main parameters have always been rmined, this issue can be

accepted. The data has also been generated for the “missing” pQ ers and support the

specifications.
Given the high comparability between both the FP from,t %ious and proposed filling lines and the
AS manufacturing processes , it can be acceptable to (’:-% a shelf-life of 24 months based on product
batches manufactured at previous filling line that ar rived from AS from the development process.
The manufacturing process at the previous fillingNine& can be considered representative for the
commercial process. The CHMP requested t licant to present up to 24 months real time data
obtained for the three commercial scale p validation batches of MYL-14020 FP 100 mg and 400
mg presentations as soon as availabl \30 immediately report to the Agency any out of
specification value found during th ng stability study for the commercial scale batches of MYL-
14020 FP 100 mg and 400 mg ations.

Stability comparability ha be%valuated for the two presentations 100 mg/vial and 400 mg/vial at
real-time long-term stor; \on ition of 2-8°C. Stability-indicating parameters were evaluated. Overall
stability profiles foI S 20 100 mg/vial and 400 mg/vial presentations were found comparable.

A comparativefo@degradation study using both MYL-14020 and the reference medicinal product
Avastin has b& nducted. Overall, the results were similar for biosimilar MYL-14020 product and
dicinal product Avastin.

the refere@
A pf@)ility study in line with ICH Q1B guideline has been included and the study showed that FP

is light¥sensitive. Upon photo exposure a significant degradation in the samples were observed.

A compatibility study was conducted to evaluate the stability of finished product after dilution.
Chemical and physical in-use stability has been demonstrated for 48 hours at 2°C to 30°C in sodium
chloride 9 mg/mL (0.9%) solution for injection. If not used immediately, the diluted Lextemy should
not be stored longer than 24 hours at 2°C to 8°C. From a microbiological point of view, the product
should be used immediately. If not used immediately, in-use storage times and conditions are the
responsibility of the user and would normally not be longer than 24 hours at 2°C to 8°C, unless dilution
has taken place in controlled and validated aseptic conditions (SmPC section 6.3).
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Taken together, the presented stability data sufficiently support the proposed shelf-life of 2 years at
the intended storage conditions (i.e. 2-8°C, protected from light) as per SmPC sections 6.3 and 6.4.

Biosimilarity

Analytical similarity of MYL-14020 was assessed in a comprehensive similarity exercise using EU- and
US-sourced Avastin as reference medicinal product. US-sourced Avastin was included as supportive
data. The approach and methodology of the analytical similarity assessment is sufficiently described
and overall acceptable.

The number of batches of EU-Approved Avastin and US-Licensed Avastin as well as of Abevmyée
considered adequate for the analytical similarity assessment. To support the known mecha

action, binding to VEGF and inhibition of cell proliferation was assessed by functional and(binding
assays in the scope of the biosimilarity exercise. Assays include binding to VEGF (VEGH- and VEGF-
121 and VEGF-189), inhibition of VEGF (VEGF-165, VEGF-121 and VEGF-189) induroliferation of
endothelial cells (HUVECs), and inhibition of VEGF-165 induced VEGFR-2 pho ryhation. Information
on “standard test procedure” and method qualification are provided. From t% rmation provided, it
can be concluded that MYL14020 is similar to the European reference m% product in terms of
VEGF-binding, inhibition of VEGF induced proliferation of endothelial cglls afd inhibition of VEGF-165
induced VEGFR-2 phosphorylation. MYL-14020 showed minor diffe when compared to US- and
EU-Avastin lots for VEGF-121 binding kinetics (KD). The differe kinetic constants observed are
within the method variability. Furthermore, the inhibition of 1 induced HUVEC proliferation

shows similarity. Therefore, this issue does not preclud@
In addition to Fab-associated antigen binding, MYL-14020"%inding to Fc receptors and complement

factor C1q were evaluated in the scope of the biosi ity exercise using in vitro assays. C1q binding
was assessed via ELISA and binding kinetics with Ia, FcyRIIa, FcyRIIb, FcyRIIla, FcyRIIIb and
FcRn were assessed via surface plasmon re &ce. Furthermore, antibody dependent cellular
cytotoxicity and complement dependent c Qicity assays were included as part of the comparability
exercise - even though bevacizumab j nown to act through either of these mechanisms. From
the information provided, it can b ded that MYL14020 is similar to the European reference
medicinal product in terms of Fc tor and C1qg binding. No ADCC or CDC activity could be detected.
Some observed differences i RIIIb and FcRn are small and do not preclude biosimilarity.

ity.

In conclusion, the simila@ssessment of MYL-14020 and the EU reference medicinal product showed
highly similar biolqgieq ivity of both the Fab and Fc-based functionality.

For protein c nex@ ion — as measured by UV spectrophotometry, one MYL-14020 batch was found
to contain Io% ncentration of bevacizumab. The protein concentration value of this batch was
howev v@ he current release and stability specifications.

Wit to purity/impurities, as measured by SEC, MYL-14020 lots were found to contain lower
amounts of HMWP and higher content of monomer compared to EU-Approved Avastin and US-Licensed
Avastin lots. No impact on PK was observed in the comparative PK study compared to the US-Licensed
Avastin There was no impact of higher monomer content on the inhibition of VEGF165 induced
proliferation assay. No impact on safety and efficacy was observed during the comparative clinical
study. Therefore, MYL-14020 is considered similar for HMWP and monomer.

Differences were also observed for fragments and the distribution of charged variants. The total
impurity content and the monomer content of MYL-14020 were within the quality ranges of EU-
Approved Avastin and US-Licensed Avastin. Overall, the differences in fragments showed no effect on
the relative potency and binding kinetics data in different Fab and Fc function assays. Furthermore, no
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apparent impact on safety, efficacy and immunogenicity was seen in the Phase III comparative safety
and efficacy study (MYL-14020-3001).

Differences were observed in the content of basic and main peak between MYL-14020 and the
reference medicinal product lots. No impact on PK was observed in the comparative PK study MYL-
14020- 1002 which used a MYL-14020 lot compared to the US-Licensed Avastin. There was no impact
of lower basic and higher main peak content on the inhibition of VEGF165 induced HUVEC proliferation
assay. The lower basic peak and higher main peak in MYL-14020 lots is not considered to have an
impact on potency, PK, safety, efficacy and immunogenicity and MYL- 14020 is considered similar to
EU-Approved Avastin and US-Licensed Avastin for the charge variants.

Oxidation level observed in MYL-14020 lots were comparable and any reported differences ha t
been ranked as critical and essential in demonstrating analytical similarity. The non-glycos %ﬂ heavy
chain (NGHC) was lower and outside the quality range for MYL-14020 batches. NGHC @re
reported to impact efficacy through Fc effector functions (CDC and ADCC); antibodi ’kt high levels
of NGHC have significantly reduced effector functions. Since Fc effector functions t part of the
mechanism of action for bevacizumab, and no differences in C1q and FcyRIIIaS’ ing has been
observed, this aspect is not considered relevant for overall biosimilarity. In mparative phase III
clinical study, no apparent impact on safety, efficacy and immunogenicit seen.

Higher levels of high mannose species have been observed for MYL;
reference medicinal product. High mannose levels may result in
therefore may affect the PK. However, no impact on PK was
which used a MYL-14020 batch with higher levels of man ompared to the US-Licensed Avastin.
Additionally, high mannose species are reported to enh}\ DCC activity. Since ADCC is not part of
the mechanism of action of bevacizumab, this aspec@no regarded relevant for overall biosimilarity.

20 batches compared to the
clearance of the FP in vivo and
in the comparative PK study

Furthermore, higher levels were observed for teﬂ%l galactose and total afucosylated species (with
and without high mannose). Lower levels w served for fucosylated species. Galactosylation,
afucosylation and fucosylation have been ed to be relevant for Fc mediated effector functions
including CDC, ADCC, and FcyRIIIa biu& owever, ADCC/CDC is not part of the mechanism of
action for bevacizumab and no diff was observed in FcyRIIIa binding. Therefore, the differences
are not regarded relevant in ter @)verall biosimilarity.

Avastin and US-License tin lots. NANA levels are reported to impact PK, CDC and ADCC. In the
comparative PK stgd he phase III comparative safety and efficacy study, a MYL-14020 batch
with higher levels \ al sialic acid compared to the reference medicinal product was used. No impact
on PK, safety L and immunogenicity was seen, so far. Furthermore, since Fc effector functions
are not part mechanism of action for bevacizumab, and no differences in C1q and FcyRIIIa
bindin a@aen observed, this aspect is not considered relevant for overall biosimilarity.

Higher levels of total sialis aci ANA) are observed in MYL-14020 batches compared to EU-Approved

Over is concluded that the minor differences in the levels of aggregates, fragments, charged
species and the glycosylation pattern observed for MYL-14020 would have no impact on PK, activity,
safety and immunogenicity.

The presented analytical data support the claim for biosimilarity between the proposed biosimilar MYL-
14020 and the reference product EU-Avastin. MYL-14020 is regarded similar to its reference medicinal
product. The results are summarised in Table 1.

Table 1. Summary of analytical similarity assessment between MYL-14020 and EU-Avastin

Molecular Attribute Methods for cc.)ntr_ol Key findings
parameter and characterisation
Primary sequence |Peptide Mapping Sequence identity confirmed.
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Higher order

Mol | Meth f trol
olecular Attribute ethods for control |,/ & dings
parameter and characterisation
Prima Intact Mass LC-ESI-MS Highly similar; match the expected mass
struct:‘:'e Reduced Mass LC-ESI-MS Highly similar; match the expected mass
Isoelectric point cIEF Similar isoelectric point
. The protein concentration value was within the
General Protein content UV-280 - I
current release and stability specifications.
Secondary structure [Far-Uv-CD Highly similar secondary structure
N -UVv CD t i |
Tertiary Structure  |Near UV CD ear-U spectra were superimposable and

highly similar

Secondary Structure

FTIR

Similar with respect to shape and location of the
amide-I band and amide-II band

Free cysteine

Free cysteine analysis

Free cysteine content is similar (below LC@
All 16 disulphide bonds are detected. 91

structure
Di-sulfide bridging |RP-HPLC-ESI-MS
Higher order Comparable transition temperature
DSC

structure observed

Higher order Intrinsic Fluorescence [Highly similar spectra

structure -

Sub-visible Particles [MFI Sub-visible particle coyritd akg comparable.
Lower amounts of HM higher amounts of
monomer were obsefye
There was no im@ igher monomer content on

SEC-HPLC the inhibitien fV 165 induced proliferation
assay. No t on safety, efficacy and

Monomer and A . .

Aagreaates immun y in the Phase III comparative

g9reg safe fficacy study (MYL- 14020-3001) was
ob 1
Purity ildr monomer population; similarity in overall
AUC
and shape of the molecules
SEC-MALS Similar size range for monomer

[Total Fragments

o

QO

Differences in minor variants:

Slightly higher amount of %LC and lower amount
of %HL and %2H.

No apparent impact on safety, efficacy and
immunogenicity was seen in the Phase III
comparative safety and efficacy study (MYL-
14020-3001).

Charge varia
and oxidati

Charge Variants N

Isbelectric point bycIEF

No difference in isoelectric point

\Q

ants

Cba

Differences in charge distribution.

The difference in basic and main peak could be
attributed to the carboxypeptidase B treatment
which removes the C-terminal lysine residues and
changes the distribution of the charge variants.

ma?al_t;zrr;ef- CIEX-HPLC No impact was observed on potency and PK.

No apparent impact on safety, efficacy and
immunogenicity was seen in the Phase III
comparative safety and efficacy study (MYL-14020-
3001).
Lower content of hydrophobic variants.

Hydrophobic HIC Small differences in hydrophobic variants are not

\variants likely to be clinically significant due to their low
content.

Methionine Peptide Mapping by RP |[Comparable Met-258 oxidation level;

Oxidation HPLC ESI-MS Lower level of Met-434 oxidation.

Post-
translational
modification

Ng-HC and p75

CE-SDS(Reduced)

Lower Ng-HC amount outside the quality range
and lower p75 levels.

Ng-HC levels are reported to impact efficacy
through Fc effector functions CDC and ADCC.
Results of C1q ELISA, FcyRIlla binding kinetics,
CDC assay and ADCC assay demonstrated

similarity.
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Mol | Meth f ntrol
olecular Attribute ethods for control |, . i dings
parameter and characterisation

No apparent impact on safety, efficacy and
immunogenicity was seen in the Phase III
comparative safety and efficacy study (MYL-
14020-3001).

Afucosylation Higher levels of high mannose, total galactose and
[Total High Mannose total afucosylated species.

Higher levels of high mannose species may result
in faster clearance of the finished product in vivo
and therefore may affect the PK. However, no
impact on PK was observed in the comparative PK
study (MYL-14020-1002). Additionally, high
mannose species are reported to enha ADCC
activity. Since ADCC is not a mechani action
for bevacizumab, the observed dif] e for total
high mannose has no impact onﬁ cy.

Levels of galactosylation, afua tion and
fucosylation have been o be relevant for
Fc mediated effector fi including CDC,
IADCC, and FcyRIIIa binding. Results of C1q ELISA,
FcyRIIIa binding %& , CDC assay and ADCC

NP-HPLC
[Total Galactose

assay were simil apparent impact on safety,
efficacy and &T\unogenicity was seen in the Phase

I1I compa afety and efficacy study (MYL-
14020,
of total sialic acid (NANA). NANA

are reported to impact PK, CDC and ADCC.

parent impact on safety, efficacy and

mmunogenicity was seen in the Phase III

Sialic Acid Content |RP-HPLC O comparability safety and efficacy study.Results of

Q C1q ELISA, FcyRIIIa binding kinetics, CDC assay
and ADCC assay demonstrated similar C1q and

\ FcyRIIIa binding and lack of Fc mediated effector

() functions (CDC and ADCC).

VEGF165 Binding \ inding ELISA [Similar relative binding
Inhibition —cell based

of VEGF165 Induc ay Similar relative potency
Proliferation H

Inhibition M

of VEGF12 Ninduded 'a—isus\;sc -cell based Similar relative potency
HUVEC prolifération

Inhi f

9 induced HUVEC -cell based Similar relative potency

* « [RUYEC proliferation pssay

Biological &vhibition of
activity (Fab; EGF165 induced |HUVEC -cell based

mediat VEGFR-2 assay
phosphorylation
VEGF165 binding
kinetics by Surface
Plasmon Resonance
VEGF121 binding
kinetics by Surface
Plasmon Resonance
VEGF189 binding
kinetics by Surface
Plasmon Resonance
FcyRIIIa- Surface Plasmon
\V158kinetics by Resonance based assay

Similar relative potency

Surface Plasmon

Resonance based assay Similar relative affinity and KD

Surface Plasmon

Resonance based assay Similar relative affinity and KD

Surface Plasmon

Resonance based assay Similar relative affinity and KD

Similar relative affinity and KD
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Mol | Meth f trol
olecular Attribute ethods for control |,/ & dings
parameter and characterisation
Surface Plasmon
Resonance
FcyRIIIa-
F N
158kinetics by Surface Plasmon Similar relative affinity and KD
Surface Plasmon Resonance based assay
Resonance
FcyRIa Kinetics by Surface Plasmon - . .
Surface Plasmon Similar relative affinity and KD
Resonance based assay
Resonance
FcyRIIa-
R -
131kinetics by surface Plasmon Similar relative affinity and KD é
Surface Plasmon Resonance based assay
Resonance -~
FcyRIIa- * ‘O
Biological H131kinetics by Surface Plasmon Similar relative affinity and K\
activity (Fc- Surface Plasmon Resonance based assay ¥ @
mediated) Resonance
FCYRIID klnet_lcs Surface Plasmon - . _
Measured Using Resonance based assa Similar relative affinity KD
SPR-Based Assay 4 fo.N\
Small differenge inaD. Difference is within method
FcyRIIIb kinetics \variability.
. Surface Plasmon ; . .
Measured Using Resonance based assa FcyRIIIb,i a clinically relevant mechanism of
SPR-Based Assay Y action @ evacizumab and thus the differences is
no dered significant.

C1q binding

C1q binding ELISA

FcRn kinetics by
Surface Plasmon

Surface Plasmon
Resonance

N ilar relative binding
im0r differences (broader distribution) in the

inetic constants which are within method

Resonance A variability.
IADCC Cell based assdy No ADCC activity
CDC Cell base%y’ No CDC activity

Adventitious agents

RS
O

Overall, the risk of contaminof MYL-14020 with adventitious agents is considered low. The
applicant implemented iple ®@omplementing measures to ensure product safety with regard to non-
viral and viral adventiti gents. The measures include selection of materials, testing of cell banks
and process intern tés (bulk), testing of microbial attributes at release, and implementation and
validation of de i@} virus clearance steps and steps contributing to virus reduction:

e Fort oduction cell culture process of MYL-14020, except two raw materials, no other
I- or human-derived material is used. Due to the manufacturing steps there is no specific
cern for viral contamination. Compliance with TSE-Guideline EMEA/410/01 rev03 has been
emonstrated. There are three animal-derived raw materials that were used in the various
stages of stable cell line development. The risk from these animal-derived raw materials used
at development of the MCB is considered by extensive testing of MCB. No excipients of human

and/or animal origin are used in the manufacture of finished product.

e Cells have been tested for adventitious and endogenous viruses according to ICH Q5A and
human viruses and Replication Competent Retrovirus (RCR).

e The testing programme for the un-processed bulk is compliant with Guideline ICH Q5A and
acceptable. Considering the data from multiple tested lots and overall viral clearance capacity
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it could also be justified to abandon retrovirus testing and RCR testing from the routine testing
programme.

¢ Endotoxin levels and bioburden/sterility are adequately controlled throughout the
manufacturing process and at active substance and finished product release.

¢ New and aged chromatographic resins were assessed with regard to viral particle
contamination and sufficiently wide safety margin has been demonstrated.

The ability of the purification process to remove viruses was evaluated with a suitable panel of model
viruses. The choice of model viruses and selection of process steps validated for virus reduction is
acceptable. The viral clearance study was performed. Validation studies for virus inactivation/r val
were performed. Full study reports on virus inactivation/removal have been provided. Contr@
cytotoxicity and interference of test material with virus detection were performed. . 6

N\

2.2.4. Discussion on chemical, pharmaceutical and biologic @pects

Information on development, manufacture and control of the active substalﬁ finished product has
been presented in a satisfactory manner. The data provided support biosi y versus the EU
reference medicinal product (Avastin) at the quality level. The results of tasts carried out indicate
consistency and uniformity of important product quality characteri {and these in turn lead to the
conclusion that the product should have a satisfactory and unif formance in clinical use.

At the time of the CHMP opinion, there were a number of @ esolved quality issues having no

impact on the Benefit/Risk ratio of the product, which to the below aspects and are put forward
and agreed as recommendations for future quality dé ent:
= to review the acceptance criteria for potency on a total 30 AS batches used for commercial

FP batches. \
= to present real time stability data fo@ercial scale and commercial process AS batches and

report any out of specification re

= to present real time stability @‘or commercial scale and commercial process FP batches and
report any out of specific

= to provide the serial bers to the respective in-house methods for the control of AS and add
ion S.4.1 in Module 3.

them to the tableQ
= To prowde th | numbers to the respective in-house methods for the control of FP and add
them to t6 section P.5.1 in Module 3.

2.2,5. clusions on the chemical, pharmaceutical and biological aspects

The quality of this product is considered to be acceptable when used in accordance with the conditions
defined in the SmPC. Physicochemical and biological aspects relevant to the uniform clinical
performance of the product have been investigated and are controlled in a satisfactory way. Data has
been presented to give reassurance on viral/TSE safety.

2.2.6. Recommendations for future quality development

In the context of the obligation of the MAHSs to take due account of technical and scientific progress,
the CHMP recommends the following points for investigation:
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1. to review the acceptance criteria for potency based on a total 30 AS batches used for
commercial FP batches.

2. to present real time stability data for commercial scale and commercial process AS batches and
report any out of specification results.

3. to present real time stability data for commercial scale and commercial process FP batches and
report any out of specification.

4. to provide the serial numbers to the respective in-house methods for the control of AS and add
them to the table in section S.4.1 in Module 3.

5. To provide the serial numbers to the respective in-house methods for the control of FP @add

them to table in section P.5.1 in Module 3. @
0\6

2.3. Non-clinical aspects é

&

2.3.1. Introduction 0

Bevacizumab is a recombinant IgG1 humanised monoclonal antibod Ab) that binds to soluble VEGF
(VEGF-A) and prevents the interaction of VEGF to its receptors -1 and VEGFR-2) on the surface
of endothelial cells, thus inhibiting endothelial cell proliferation enesis, and VEGF-induced vascular

permeability.
&
O

a&cused on the evaluation of analytical similarity
-Avastin) (Table 2). In vitro studies were included in
und in the quality part, section 2.2.3 of this report. No in
e conducted.

2.3.2. Pharmacology

The MYL-14020 pharmacology programme
compared to the reference medicinal prod
Module 3, therefore the assessment b
vivo non-clinical pharmacology studi%

A short summary of the in vitro § is provided in the sections below.

\Q

Table 2. 0vervie¥v -clinical pharmacology studies for MYL-14020

AN
Study o (2 [Test system [Main Parameter Measured  [Study Number
Primary Pharmvnamics

HUVEC Proliferation (inhibition)

Inhibition of VEGF-189 induced
proliferation

VEGF-121 binding assay

VEGF-165 binding assay SPR Binding kinetics
VEGF-189 binding assay

VEGF-165 binding assay ELISA Steady state binding
VEGFR-2 phosphorylation HUVEC lysates Tyr1175 phosphorylation
assay

FcyRIa binding assay SPR Receptor binding kinetics
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FcyRIIa R131 binding assay
FcyRIIa H131 binding assay
FcyRIIb binding assay
FcyRIIIa V158 binding assay
FcyRIIIa F158 binding assay
FcyRIIIb binding assay

FcRn binding assay

C1q binding assay ELISA C1q binding at steady state
ADCC Effector and target|Cytotoxicity
cells
CDC Target cells
Abbreviations: HUVEC, human umbilical vein endothelial cells; SPR, Surface Plasmon Resonance; ELIS me
linked immunosorbent assay; ADCC, antibody dependent cellular cytotoxicity; CDC, complement ge

cytotoxicity K\

Primary pharmacodynamic studies \Q

Pharmacological in vitro assays with MYL14020, EU-Avastin and US—Avastir@uded binding to VEGF
(VEGF-165 and VEGF-121 and VEGF-189), inhibition of VEGF (VEGF-lGS%F-lZl and VEGF-189)
induced proliferation of endothelial cells (HUVECs), and inhibition of \Q;F—165 induced VEGFR-2
phosphorylation.

From the information provided, it can be concluded that MYL similar to the European reference
medicinal product in terms of VEGF-binding, inhibition of induced proliferation of endothelial cells
and inhibition of VEGF-165 induced VEGFR-2 phosphory .

O

Secondary pharmacodynamic studiéQ

In addition to Fab-associated antigen bin 'r@/IYL14020 binding to Fc receptors and complement
factor C1q were evaluated in the scop 3& biosimilarity exercise using in vitro assays. C1q binding
was assessed via ELISA and bindin ics with FcyRIa, FcyRIla, FcyRIIb, FcyRIIIa, FcyRIIIb and
FcRn were assessed via surface K n resonance. Furthermore, antibody dependent cellular
cytotoxicity and complement dent cytotoxicity assays were included as part of the comparability
exercise - even though be\§i2 mab is not known to act through either of these mechanisms.

From the information @'ed, it can be concluded that MYL14020 is similar to the European reference
*
medicinal product | ms of Fc receptor and C1q binding. No ADCC or CDC activity could be detected.

*
MYL14020 sh lightly lower FcyRIIIb binding activity and a slightly higher C1q binding activity.
In compa with the EU-and US-reference medicinal product, a broader distribution for FcRn binding
can rved for the proposed biosimilar. The results are still within the range of EU-Avastin.

Safety pharmacology programme

No safety pharmacology studies have been conducted.

Pharmacodynamic drug interactions

No pharmacodynamic drug interactions studies have been conducted.
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2.3.3. Pharmacokinetics

No stand-alone pharmacokinetics studies were submitted. However, the toxicokinetics of MYL-14020
and Avastin-US were compared in a repeat-dose toxicity study performed in cynomolgus monkeys and
additional toxicokinetic data for an older version of MYL-14020 (namely Bmab-100) were collected in
two supportive studies conducted in mice and rabbits.

The supportive repeat-dose study in mice was comparative in nature and showed a similar
toxicokinetic profile of Bmab-100 and Avastin at the dosage of 50 mg/kg on day 1. At day 29, a
difference in exposure was observed, which might be due to variable immunogenicity owing to
repeated administration of Bmab-100 and Avastin. ADAs have not been determined in this stu

The supportive repeat-dose study in rabbits was not comparative. The toxicokinetic profile -
100 resembles the profile of a typical monoclonal antibody. Accumulation occurred at re dosing.

1.0 and 1.3.
2.3.4. Toxicology é
Single dose toxicity Q@

Two acute toxicity studies were conducted with Bmab-%\Qn older version of MYL-14020) in Swiss
Albino mice (Study 9336) and New Zealand White rabbits (Study 9337). No significant toxicities were
observed in either study. There were no signs of foxicity, pathological changes or mortality.

Repeat dose toxicity 0()
Four repeat dose toxicity studies w ducted with the proposed biosimilar (MYL-14020) (
. Qa

&C}

Q
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Table 3).




Table 3. Overview of repeat dose toxicity studies with MYL-14020

ke

Y 4

{
o

Avastin without h
morphological c‘rbate.
Both compouyhds ifiduced comparable

effects in moral growth plates of
youn iNg male animals.

fet macology: no changes in
n@ i€al examinations, ophthalmic
inations and cardiovascular
\Pa ameters.
Local tolerance: histopathological
changes at the intravenous injection
sites for all groups (including controls)
and regarded as related to the
application procedure.

Study ID Species Dose/Route |NOAEL | Major findings gst
Study 9335 |Swiss Albino mice |Bmab-100: (0),|> 445 |No significant toxicities. No
(comparative) | 5/sex/main group 50, 150 and mg/kg
4w+2w 5/sex/toxicokinetic 445 mg/kg i.v.
recovery group US-Avastin: 50

2/sex/recovery group |mg/kg i.v.
Study 9340 |New Zealand White |(0), 15, 50 and | >133.5 | No significant toxicities. No
90d + 28d rabbits 133.5 mg/kg mg/kg
recovery 4/sex/main group i.v.

3/sex/recovery group
Study BIO- |New Zealand White |(0), 500, 2000 |- Abnormal ocular clinical signs in the @
TX 2561 rabbits Hg/dose control and high dose groups were Q>
4w+2w 4/sex/main group ivt. observed. Abnormal phenotype§ v% )
recovery 3/sex/recovery group attributed to the injection proc
Study TOX- |Cynomolgus MYL-14020: 50 In female animals, absolute s’ Yes
070-002 monkeys mg/kg weight and uterus/brain ratio (not
28d US-Avastin: 50 were significant decr: the claimed)
(comparative) mg/kg groups given 50 mg/: 14020 or

i.v. i clear

6\)

Reproduction Toxicity KO

No developmental or reprodu
the repeat-dose toxicity XV

in treated female a‘n@és observed with both Avastin and MYL-14020.

2.3.5. Ec

2

N

ity/environmental risk assessment

toxicology studies were conducted with MYL-14020. However, within
in‘cynomolgus monkeys (TOX-070-002), a reduction in uterus gland size

The ac e@bstance is a natural substance, the use of which will not alter the concentration or

dist
risk to

2.3.6. Discussion on non-clinical aspects

of the substance in the environment. Therefore, bevacizumab is not expected to pose a
e environment.

For global development, the toxicological profile of the proposed biosimilar candidate was determined
in several in vivo acute and repeat-dose studies in mice, rabbits and cynomolgus monkeys.

No toxicities were observed in the conducted single-dose toxicity studies in mice and rabbits. The
conducted single dose toxicity studies in mice and rabbits are not considered relevant for
demonstration of biosimilarity. In general, it is not recommended to conduct separate single-dose
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studies (see ICH M3 guideline), or toxicity studies with monoclonal antibodies in non-relevant animal
species, i.e. mice (see ICH S6 guideline).

In the repeat-dose studies, no unexpected toxicities have been observed. Studies 9335 in mice and
TOX-070-002 in cynomolgus monkeys are comparative and seem to demonstrate biosimilarity of
MYL14020 and Avastin. However, the group size in these studies is low and inter-individual variability
should be considered. Furthermore, an older version of MYL-14020 (namely Bmab-100) and US-
Avastin were used in the repeat-dose studies conducted in mice and rabbits (Study 9335 and Study
9340, respectively). The results of the studies are regarded supportive and do not add further value for
the demonstration of biosimilarity.

Additionally, a repeat-dose toxicity study has been conducted in rabbits to investigate potentia lar
and/or systemic toxicity of MYL- 14020 when administered as an intravitreal injection (Stu O-TX
2561). Since the frequency and severity of the observed abnormal ocular clinical signs\ imilar
between test item and placebo control groups, the observed ophthalmologic effects onsidered
independent of the test article. The conducted study is not considered relevantﬁ% onstration of

biosimilarity. \
ADAs have not been determined within the scope of the repeat-dose toxici dies and no assay has
been developed. Since exposure was not changed in the conducted repea se toxicity studies

(except for Study 9335), and animal immunogenicity studies are n evant in terms of predicting
potential immunogenicity of human or humanised proteins in h this is accepted.

No genotoxicity studies, carcinogenicity studies and reprodu
conducted with MYL-14020. The waiving is acceptable \@I

elopmental toxicity have been
e with relevant guidelines.

2.3.7. Conclusion on the non-clinicacgects

In vitro studies are included in Module 3 ane)kassessment can be found in the quality part of the
report.

For global development, the toxicolog @ profile of the proposed biosimilar candidate was determined

in several in vivo acute and repe @ studies in mice, rabbits and cynomolgus monkeys. Two of the
studies are comparative in na Nn a repeat-dose study in mice (Study 9335), Bmab-100 (an older

version of MYL-14020) w&ﬁared to US-Avastin. In a repeat-dose study in cynomolgus monkeys,
MYL-14020 and US-Ava% ere compared (Study TOX-070-002).

Overall, Studies 93&@ TOX-070-002 seem to demonstrate biosimilarity of MYL14020 and Avastin.
The results of @ ies are regarded supportive and do not add further value for the demonstration
of biosimilari

2.4@ical aspects

2.4.1. Introduction

GCP

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

The applicant has provided a statement to the effect that clinical trials conducted outside the
Community were carried out in accordance with the ethical standards of Directive 2001/20/EC.
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Table 4: Tabular Overview of Clinical Studies in MYL-14020 clinical programme

Type of study Study Study Design Test Product(s), Number of | Duration Study
Number Dosage Regimen, | subjects/ | of status

Route of population | treatment
administration

Pivotal studies

Phase I PK MYL- Single Centre, Single 1 mg/kg 111 Single dose | complete

comparability, 14020- Randomised, administered by IV | Healthy

safety and 1002 Double-Blind, 3- infusion (25mL adult male 6

immunogenicity Arm Parallel over approximately | volunteers @

group over 90 minutes) S c,

of MYL-14020, or K\‘
US-Avastin or EU- O
Avastin (\

Phase III, MYL- Global, Multi- MYL 14020 or 671 N\ \weeks complete

confirmatory 14020- centre double Avastin 15 mg/kg Patient \>(period 1)

efficacy, safety 3001 blind, 1V infusion every wit St@

and randomised, 21 days (£3 days) & 24 weeks

immunogenicity parallel group treatment in mous (Period 2)
combination wib Small
Carboplatin- Cell Lung Total study
Paclitaxe\ Cancer duration
crmapy was upto
dufing,Period 1 42 weeks

Supportive studies N\

Phase III, BM100- Multisenter, ab-100(MYL- 10 patients | 18 weeks complete

comparative PK, | CC-03-I- | Double-blig 14020) or Avastin, | in part 1

efficacy, safety 01 Randomis Q 7.5 mg/kg IV

and Para up every 21 days up 136

immunogenicity to 6 cycles patients in

\ Q Treatment in part 2
®> combination with Patients
. Q Xelox therapy with
\ (oxaliplatin and metastatic
0 Capecitabine) colorectal
> cancer

@Q’é

2.4.2. Pharmacokinetics

The PK was characterised in two clinical comparative studies to Avastin. The pivotal phase I study in

healthy subjects (Study MYL-14020-1002) was a double-blind, single-dose, three-treatment,

parallel group design, PK comparability study of MYL-14020 solution manufactured for Mylan compared

to US-Avastin solution and EU-Avastin solution. The purpose of this study was to assess PK
bioequivalence of MYL-14020 to Avastin in healthy subjects.

PK evaluation was further supplemented with data from a supportive study in mCRC patients
(Study BM100-CC-03-I-01). This was a double blind, randomised, active controlled, parallel design,
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comparative PK, efficacy, safety and immunogenicity study of Bmab-100 and Avastin, both in
combination with oxaliplatin-capecitabine (XELOX) chemotherapy in patients with metastatic colorectal
cancer.

In addition, the applicant submitted available data from the pivotal confirmatory efficacy and
safety study in nsNSCLC patients (MYL-14020-3001). This dossier included efficacy, safety, PK
and immunogenicity data, which reflect data for the primary efficacy endpoint as well as for safety,
population pharmacokinetics (PopPK) and immunogenicity.

Bioanalytical methods E

Detection and quantitation of MYL-14020 and Avastin

A single ELISA assay using MYL-14020 calibration curve was used for quantitation of 020 and
Avastin (EU and US). The performance of the bioanalytical method was demonstrat %e validation
carried out in accordance with the Guideline on Bioanalytical Method Validatio ssay and inter-
assay accuracy and precision, selectivity/specificity, sensitivity (LLOQ), diIutio&arlty, prozone
effect, effect of haemolysis and lipemia, VEGF interference and stability tes re carried out. The
validations demonstrated that a single biosimilar calibration curve can b for quantitating MYL-
14020, US Avastin and EU Avastin in normal and disease-state serunQ’zhe validations demonstrated
accuracy and precision in normal serum within a working range 16 =2500.00 ng/mL, in NSCLC
serum within the working range 320.00-5000.00 ng/mL, and in C serum within the working range
160.00-2500.00 ng/mL. Stability of bevacizumab was evaluatehin=$olutions and in normal and
disease-state serum at three levels of QC samples. Th @term and freeze/thaw stability results
demonstrated that MYL-14020, EU-Avastin, or US-Avas were stable under defined conditions. The
long-term stability data of MYL14020 and EU-Ava é -80 °C£10°C or -25°Cx5°C were provided
and demonstrated sufficient stability of MYL1402§d EU-Avastin in both normal and diseased state

serum. The values of back-calculated calibr tandards, the in-study results of inter-assay QC
samples accuracy and precision and ISR demonstrated reliable performance of the method
during study samples analysis. 6

Analysis of anti-MYL- 14020/@vastin antibodies

The immunogenicity assa Qed homogeneous bridging electrochemiluminescence (ECL) assay
validated for testing of YL- 4020/anti-Avastin antibodies in normal and disease-state serum and
a non-cell-based ass etermine Nab in NSCLC serum. A multi-tiered approach was employed as
recommended in ﬁdelmes The single assay strategy was used for ADA and NAb assays.
Samples from,t linical studies were analysed by the same assay format but the assays were
modified due GF interference observed in the Phase I Study MYL-14020-1002 to achieve better
perfor or Phase III study samples. Full assay validation data were submitted, antibodies were
reli cted (see discussion).

Study MYL-14020-1002 - Pivotal Pharmacokinetics

A single centre, randomised, double-blind, three-arm parallel phase I study to assess
pharmacokinetics, safety and tolerability of MYL-14020 solution for intravenous infusion after 90
minute intravenous infusion at one dose level (equivalent weight-adjusted dose [1 mg/kg]) compared
to the EU and US marketed drug product (Avastin) in healthy male volunteers was conducted in
Europe.
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After randomisation, subjects received one of the following treatments: a single 1 mg/kg dose
administered by iv infusion (25 mL over approximately 90 minutes) of MYL-14020, an equivalent iv
infusion of US-Avastin (1 mg/kg), or an equivalent iv infusion of EU-Avastin (1 mg/kg).

For the determination of the PK, a total of 28 blood samples were collected per subject from pre-dose
to Day 99. Blood sampling for PK of bevacizumab in serum was performed at pre-dose and the
following times after the start of infusion: Day 1 (0.33, 1, 1.5, 2, 3,4, 5, 6, 8, and 12 h), Day 2 (24
h), Day 3 (48 h), Day 4 (72 h), Day 5 (96 h), Day 6 (120 h), Day 7 (144 h), Day 8 (168 h), Day 9
(192 h), Day 12 (264 h), Day 15 (336 h), Day 22 (504 h), Day 29 (672 h), Day 43 (1008 h), Day 57
(1344 h), Day 71 (1680 h), Day 85 (2016 h), and Day 99 (2352 h).

Pharmacokinetic results 6
9
KG“’

7))

Summary of the PK data without subject 0213 (n=110) can be found in Table 5.

Table 5. Summary of Bevacizumab Pharmacokinetic Parameters (Mean [CVP

MYL-14020 US-Avastin Eg?-&}tin

Parameter (n=3T) (n=37) % 30)

AUCqins (ng*hr/mL) 76636 (11.7%) 79042 (13.7%) 4(15.1%)
AUC,, (ng*hr/mlL) 7526.5 (11.8%) 7764.8 (13.6%) 31.3 (14.8%)
Cpax (ng/mL) 2441 (11.5%) 2597 (13.0%) K 27.50(18.7%)
kg ('™ 0.0019 (11.0%) 0.0020 (13.3%) @ 0.0019 (15.2%)
ty2 (hr) 374.1(11.3%) 356.2 (14.0%) 369.1(15.0%)
b (1) 2533 (31.1%) 2.798 (31.6380° 2.338 (26.9%)

\ g

For all three pairwise comparisons, the bioequivalence %rion was based on the LS mean ratios of the
primary PK parameter (AUCo.inf). Bioequivalence w be concluded if the 90% geometric CIs of the
ratios (MYL-14020/US-Avastin, MYL—14020/EU—A@in, and EU-Avastin/US-Avastin) of LS means from
the ANOVA of the natural log transformed A ipf were within 80% to 125%.

The statistical analyses of the PK par t or bevacizumab based on 110 subjects (excluding the
subject with anomalous bevacizumab@centrations) are summarised in Table 6.

Table 6. Summary of LS Meal@ios and 90% Confidence Intervals

\ MYL-14020/ MYL-14020/ EU-Avastin®/
Parameter (b US-Avastin® EU-Avastin® US-Avastin®

P

INAUCs we (gt @ 0.97 0.94 1.03
ere ?" (92.32%-102.33%)  (89.23%-98.98%)  (98.20% - 108.93%)

"4
NAUCo, () 0.97 0.94 1.03
P
&/

(92.30% - 102.25%) (8931%-99.01%)  (98.12% - 108.77%)

) 0.94 0.90 1.05
& (89.21% - 99.24%) (84.90%-94.52%)  (99.55% - 110.83%)

The 90% CIs for the primary PK parameter, AUCo.inf, fell within the bioequivalence limits of 0.80 to
1.25 for all three pairwise comparisons, MYL-14020/US-Avastin, MYL-14020/EU-Avastin, and EU-
Avastin/US-Avastin, following a single, 1 mg/kg iv dose in healthy adult male volunteers. This study
demonstrates that MYL-14020 is bioequivalent to US-Avastin and EU-Avastin, and that EU-Avastin is
bioequivalent to US-Avastin.

As the study participants of the study MYL-14020-1002 were divided in the randomisation process to
several groups, further analyses were provided accounting for a group effect in the ANOVA model for
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the biosimilarity assessment of Cmax, AUCo-t and AUCo-ins. TWO analyses were considered: 1) primary
analysis with ANOVA model applied on data excluding subject 0213 and 2) secondary analysis with
ANOVA model applied on data from all subjects. In both cases, bioequivalence was concluded as 90%
confidence intervals for key pharmacokinetic parameters (Cmax, AUCo-+ and AUCo-inr) were entirely
within the bioequivalence range (80%, 125%).

Study MYL-14020-3001

This study was a multicentre, randomised, double-blind, 2-arm, parallel-group, equivalence study to
evaluate patients with Stage IV nsNSCLC when treated in first-line with bevacizumab (either MYL-
14020 [test product] or Avastin [reference product]) in combination with carboplatin-paclitaxel 4CP)
and subsequently, with monotherapy of bevacizumab (either MYL-14020 or Avastin). A tota
patients were randomised with 337 patients to the MYL-14020 arm and 334 patients tg t% stin

arm. K\

Bevacizumab (MYL-14020 or Avastin) was administered by iv infusion at a dose o g/kg every 21
days (% 3 days) for up to 6 treatment cycles (1 treatment cycle = 21 days). \

Blood samples for PK analysis were collected:
- at baseline (if possible within 1 hour prior to bevacizumab dosing) @

- pre-dose (if possible, within 1 hour prior to first dose of bevaciz ) at Cycles 2 through 6
- post-dose (immediately after infusion, < 15 minutes) at Cyc =2,4,6

Two additional PK samples were to be collected from all p '@i any cycle (1 to 6): 1 sample to be
collected between Days 3 and 8 (inclusive) in any cycle,\iD sample to be collected between Days 10
and 18 (inclusive) in any cycle; and an additional sa@le llected at Safety Follow-Up Visit/EQOT Visit,

as applicable. Q

Pharmacokinetic analysis \

- Pharmacokinetic concentrations a @'late data have been analyzed by PopPK methods for all
patients with evaluable PK data. Eréic Bayesian estimates of PK model parameters have been
obtained for all patients.

- Pharmacokinetic paramet %d exposure estimates (area under the concentration-versus-time
curve (AUC), maximu czﬂntration, minimum concentration, clearance, volume, and terminal

elimination half-life) @ een compared between treatment arms.

Pharmacokineti& Its

A two-compa ' inear mammillary model with zero- order- input was used as a starting point to
mab PK in the pooled dataset. Data utilised in the creation of analysis datasets
include ing information (amount, route, timing), PK sampling information (time relative to dosing,
b serum concentration), treatment assignment, demographic data, laboratory values, and
presence of ADA levels, where available. The datasets for use in the PopPK modeling included subject
data from all treatment arms. Analysis datasets provided a time-ordered sequence of relevant events
constructed for each subject from time of first dose until time of last sample. The exact times of
sampling relative to dosing, as captured on the case report form, were used for PK analysis.

The model describing the PK of MYL-14020 versus Avastin was considered to be robust, and the
structure and parameter estimates were similar to a previously published model. The low frequency of
antidrug antibodies was similar between treatments. However, a model-based assessment of ADA as a
covariate of clearance (CL) was inconclusive due to the low frequency of ADA development with each
treatment, which was restricted to the time-varying binary variable ADA (positive/negative).
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Population pharmacokinetic profiles of MYL-14020 versus Avastin were not different in patients with
nsNSCLC. Treatment was not a significant covariate of CL (P = 0.453) or volume of the central
compartment (P = 0.161) using the likelihood ratio x? test.

Individual Exposure Measurements

The individual exposure parameters AUC, half-life, Cmax, and Cmin were predicted based on the final
model for all Phase III patients in steady state. The results were summarised by treatment group

(Table 7).

3001 at steady state (Final Model), stratified by treatment

Table 7. Bayesian parameter-based exposure estimates for patients from Study MYL-&OZO-

Treatment
Subject Characteriztic Statistic Mylan-14020 EU-Avastin
AUC,., in steady-state Mean (5tdDev) | 3881.391 (1289.571) | 4035.769 (1364.511)
(meg x day/ml) Median 3752.200 3874.700
Min, Max 866.85, 9793.10 878.52, 10641.00
n 333 327
Covee (mez/mal) Mean (StdDev) | 389.274(111.376) | 395.161 (104.605)
Median 373650 387.120
Min, Max 11383, 1090.60 136.16, 830.57
n 333 327 ,
Con (meg/ml} Mean (5tdDev) | 107.603 (47.783) 112.747 (50. 941)
Median 102.730 105800
Min, Max 14.05, 354.38 10.78, 393. 43{\ o
o 333 327 . NS
Halflife (days) Mean (5tdDev) | 20.611 (4.681) 21_01NW
Median 20.267 20601 ¥
Min, Max 9.86, 43.87 856 9548
o 333 7
Body Surface Area (m?) Mean (StdDev) | 1.75(0.25) D1.81 (0.25)
Median 1.70 fx\ 1.80
Min, Max 11,27 4\ 12,25
n DN 327
Lean Body Mass (kg) Mean (5tdDev) 4(%):7) 51.25 (10.40)
Median ) 5030
Min Max & 77,765 278,781
n NEE 327
Albumin (2L Mo (Std 39,992 (3.233) 39.797 (5.168)
& 40.600 40,700
_%Jx 21.00, 52.00 21.00, 51.00
( D 333 327
Platelets Count NP Mean (StdDev) | 23314 (11755) 221.34 (87.32)
(cells/mmy’/1000) \0 Median 204.00 201.00
6 Min, Max 40.0, 1011.0 19.3, 601.0
n 333 327
meters (mm) | Mean (StdDev) | 66.82 (46.10) 63.53 (41.99)
Median 56.50 54.00
Min Max 5.0,329.1 29,2568
o 333 327
Race, n (%) White 223 (67.0) 228 (69.7)
Other 110 (33.0) 99 (30.3)

Sk
,Oo

<&

The results demonstrated the similarity of treatments in familiar PK terms. While statistical analyses
were not performed of these extrapolated exposure measures, these estimates of exposure were
comparable between treatments.
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Study BM100-CC-03-1-01

Forest plots were presented to explore the magnitude of impact of significant covariates in the final PK
model on measures of drug exposure. The covariate data were divided into titres, then stratified by
treatment, and the second titre exposures were used as reference for the higher and lower titres. The
impact of all covariates on AUC, half-life, and Cnax was modest since geometric mean ratio (GMRs) and
90% CI ranges fell mostly within a range of 0.8 to 1.25 indicating the first and third tertile exposures
were not substantially different from the second tertile (reference group). Additionally, these ranges
were similar between the treatment groups. The greatest impact of some covariates on exposu
appears to be on Cmin levels, since for some covariates the GMR and 90% CI ranges fell belg of
the second tertile covariate range.

Overall, however, the AUC, half-life, Cmax, and Cmin values were similar between MYL— XO and EU-
Avastin in patients with nsNSCLC. In addition, since the ranges of exposures betwe pper and lower
titre exposures for most covariates fell within the 0.8 to 1.25 range, there is %lpated need for
dose adjustment in the clinic, based on identified covariates.

The study was a multicentre, double blind, randomised, parallel-group p@ III study to compare the
PK, efficacy, safety, and immunogenicity of Bmab-100 and bevaciz in combination with XELOX
(oxaliplatin and capecitabine) chemotherapy in patients with me c colorectal cancer. The study
consisted of two parts. Part 1 of the study was an open-label tudy which included 10 patients
who had received prior chemotherapy for mCRC and recei ab-100 at the dose of 7.5 mg/kg
along with XELOX chemotherapy, for up to 6 cycles. Pa?\1 s a double-blind, randomised, active
controlled, parallel-arm study in patients with mCR d ihcluded patients who had not received any
chemotherapy for mCRC (i.e. only first line mCR ts). Patients received Bmab-100/Avastin at
7.5 mg/kg and XELOX chemotherapy for up tQ,6 les. Each cycle consisted of a 21-day period.

Pharmacokinetic sampling was performed @ in Part 2 of the study) on the following days and time
points. Day of first bevacizumab infus first Dose, Cycle 1): Pre dose (-5 min), and Post dose (after
end of infusion) at 20 min, 1, 1.5, , 24 hours (Day 2); and 72 (Day 4), 120 (Day 6), 192 (Day
9), and 360 hours (Day 16) pos é Cycles 2-6: Pre dose (-5 min).

The primary PK parameters, Qmax and AUCo-t (AUCq-504), were similar for both Bmab-100 and
Avastin. This was demo ed by the point estimates of the ratio (%) of least square means of

Bmab-100 to Avastm were close to 1 (Cmax: 92.91% and AUCy-504: 95.79%). In addition, the
90% CIs were W|th pre -defined bioequivalence range of 80.00% to 125.00% (Cmax: 85.86% and
100.54%; 56% and 104.79%), confirming the single dose pharmacokinetic equivalence of
the two prod% he total patient variability for Cmax was 27.42%; AUC0-504h was 31.38%.

The da this study are considered supportive and confirm that there are no significant
diffe s'in PK parameters Cmax and AUCo-t (AUCo-504) for Bmab-100 and Avastin.

2.4.3. Pharmacodynamics

No dedicated pharmacodynamics (PD) and/or pharmacokinetic (PK)/PD studies were performed in
healthy subjects or in a patient population as part of this Marketing Authorisation Application.

PD parameters (i.e. plasma VEGF levels) were evaluated in the supportive study BM100-CC-03-1-01
with Bmab-100, an “earlier version” of MYL-14020. In this study, the exploratory PD endpoint was to
evaluate and compare the plasma VEGF levels between Bmab-100 and Avastin.
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Immunogenicity

Study MYL-14020-1002

As part of immunogenicity assessment, samples were tested for presence of ADA. ADA samples were
taken at baseline, Day 15 (336 h), Day 43 (1008 h), Day 71 (1680 h) and Day 99 (2352 h). ADA
results were reported from all subjects at all the above stated time points (Table 8).

Table 8. Incidence of anti-drug antibodies by visit and treatment

Visit MYL-14020 (N=37) EU-Avastin (N=37) US-Avastin (N=37)

n’ n (%) n’ n (%) n’ n (%)
Baseline 37 1(2.70) 37 1(2.70) 37 2(5.41)
Day 15 37 35(94.59) 37 37 (100.00) 37 33(89.19)
Day 43 37 28 (75.68) 37 28 (75.68) 37 31(83.78)
Day 71 37 8(21.62) 36 12 (33.33) 37 12 (32.43)
Day 99 37 2(5.41) 37 6 (16.22) 37 1(10.81)

>
%)
G

n’ = number of subjects with available ADA results: n = number of subjects with positive ADA results
N = the # of subjects exposed to the treatment;
The percentage of ADA positive samples was calculated based on the number of subjects with available

Source: Addendum CSR MYL-14020-1002 Listing 16.2.8.6

Prior to dosing (baseline), 1 of the 37 (2.70%) subjects were positive for A
EU-Avastin groups and 2 of the 37 (5.41%) subjects were positive for A

O\

\fhe MYL-14020 and
the US-Avastin group.

The highest pre-dose ADA titre obtained was 5.03 in the EU-Avastin BQ'\, and 1 in the US-Avastin and

MYL-14020 arms.

Post dosing, none of the baseline positive subjects showed a %nt increase in titre with time. The
percentage of ADA positive subjects on Days 15, 43, 71 a

The treatment-induced ADA positivity seen on Day
treatment-induced ADA positive subjects declined

ADA negative. Table 9 summarises the ADA
comparable across all 3 arms across all tim

titre

was comparable across treatments.

1 §transient. In all 3 arms, the percentage of
@ime and by day 99, >85% subjects became
y visit and treatment. Overall, ADA titres were

ts. The highest post-dose ADA titre obtained was

20.9, 16.3 and 14.7 respectively in the % 020, EU-Avastin and US-Avastin arms.

Table 9. Summary of anti-drug @ dy titres by visit and treatment

Visit Statistics YL 14020 EU-Avastin US-Avastin
Fa\ (N=37) (N=37) (N=37)
Baseline n Y 1 1 2
Mean (SD) \ 1(0) 5.03(0) 1.000 (0)
Median @ NA NA 1
Min, }\IQ NA NA 1.1
Day 15 n 35 37 33
Medh (S®) 2.712 (2.698) 2.708 (1.626) 3.254(2.998)
‘ 2.28 2.36 2.85
i Max 1, 1545 1, 6.68 1,14.72
Day 43 28 28 3l
Mean (SD) 1.287 (0.892) 1.403 (0.903) 1.336 (0.719)
Median 1 1 1
Min, Max 1.4.79 1.3.73 1.3.23
Day ¥ n 8 12 12
Mean (SD) 1.000 (0) 2.538 (4.438) 1.568 (1.679)
Median 1 1 1
Min, Max 1.1 1. 16.34 1.6.82
Day 99 n 2 6 4
Mean (SD) 10.985 (14.121) 1.695 (1.077) 1.000 (0)
Median 10.985 1 1
Min, Max 1,20.97 1,3.14 1.1

Max = maximum: Min = minimum: n = number of subjects with positive ADA results: N = the # of subjects
exposed to the treatment: NA = not applicable; SD = standard deviation. Source: Listing 16.2.8.6

Study MYL-14020-3001
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A total of 12 (3.6%) and 16 patients (5.0%) were positive for ADA at baseline in the MYL-14020 and
Avastin arms, respectively. The incidence of baseline ADA positivity in a small proportion of patients
has been observed in other bevacizumab studies and may be due to potential cross-reactivity with pre-
existing antibodies. Post-baseline, the number of ADA positive patients were low, declined over time

and were comparable between both treatment arms (Table 10).

Table 10. Summary of ADA samples analysed by visit and treatment - Safety set

Visit Results MYL-14020 Avastin
(N=333) (N=329)
1 (%) n (%)
Baseline Positive 12 (3.6) 16 (5.0) 6
Negative 318 (96.4) 307 (95.0)
Missing 1 0 @
Periodl W4 Positive 12 (4.0 11(3.5) ° 6
Negative 291 (96.0) 300 (96.5) \
Missing 1 0
Periodl W10 Positive 10 (4.0) 10(3.9) O
Negative 243 (96.0) 246 (96.1) Q
Missing 0 1 \
Period]l W16 Positive 3(14) 8 (3.?)0
Negative 219 (98.6) 207 (
Missing 0 m
EOT Positive 1(2.3) (2.1)
Negative 43 (97.7) 97.9)
Missing 0 0
Safety Follow-Up Positive 1(2.7) 2(4.4)
Negative 36(97.3) 43 (95.6)
Missing 0 0

Percentages are based on the number of patients in safety set with non-missing
the number of patients who attended the visit but did not have an ADA saj

Source Data: Listing 16.2.10 and Table 14.5.1.2

Wa at corresponding visit. Missing are
ted.

A total of 2 (0.6%) and 4 (1.2%) patients v&ositive for NAb at baseline in the MYL-14020 and

Avastin arms, respectively. Post-baseline,
nature, and the number of positive pati

>

©

\Q
o
N

QS
N\
O

cidence of NAb positivity was very low, transient in
ere comparable between both treatment arms (
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Table 11).




Table 11. Summary of NAb samples analysed by visit and treatment - Safety set

Visit Results MYL-14020 Avastin
(N=333) (N=329)
n (%) 1 (%)
Baseline Positive 2(0.6) 4(1.2)
Negative 328 (99.4) 319 (98.8)
Missing 1 0
Period 1 W4 Positive 1(0.3) 2(0.0)
Negative 302 (99.7) 309 (99.4)
Missing 1 0
Period 1 W10 Positive 0 2(0.8)
Negative 253 (100.0) 254 (99.2)
Missing 0 1
Period 1 W16 Positive 0 3(1.4) 6
Negative 222 (100.0) 212 (98.6)
Missing 0 0 @
EOT Positive 0 12.1) . 6
Negative 44 (100.0) 46 (97.9) \
Missing 0
Safety Follow-Up Positive 0

0
e
Negative 37 (100.0) 45 (100.0
Missing 0 0 Ak

Samples were taken before administration of IMP since elevated antibody titer levels against IMP plasma leyelsNeail™

interfere with the antibody assays. Percentages are based on the number of patients in safety set with non-umisS A data
at corresponding visit. Missing are the number of patients who attended the visit but did not have an AD%ple collected..
Source Data: Listing 16.2.10 and Table 14.5.1.3 K

The overall ADA incidence was similar between the treatment a @8 [5.9%] in the MYL-14020 arm
vs 13 [4.2%] in the Avastin arm). Additionally, no boosted reported (the titre = 4*baseline
titre while on treatment) for MYL-14020 group, but it ted for 2 patients in Avastin arm (Table
12). \’K

Table 12. Overall incidence of treatment em@nt ADA - Safety set

MYL-14070, % ‘Avastin
(N=329)

n m n/m%
Treatment Induced ADA 11 309 (3.6)

Treatment Boosted ADA Q . 2 309(0.6)

ADA Incidence ‘( 306 (5.9) 13 309 (4.2)
m=number of patients with evaluable Q_D@ (baseline and at least one post-baseline).

n=number of patients with treatmenginduc A or treatment boosted ADA results.

Treatment induced ADA: ADA de Mn ime after the initiation of drg administration in a patient without pre-

existing ADA. Treatment booste “ny time after the initiation of drug administration the ADA titer is at least 4* the
baseline titer. ADA mcide@ both treatment induced and treatment boosted ADA-positive patients as a proportion

of the evaluable patient pbpflatio
Source Data: Listing 160 Table 14.5.1.5
*

The incidenc binding ADA was similar between the treatment arms (22 [7.1%] in the MYL-14020
arm vs@1 %] in the Avastin arm, as shown in Table 13. The incidence of NAb was lower in MYL-
140 (1 [0.3%]) compared to Avastin arm (8 [2.5%]).

Table 13. Overall summary of immunogenicity - Safety set

MYL-14020 Avastin
(N=335) (N=329)
Anytime Post-Baseline
Binding ADA Positive/Total 22/310(7.1) 21/316 (6.6)
Neutralizing ADA Positive/Total 1/310(0.3) §/316(2.5)

Binding ADA positive counts are based on patients who test positive for ADA for the timeframe specified post-baseline.
Neutralizing antibody positive results are summarized for patients who test positive for ADA.

Percentages are calculated based on number of patients with available ADA results post baseline.

Source Data: Listing 16.2.10 and Table 14.5.1.6

Assessment report
EMA/CHMP/680012/2021 Page 41/123



Study BM100-CC-03-1-01

At baseline, prior to dosing, 5 of the 68 (7.35%) and 2 of the 67 (2.99%) patients were positive for
ADA in the Bmab-100 and the Avastin arm, respectively. The highest individual pre-dose ADA titre was
7.0 ng/mL in the Bmab-100 arm and 6.0 ng/mL in the Avastin arm. At visit 4 and EOS, the percentage
of ADA-positive patients was comparable between the two treatments (Visit 4: 86.54% patients in
Bmab-100 arm and 87.27% patients in the Avastin arm; EOS: 90.20% patients in the Bmab-100 arm
and 90.38% patients in the Avastin arm).

Table 14. Incidence of anti-drug antibodies by visit and treatment

Bmab-100 (N = 68) Avastin (N = 67) é
Visit n' n (%) n’ n (%) @
Baseline 68 5 (7.35) 67 2 (2.99) ¢ 6
Visit 4 52 45 (86.54) 55 48 (8727 \
EOS 51 46 (90.20) 52 47 (9038) _
n’ = number of subjects with available ADA results
n = mmber of subjects with positive ADA results x
Percentage of ADA positive samples was calculated based on number of subjects with availal result

Reference: Listing 16.2.42

The titres in ADA positive patients were low post-dose and did not ch?e significantly over time.
Titres were comparable in both arms. The highest individual post- DA titres obtained in the
Bmab-100 and Avastin arms were 9.0 ng/mL and 7.0 ng/mL re ively. The overall ADA rate was
calculated using a conservative approach, which considers a@t s who tested positive for ADA at
least once, at any time point post-baseline regardless A result at baseline. Overall, ADA rate
was found to be comparable across treatments (80.8 %5/68] in the Bmab-100 arm and 88.06%

[59/67] in the Avastin arm). Q

2.4.4. Discussion on clinical ph@acology

Pharmacokinetics 60

A pivotal Phase I PK comparabili ety, immunogenicity study in healthy subjects (MYL-14020-
1002) following a 1 mg/kg 1V, {on was conducted to demonstrate PK comparability of the
developed bevacizumab p dglth the reference EU-product (as well as US-product) bevacizumab.
The study was well desi ith no significant issues identified. PK equivalence between the products
was concluded follo gle 1 mg/kg IV infusion.

Furthermore, a@le PK data of study MYL-14020-3001, a pivotal confirmatory phase III efficacy
and safety st a\] nsNSCLC patients, was submitted. The obtained data were analysed in population
pharm o s (PopPK) analysis. The pharmacokinetic profiles of MYL-14020 versus Avastin were

pat|ents with nsNSCLC. Treatment was not a significant covariate of CL (P = 0.453) or
vqum the central compartment (P = 0.161) using the likelihood ratio x2-test. Model-based
exposure measures were similar between treatments.

The presented PopPK analysis and individual parameters did not provide sufficient information needed
to conclude comparability between MYL-14020 and EU-Avastin. Therefore, for the purpose of
comparing the PKs, a statistical comparison of the Cmax and Ciougn at steady state (test versus
reference) was performed (data not shown). Confidence intervals for both the parameters were within
standard bioequivalence limits. The results confirmed equivalence between the test and the reference
product also at steady state, therefore pharmacokinetic equivalence can be concluded.
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In addition, a supportive PK, comparative efficacy, safety and immunogenicity study in mCRC patients
(BM100-CC-03-I-01) was conducted.

Overall, the PK similarity was shown in the presented studies.

Pharmacodynamics

No dedicated PD or PK/PD studies were performed in healthy subjects or in a patient population.

PD parameters (i.e. plasma VEGF levels) were evaluated in the supportive study BM100-CC-03-1I-01
with an earlier version of MYL-14020, Bmab-100. In this study, the exploratory PD endpoint was to
evaluate and compare the plasma VEGF levels between Bmab-100 and Avastin. However, distirb
variations were seen in the VEGF levels.

Since no validated biomarker exists that is considered relevant to predicting clinical outr@\% for
bevacizumab in patients, this is considered not to be of clinical relevance.

O
Immunogenicity ®

The immunogenicity profile of Lextemy was evaluated within three clinic Qes and the respective
recommendations on immunogenicity evaluation delineated in EMA guideliaés “Guideline on
immunogenicity assessment of monoclonal antibodies intended for jmViyo clinical use”
(EMA/CHMP/BMWP/86289/2010; 24-May-2012) and “Guideline %unogenicity assessment of
therapeutic proteins (EMEA/CHMP/BMWP/14327/2006 Rev 1 ollowed except for several points

mentioned below.

In the pharmacokinetic study MYL-14020-1002, the hdy formation was investigated at baseline
and four additional time points. Although, the bas 'éesults indicated only few patients with positive
ADA results, the majority of enrolled subject haéDA—positive results on D15. The same data were
obtained across all treatment groups sugge i&;he false positivity of obtained data. Although the ADA
positivity was transient within the time a% several patients remained ADA-positive on D99. ADA
assay sensitivity was high, which maﬁ contributed to the detection of high ADA rates in study
MYL- 14020-1002. In addition, as rference with VEGF (released from the drug during the acid
dissociation step) was identiﬁed% main reason for the high incidence of ADA-positive samples.
NAb analysis was not planne included in the single dose PK comparability study MYL-14020-
1002 given the low risk O\Qb development identified in multidose phase III clinical studies with the
originator Avastin. Th ant further justified the absence of NAb analysis by the lack of clinical
relevance of the IOV\ levels detected in study MYL-14020-1002.

*
To understan N\gp&tential impact of ADA exposure on the PK endpoints subjects were allocated to

two groups on the calculated AUC of the ADA titre values for each subject (data not shown). The
groups e@‘uade by splitting the total of 110 subjects with available ADA results into a “Low ADA"”
gro h included the 55 subjects with the lowest ADA AUC values, and a “High ADA"” group, which

included the 55 subjects with the highest ADA AUC values. Subjects in the “High ADA"” group had AUC
values over 80.00 with individual titres values ranging from 1 to 20.97, while subjects in the “Low
ADA” group had AUC values less than 80.00 with individual titre values ranging from 1 to 3.20.
Although a more detailed analysis including quartiles of ADA values (AUC and titre) and its impact on
PK parameters would have been more meaningful, the provided analysis did not hint at any differences
in PK comparing subjects with high ADA values to subjects with rather low ADA values. However,
results revealed that the “"High ADA” group had higher bevacizumab exposure based on the AUCO-inf
ratio of 1.11 relative to the “Low ADA” group. The higher exposure seen for the “High ADA” group
compared to the “Low ADA” group could be a result of the ADA assay conditions employed for this
study, since the split into the high and low groups was based on AUC of ADA titre values, which may
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not have truly reflected the presence or amount of anti-drug antibodies present in each sample. With
regard to biosimilarity, the applicant provided plots comparing Cmax versus AUCada, AUCt versus
AUCada, and AUCinf versus AUCada for MYL-14020 and EU-Avastin. PK parameters have not been
plotted against ADA titre itself. However, AUCada was calculated from the ADA titre values for each
subject across all time points. The analyses do not reveal significant differences of the impact of ADA
status on PK parameters comparing MYL-14020 and EU-Avastin.

The crucial immunogenicity data were obtained from the phase III study MYL-14020-3001. In line with
the two above mentioned guidelines, the appropriate multi-tiered approach was applied including
conduction of three key assays (screening, confirmatory and NAb). The samples were collected at
Baseline (pre-dose), Cycle 2, 4, and 6 in Period 1, and at Safety Follow-up visit, which is consi d
acceptable. At first time point, W4, 12 (4.0%) and 11 patients (3.5%) were ADA positive in

14020 and Avastin arms, respectively. On the last time point, EOT, there was only 1 pati h ADA-
positive results in each treatment group showing a transient nature of developed AD &tal in 18
and 11 patients the treatment-induced ADA were observed in the MYL-14020 and &n groups,
respectively. Additionally, no boosted ADA was reported (the titre = 4*baseli ile on
treatment) for MYL-14020 group, but it was reported for 2 patients in Avas@

Regarding the incidence of NAb positivity, only 2 and 4 patients, respecti@. were tested as positive
at baseline and only 1 patient in Avastin groups was tested Nab posiu'geea OT. Results from the first
period including 6 cycles demonstrate the similar immunogenicity between both arms. After 42
weeks of treatment, the overall incidence of Treatment Emerge (Treatment Induced plus
Treatment Boosted) was similar between the treatment arm@ .5%] in the MYL-14020 arm vs 15
[4.8%] in the Avastin arm) (data not shown). ADA inci te

bevacizumab. Post baseline, NAb occurred at a slightl r rate in the MYL-14020 arm 2 [0.6%]
compared to Avastin arm 8 [2.5%]). However, tr&rence is not considered significant.

was generally low, as expected for

In the supportive study BM100-CC-03-1-01,
patients with positive ADA samples. At secq
85% in both investigated treatment a
conclusions were also seen in the Pha$
of ADA positive patients, in this s ven persisting until EOS, was again explained by the detection
of low-level ADA due to high sensitivity coupled with target (VEGF) interference. No other
immunogenicity data within t eatment period were provided. According to the low relative ADA
concentration calculated Il ADA positive samples, there was no clinical impact of the observed ADA
levels. In accordan‘ce i e study MYL-14020-1002, no determination of NAb was made, which was
justified by the low, hisk of NAb development identified in multi-dose phase III clinical studies with the
originator Av&%ﬁd the lack of clinical relevance of the low ADA levels detected in study BM100-CC-
03-I-0.

2.4@onclusions on clinical pharmacology

Overall, the PK similarity was shown in the presented studies.

unogenicity baseline data showed only few
epoint (Visit 4), the incidence of ADA was around

Identified issues with regard to immunogenicity were adequately addressed. The incidence of ADA was
generally comparable between MYL-14020 and the reference product within each trial, so that
biosimilarity with regard to immunogenicity can be concluded, despite the presence of high ADA
incidence rates clinical studies BM100-CC-03-I-01 and MYL-14020-1002.

With respect to proposed legal basis, submitted data on pharmacodynamics are considered acceptable.
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2.5. Clinical efficacy

2.5.1. Dose response study(ies)

No dose response study was conducted (see discussion on clinical efficacy).

Table 15. Clinical studies with efficacy endpoints

Studies/Treatment Efficacy Endpoints Study Type

MYL-14020-3001 / ORR at Week 18 (MYL-14020 versus Pivotal Study
MYL-14020 and EU-Avastin Avastin) (Period 1, primary endpoint)

DCR, DOR, PFS, and OS at Week 18
(MYL-14020 versus Avastin) (Period 1,

secondary endpoints)

DCR, DOR, PFS, and OS at Week 42;
(MYL-14020 versus Avastin) (Period 2, ®

secondary endpoints)
BM100-CC-03-I-01/ PFS rate and ORR. at Week 18 Su%gtu

Bmab-100 and EU-Avastin (Bmab-100 versus Avastin) (secondary
endpoint) K
7>

DCR=disease control rate; DOR=duration of response: EU=European Union: ORR=overall
Evaluation Criteria in Solid Tumor Version 1.1); OS=overall survival; PFS=progression-fr
Period | - the period of study where tumor assessments were performed every 6 weekgffo!
of bevacizumab, either MYL-14020 or Avastin. in combination with CP) and cgatmued ‘every 6 weeks (window
through Week 18, regardless of delays of the cycles of treatment. Total durago
3 assessments at the pre-specified time points (Week 6. Week 12, and Week 18)

ay 0 of Cycle 1 (the first dose

of =3 days)

@ ertiod 1 was 18 weeks. Period 1 included
cavdless of delays in treatment cycles.

Period 2 — the peniod of study where tumor assessments which started aﬁ@end of Period 1 (Week 18 tumor assessments) and

occurred every 12 weeks, regardless of delays of the cycles of treatmen
until PD, discontinuation. Total duration of Period 2 was 24 weeks

o

2.5.2. Main study(ies) 0

Phase III NSCLC Study (MYL@O-som )

specified time points (1e., Week 30 and Week 42)

A multicentre, randomise&% e-blind, 2-arm, parallel-group, equivalence study to assess the

efficacy and safety of M

20 compared with EU-sourced Avastin, in the first-line treatment of

patients with Stage CLC in combination with carboplatin-paclitaxel (CP) and subsequently, with
monotherapy oj }4 umab (either MYL-14020 or Avastin).
o &
. i Bevacizumab ITT = 671 Patients Period 1
MYL- objective -To compare Multicentre, (MYL-14020 or with 42 (18
14020 e overall response rate (ORR) Double- EU-Avastin) MYL-14020 | Stage weeks Weeks)
15 mg/kg = 337 v Completed
of MYL 14020 with that of EU- Blind, 1V infusion every i nsNSCL
21 days EU-Avastin C
Avastin, in combination with Randomised, =334 Period 2
carboplatin-paclitaxel Parallel- Treatment in (42 weeks
chemotherapy during the first 18 | Group Study combination with completed)
weeks of first-line treatment. Carboplatin-
Secondary objectives: Paclitaxel Total
-To assess safety profile of MYL chemotherapy duration
14020 as compared with that of during Period 1 42 weeks
Avastin.
-To assess other efficacy
parameters at 18 weeks and 42
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weeks: disease control rate
(DCR), duration of response
(DOR), progression free survival
(PFS), and overall survival (OS)
rate of MYL 14020 as compared
to Avastin.

-To assess the potential
immunogenicity during 42 weeks

of treatment of MYL 14020 as

compared with that of Avastin
EU: European Union, IV: Intravenous, nsNSCLC: Nonsquamous non-small cell lung cancer

N

The study consisted of screening/baseline (4 weeks), Treatment Period 1 (18 and Treatment
Period 2 (from week 18 through 42 weeks), an extended treatment period a ty follow up.
N
SCREENING PERIOD ‘ PERIOD 1 PERIOD 2 '0’
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Figure dy design for MYL-14020-3001
Study Participants

671 subjects with Stage IV unresectable, recurrent or metastatic non-squamous NSCLC with negative
or unknown activating EGFR gene mutations and negative or unknown ALK gene translocations were
randomised in a 1:1 ratio, stratified by gender, smoking status (smoker or <100 cigarettes in entire
life-time) and number of metastasis sites (one site or multiple sites) to receive either MYL-14020 or
EU-Avastin.
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A total of 89 sites randomised patients into the study. Study sites were located in Belarus, Bosnia,
Bulgaria, Croatia, Georgia, Hungary, India, Italy, Philippines, Poland, Romania, Russia, Spain, Taiwan,
Turkey, Ukraine and Vietnam.

The mean age was 59 years; 424 male and 247 female patients were included. 68.3% of patients were
white. The most dominant cancer type was adenocarcinoma (95.5%).

The presented baseline characteristics were balanced between treatment arms, and the inclusion/
exclusion criteria were in accordance with the Avastin study in advanced NSCLC patients.

Treatments é

IMP: Patients were randomised to receive either MYL-14020 or EU-Avastin 15 mg/kg iv i every
*
21 days for up to 6 treatment cycles. Supplied for use as a concentrate for solution (1 or 400 mg

per vial). O

Non-IMP: Paclitaxel 200 mg/m? iv infusion over 3 hours / Carboplatin AUC 6®ion over 30
minutes on Day 1 of each cycle during the induction treatment period. Each@ started with
administration of bevacizumab followed by carboplatin and paclitaxel.

In countries where the initial paclitaxel dose was 175 mg/m? based o&nstitutional protocols, PIs were
allowed to initiate dosing at 175 mg/m?2.

&
Study phases and conduct Q
\®

Screening/Baseline Period was up to 4 weeks. O

Period 1: Patients received bevacizumab combin@ therapy (MYL-14020 or Avastin, plus CP) on Day
0 of Cycle 1 for up to 6 cycles (21 days = 3 of therapy. Tumour assessments (CT scan or MRI)

were performed every 6 weeks. 9
i

Period 2: A patient was eligible to co@ nto Period 2 if he/she had a response of SD or better (i.e.,
CR or PR) as assessed using REC .1 criteria at the end of Period 1. Eligible patients continued to
receive either MYL-14020 or igin every 3 weeks as monotherapy. Tumour assessments were
performed every 12 week% specified time points, regardless of the delays of the cycles of

treatment until progress% disease (PD) or discontinuation of interventional therapy (for any
reason), or withdrgw nsent.

If a patient was cﬁc}tinued from treatment prior to completion of Period 2 due to an adverse event,
the patient’s assessment was performed per the schedule until Week 42. Patients who had
started on anticancer treatment (surgery, radiotherapy or systemic treatment) or who had PD
were fo for OS until Week 42.

Exten Treatment Period: Patients who had maintained SD or better (CR or PR) by RECIST 1.1
criteria at Week 42 entered into the extended treatment period and continued to receive bevacizumab
monotherapy (either MYL-14020 or Avastin) until PD, discontinuation of treatment, or termination of
study.

The End of Treatment (EOT) Visit was performed after the last dose of any interventional therapy,
primarily to record the reason for discontinuation of the first-line treatment.

Safety Follow-Up Visit was held 28 days (* 7 days) after the last dose of bevacizumab.

The treatment scheme and the administered doses of bevacizumab are according to the SmPC for
Avastin as indicated for non-squamous NSCLC patients and in line with current guidelines.
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This applies also to the ChT regimen with 200 mg/m? paclitaxel and carboplatin AUC 6.0, which is in
line with current guidelines and commonly used by clinicians in the EU. However, in countries where
the initial dose for paclitaxel was 175 mg/m?2 based on institutional protocols, the investigators were
allowed to initiate dosing at 175 mg/m?2 instead of 200 mg/m2. The majority of patients (69.9%)
received the higher initial dose of 200 mg/m?Z. In addition, the number of patients with the different
paclitaxel doses was balanced between the treatment arms.

Disease status was evaluated by CT scans or MRI every 6 weeks during Period 1 (first 18 weeks of
combination treatment) and thereafter every 12 weeks during Period 2 (24 weeks of monotherapy
treatment). In individual cases, treatment was delayed, discontinued, switched to bevacizumab
monotherapy (due to intolerance of CP) or switched to CP (due to intolerance of bevacizumab)
the number of treatment cycles varies between individual patients. As the number of cycles
between 1 and 6 and due to possible study discontinuation before the end of the induc;io
number of response assessments can range from 0-3 during Period 1. The duration o

study drug and the overall number of doses/ cycles were presented by treatment g ﬂmth
descriptive statistics using the Safety set. In addition, the number of patlents@ ertain number of
cycles have been presented per treatment arm, for both the ITT and the PP ere is a numerical
imbalance with regard to the number of treatment cycles received, both i and PP set - there
was a higher number of subjects who were treated for only 1 cycle in he%(-mozo arm than in the
Avastin-arm, whereas patients who were treated for 4 cycles had a er frequency for Avastin than
for MYL-14020. However, this levels off for cycle 6 — the majori tients and, importantly, similar
numbers of subjects per treatment arm received a total num treatment cycles (PP set: 65.0%
in the MYL-14020 arm vs 65.6% in the Avastin arm). Thu rall, the two treatment arms are

considered comparable. \

Overall the duration of exposure, the number of d @dministered and the cumulative doses of
bevacizumab, paclitaxel and carboplatin were co able between treatment arms in the induction
period. With regard to the duration of IMP e re, the total number of cycles received was similar

between both treatment arms during the i ion period (1627 vs 1626 cycles). For the maintenance
period, a numerically higher number ément cycles was administered in the MYL-14020 arm
(1278 vs 1242 cycles). This could uted mainly to a higher number of patients having received
7 cycles in the MYL-14020 arm the Avastin arm (n=20 vs n=9).

The primary efficacy anaIf@ based on the data from independent central review.

Objectives -«
Ny

combinatio chemotherapy, during the first 18 weeks of first-line treatment in subjects diagnosed
with S @non squamous NSCLC

Outcomes/endpoints

The primary efficacy endpoint was the ORR based on best tumour response as assessed by an
independent review at any time point during the first 18 weeks, according to RECIST1.1. The ORR was
defined as the proportion of patients with CR or PR as the best overall response (BOR) during the first
18 weeks; the number of patients in the ITT set was used as the denominator for the calculation.

The primary efficacy analysis was based on difference in ORRs in the ITT population, and equivalence
between the two treatment groups was declared if the 95% CI of the difference in the best ORR was

Assessment report
EMA/CHMP/680012/2021 Page 48/123



entirely contained within the pre-defined equivalence margin of [-12.5%, 12.5%]. The analysis was
repeated in the PP set to support the primary analysis.

Subjects underwent radiographic assessment of disease status (CT or MRI) according RECIST v1.1 in
cycles 2, 4, and 6, and then every 4 cycles until there was radiographic documentation of progressive
disease (PD), unacceptable toxicity, death, or end of study (EOS), whichever occurred first. Patients
with response who could not be evaluated per RECIST1.1 or without any tumour assessment prior to
or on Week 18 were scored as non-responders.

Tumour response was assessed using RECIST1.1 criteria locally by investigators and centrally by
independent reviewers. The primary efficacy analysis is based on the data from the independe
central review.

The secondary efficacy endpoints for the study were: . 66

¢ DCR (CR, PR, or stable disease) during the first 18 weeks K\

e PFS, defined as the time from randomisation to the first documentation of P Qeath due to any
cause, whichever comes first; PFS rate at 18 weeks and 42 weeks, median P 2 weeks.

e OS, defined as the time from randomisation to date of death due to an e, OS rates at 18 weeks

and 42 weeks.

e DOR, defined as the time from start of the first documentatlo ectlve tumour response (CR or
PR) to the first documentation of tumour progression (|.e. death due to any cause,
whichever comes first.

The pharmacokinetics endpoints were as follows:

® PopPK measures of exposure of MYL-14020 an Qeference product Avastin (e.g., Area Under the
Concentrate Curve (AUC), maximum concen Cmax), minimum concentration (Cmin), clearance
(CL), volume (Vc), and terminal eliminatio

The safety endpoints were as follows: Q

e Incidence, nature, and severity s including adverse drug reactions graded according to NCI

Q
e Detection of antibodies N&izumab.
The immunoqenicitv iable, the formation of ADA against MYL-14020 or Avastin, was assessed to
examine and com she clinical immunogenic response to the study drugs.

\

Sample

A sa e of 628 patients (314 per treatment group) provided 80% power for testing equivalence of
MYL-14920 and Avastin at 1-sided 2.5 % level of significance, for the primary endpoint ORR at week 18.
This sample size assumed that the ORR was 38.0% for both MYL-14020 and Avastin. Statistical
equivalence was declared if the 2-sided 95% CI of the difference of the 2 treatment groups fell wholly
within an equivalence margin of (-12.5%, 12.5%).

Given that a single post-baseline assessment was needed for a patient’s inclusion in the ITT
population, an attrition rate of 2% was assumed for the study, which led to the number of 640 patients
(320 per treatment group) to be randomised. The final sample size was determined at the interim
analysis using the sample size re-estimation approach described in the SAP.
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For the ITT set, the IA provided an objective response rate (ORR) of 25.2%. Based on the pre-specified
algorithm in the protocol and SAP, the sample size was re-estimated for the risk difference and
increased up to a maximum of 670 patients to maintain the power for testing primary endpoint per
EMA requirement.

Randomisation and blinding (masking)

Patients were randomised 1:1 stratified by gender, smoking status, and number of metastasis sites.
The randomisation schedule was administered by an interactive voice or web response system
(IVRS/IWRS).

This was a double-blind study. Principle investigator and study site personnel, the study pati nd
the local and central radiologists were planned to be blinded throughout the study. An ainbli d
pharmacist was planned to allocate treatment via the IVRS/IWRS by preparing infusi Bgs of MYL-
14020 and Avastin to the PI in a blinded manner. Parts of the sponsor clinical tean-®s planned to be
unblinded to the randomisation list after all patients have completed Week 18&\;@:ontinued the

study. @0

o

- Intent-to-Treat (ITT) Set: The ITT set was planne onsist of all randomised patients.
Analyses using the ITT set group patients according to ised treatment.

Statistical methods

The following analysis sets were defined:

- Safety Set (SS): The safety set was pIanneonsist of all randomised patients who received
at least one dose or partial dose of MYL-14020 o stin. Analyses using SS group patients according
to treatment actually received.

- Per Protocol (PP) set: The PP eﬁg&anned to consist of all randomised patients who
received at least one dose of MYL-14 Avastin and do not have major protocol deviations.
Analyses using PP group patient ding to randomised treatment.

- Population PK (PopPK,@t. The PopPK set was planned to consist of all randomised patients
who completed at least 1 dgse 0f allocated study medication and who provide at least 1 evaluable
post-dose drug concent for PopPK analyses. Analyses using PopPK set group patients according
to treatment actual|yreceived.

In general d @summarised by statistical characteristics (categorical data: absolute and relative
frequencies; Ihuous data: mean, standard deviation, median, minimum, and maximum).

Efficac ses

The ITWset was used for the efficacy analyses.

Primary efficacy endpoint was planned to be the difference in ORR at Week 18, according to RECIST
1.1. It was planned to be analysed using an unstratified Cochran-Mantel-Haenszel (CMH) test together
with an asymptotic 2-sided 95% CI for the difference in ORRs at Week 18. Equivalence was to be
concluded in case the 95% CI for the difference in ORRs at Week 18 fell completely into the pre-
defined equivalence range of -12.5% to 12.5%.

Missing values due to difficulties in assessing the ORR by RECIST 1.1 were scored as non-responders.
However, for the primary EP of ORR, no missing values by reason of no assessment by RECIST1.1
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occurred, and therefore, no sensitivity analysis due to this reason of missingness was performed. A
justification how missing values by other reasons were handled was provided.

For the PP population, patients were treated as non-responders with missing values due to disease
progression, death, or AE. Patients with missing values for reasons other than that were excluded from
the PP population. This procedure is considered comprehensible and suitable for the given study
design.

In order to assess the homogeneity of study results in important subgroups, the following variables
were used to define subgroups: Age (<65 years of age median or 265 years of age median), Gender
(Male or Female), Race (Caucasian or non-Caucasian; Asian or non-Asian), Smoking status (smgker or
<100 cigarettes in entire lifetime), Number of metastasis sites (1 or multiple), Prior weight Iogéﬁ%
from the historical weight during the last 3 months or <5%), Prior radiation therapy (0 or > rior
adjuvant chemotherapy (0 or 1), ECOG performance scale at screening (0 or 1), EGFRﬂ\ ion status
(unknown or negative), EML4-ALK alterations (unknown or negative).

The secondary efficacy endpoints were disease control rate (DCR), progressio e rvival (PFS) and
overall survival (OS). DCR was planned to be analysed as treatment differen treatment ratio.
The difference in DCRs between treatment groups were planned to be estj ﬁ with unstratified CMH
test and an asymptotic 2-sided 95% CI.

Survival endpoints (PFS, OS) were planned to be analysed by KapI@éler plots, median PFS and OS,

and log-rank test for descriptive purposes. In addition, a Cox r sion model was planned to be used
for estimating hazard ratios with 95% CI for the treatment e main model was planned to be
performed without covariates. Sensitivity analysis was I b adding covariates to the model.

No formal hypothesis testing was planned for the se dary efficacy endpoints, therefore, no
adjustments for multiplicity were planned. Q

Safety analysis

The safety set was planned to be use fq safety analyses. Safety analyses were mainly based on
the frequency of AEs summarised by organ class, preferred term, and treatment group.

Changes from baseline on perfor status (ECOG) and clinical laboratory parameters were
summarised similarly for each piSit and treatment group.

PK analyses \

A 2-compartment I|n del was planned to be performed with CL, inter-compartmental clearance,

V¢, and vqume of r|pheral compartment (Vp). Inter-individual variability in CL and Vc was
planned to b d with log-normal distribution.

The provi |caI study report contains the results of the primary efficacy analysis and all other
efficac fety results up to Week 18. A final study report is announced to be written after all
patie ave completed Week 42 or discontinued.
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Results

Participant flow
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l—>| 345 screen failures |
| 671 randomized |
337 allocated to MYL-14020 anm I | 334 n]]m‘ntd to Avastin arm
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(haseline fuilures) (baseline failures)
Y b
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3 Study Terminated by Sponsar & Shsly Terminnted by Sponsor 1 Sty Terminated by Sponsor
| Withdimwal by subject s Witheliawal by subject
107 compheted Period 2
L]

At week 42 stisdy completion (22 Nov 2019)
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. 2 D
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P
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Figure 2. Patient disposition — ITT set (4we ks)

A total of 1016 patients were screene % atients were screening failures. The most common
reasons for screening failures were; .5%) patients met exclusion criteria 10b (thoracic, central,
mediastinal tumour location in co with major vessels); 46 (13.3%) patients withdrew consent
during screening period (inclusi riteria 1); 37 (10.7%) patients did not meet inclusion criteria 10
(brain metastasis which was t ed and stable at the time of signing ICF) and 36 (10.4%) patients did
not meet inclusion criterj at least one measurable lesion as defined by RECIST 1.1).

the Avastin arm. ndomised patients were included in the ITT population. Comparable numbers of

A total of 671 patieEQQre randomised with 337 patients to the MYL-14020 arm and 334 patients to
patients fro \ reatment arms completed the combination therapy period (MYL-14020: n=227,

Avastin: n . Of those who had completed the induction period, similar numbers discontinued
treatm ior to entering the maintenance period (n=27 vs n=21). Furthermore, a similar number of
patie iscontinued (n=93 vs n=97) as well as completed treatment in Period 2 (n=107 vs n=102).
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Table 16. Disposition of patients — Period 1 and Period 2

"

MYL-14020 Avastin® Total
Sereened NA NA 1016
Screen failures NA NA 345
Randomized (ITT) 337 334 671
Not Treated (Baseline Failures) 2 5 7
Treated (Safety) 33s 329 664
Discontinued TRT in period 1 (<6 doses of IMP) 108 (32.2) 109 (33.1) 217 (32.7)
Adverse event 28 (8.4) 19 (5.8) 47(7.1)
Death 8(2.4) 7(2.1) 15 (2.3)
Lost to follow-up 3(0.9) 5(1.5) 8(1.2)
Physician decision 4(1.2) 12 (3.6) 16 (2.4) @
Progressive disease 47 (14.0) 51(15.5) 98 (14.8) 6
Protocol vielation 0 1(0.3) 1(0.2) K\
Study terminated by sponsor 8(24) 6(1.8) 14(2.1)
Withdrawal by subject 10 (3.0) 8(2.4) Nﬁ
Completed period 1 TRT (>= 6 doses of imp) 227 (67.8) 220 (66.9) 4-&
Discontinued TRT prior to IMP monotherapy in period 2 27 (8.1) 21 (6.4) ?.’)
Adverse event 5(1.5) 5(1.5) @ (1.5)
Death 0 0 0
Lost to follow-up 0 K 0
Physician decision 0 0
Progressive disease 18 (5 4) q@ 6) 33(5.0)
Protocol violation 0
Study terminated by sponsor 30 1 (0 3) 4 (0.6)
Withdrawal by subject x 1(0.2)
Entered period 2 (received IMP monotherapy) 0 (59.7) 199 (60 5) 399 (60.1)
Discontinued TRT in period 2 (27.8) 97(20.5) 190 (28.6)
Adverse event Q 3(0.9) 4(1.2) 7(1.1)
Death \ 0 2 (0.6) 2(0.3)
Lost to follow-up 0 1(03) 1(0.2)
Physician decision 2 (0.6) 4(1.2) 6(09)
Progressive disease T74(22.1) 82 (24.9) 156 (23.5)
Protocol violation 0 0 0
Study terminated by sponsor 9(2.7) 3(09) 12 (1.8)
Withdrawal by subject 5(1.5) 1(0.3) 6(0.9)
Completed period 2 TRT (no FQT un Vuz cut-off date) 107 (31.9) 102 (31.0) 209 (3L5)
Week 42 study ter mmators 136 (40.4) 122 (36.3) 258 (38.5)
Administrative 0 1(03) 1(0.1)
A N
Q 99 (29.4) 82 (24.6) 181 (27.0)
Lost to follow: 3(24) 11(3.3) 19(2.8)
Wlﬂldraw6 bject 25(74) 23 (6.9) 48 (7.2)
Othy

4(1.2)
199 (59.1)

5(1.5)
207 (62.0)

9(1.3)
406 (60.5)

(we SR)

Week 47 study terminators! — Patients who discontinued study before completing week 42 survival follow up

er
Week 4@0mplﬂﬂsz
SO$ Week 42 CSR MYL-14020-3001 Table 14.1.1.5; Table 14.1.1.3b; Table 14.1.1.1; Table 14.1.14

Week 42 study completers® — Patients who were alive and completed week 42 survival follow up

Patient flow was comparable between treatment arms, except for imbalances in the proportion of
patients who discontinued treatment due to an AE as well as in the humber of deaths. This imbalance
occurred predominantly during the first 30 days of the study (MYL-14020 n= 13 deaths, EU-Avastin
n=3 deaths) and was, among others, attributed to the higher incidence of AEs in the MYL-14020 arm.

Nevertheless, overall the number of deaths is higher in the MYL-14020 than in the EU-Avastin arm. For

more detailed assessment please refer to the respective safety sections below.
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Baseline data

The mean age of patients was 59 years in both treatment arms, and majority (63.2%) of patients were
males; and 53.5% were smokers. In both groups, the majority of patients were White (MYL-14020
67.1% and Avastin 69.5%) and about 30% of patients were Asian (32.9 vs 30.5%). About 62% of the
patients had multiple metastasis sites.

The mean body weight (£ SD) was slightly lower in the MYL-14020 arm (66.14 + 16.7 kg) than in the
Avastin arm (70.4 0 £ 18.67 kg). However, the mean BSA (£ SD) was similar between the treatment
arms (1.737 £ 0.2432 in the MYL-14020 arm and 1.794 £ 0.2701 in the Avastin arm). The dosing was
based on body weight for bevacizumab and BSA for chemotherapy.

height, and ECOG status. Gender, smoking status, and number of metastasis sites were r

In general, the demographic profile was balanced between treatment groups with respectt&, race,
0

stratification, leading to balance between the treatment arms (Table 17).
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Table 17. Demographic characteristics by treatment group - ITT set

MYL14020

Avastin Total
N=33D) (N=334) (N=671)
Ape (vears)
Mean (SDY) 593 (9.60) 50.2(9.73) 503 (9.66)
Median 60.0 500 60.0
Min, Max 23,86 35,83 23 86
Age Category (vears) o (%)
<65 237 (703) 236 (70.7) 473 (70.5)
== 05 100(29.7) 08 (203) 198 (29.5)
Sex n (%)
Male 213 (63.2) 211 (63.2) 424 (63.2)
Female 124 (36.8) 123 (36.8) 247 (36.8)
Race n (%) @
White 226 (67.1) 232 (69.5) 458 (68.3)
Asian 111(329) 102 (30.5) 213 (317 ¢ 6
Ethnicity n (%) \
Hispanic or Latino 5(1.5) 4(1.2) 9(1.3) K
Not Hispanic or Latino 332 (98.5) 330 (98.8) 662 (98.7) O
Height (cm)
Mean (SD) 165.9(9.57) 166.5 (9.73) 166.2 %
Median 166.0 166.0 1
Min, Max 140, 188 142, 189 @J
Weight (kg)
Mean (SD) 66.14 (16.746) 7040 (18.670) 68986 (17.844)
Median 65.00 70.00 K 67.00
Min, Max 300, 153.0 32,0, 124.0 @ 300,153.0
Body Mass Index (BMI) (kg/m?)
Mean (5D) 23.05(3.522) 25.23 (5.883 2459 (5.736)
Median 2342 24 69 Q 2394
Min, Max 139,500 131, 131,590
Body Surface Area (BSA) (m2) 6
n 336 3 666
Mean (SD) 1.737 (0.2432) (02701) 1.765 (0.2583)
Median 1.720 800 1.755
Min, Max 1.11,2.62 Ql_l?_ 248 1.11,2.62
ECOG Performance Status n (%)
0 83 (24.6) \ 76 (22.8) 159 (23.7)
1 254 (75.4) 0 258 (77.2) 512 (76.3)
Smoking Status per CRF n (%) 0
Smoker 180 (5 179 (33.6) 359 (33.5)
Non-Smoker 157 (4 155 (46.4) 312 (46.5)
Number of Metastasis Sites Per
TWES n (%) &b
One (374) 126 37.7) 252 (37.6)
Multiple 1(62.6) 208 (62.3) 419 (62.4)
Regionn (%) \
Europe @ 225 (66.8) 231 (69.2) 456 (68.0)
India 90 (20.4) 92(27.5) 191 (28.5)
Southeast Asia ¢ (\ 13 (3.9) 11(3.3) 24 (3.6)
BMI=(body weight in Sheht in m)”, BSA = ((body weight in kg*(height in cm)™>/60.
ECOG =Eastern Oncology Group

Source Data: Lis

41 Table 141.4.1.1

In gen @th treatment arms were similar in terms of medical history. The majority of patients had
atl edical condition in their history (MYL-14020, 86.1%, Avastin, 87.1%). The most commonly
reported medical history disorders (>25% of total) were in the SOC of Respiratory, Thoracic and
Mediastinal disorders (MYL-14020, 141 [41.8%] and Avastin 142 [42.5%]); Vascular disorders (MYL-
14020, 133 [39.5%] and Avastin 112 [33.5%]); and Gastrointestinal disorders (MYL-14020, 96
[28.5%] and Avastin 100 [29.9%]).

Baseline disease characteristics were comparable between the two treatment arms. However, there
were slightly higher proportion of patients with M1C sub-stage in MYL-14020 arm, 125 (37.1%)
patients compared to 117 (35.0%) patients in Avastin arm. Table 18 provides the stage wise
distribution of patients between the two treatment arms at the time of initial diagnosis.
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However, all the patients were in Stage IV at the time of randomisation into the study, as per the
protocol requirement.

Table 18. Tumour history and baseline characteristics by treatment group: ITT set

MYL-14020 Avastin Total
(N=33T) (N=334) (N=6T1)
Disease Stage at Initial Diagnosis; n (%)
I 15(4.5) 927 24(3.6)
I 6(1.8) 10(3.0) 16(2.4)
I 16 (4.7) 927 25(3.70)
v 208 (83.4) 303 (90.7) G601 (89.6)
Unknown 2(0.6) 3(0.9) 5(0.7)
Disease Sub-5tage for Stage [V Patient™; n (%0)
MIA 109 (32 3) 108 (32.3) 217(323) 6
MIB 64 (19.0) T8 (234) 142212
MIC 125 (37.1) 117 (35.0) 242 (36.1) @
Tumor Histology; n (%) . 6
Adenocarcinoma 321(953) 320(95.8) 641 (95.5) \
Large Cell Carcinoma 7(21) 6(1.8) 13(1.9)
Bronchoalveolar 1(0.3) 0 1{0.1) O
Not Other Specified 8(24) 824 16 (29
EGFR Status; o (%) %
Negative 36 (10.7) 42 (12.6)
Unknown 301 (89.3) 202 (874 )
EMIL4-ATK Alternation; n (%)
Negative 34(10.1) 42 (12.6) (11.3)
Unknown 303 (89.9) 202 (874 K 505 (88.7)
Time Since Initial Diagnosis of Disease (months)
i 333
Mean (SD) 3.69 (11.500) 37 @ 3?0(112—16)
Median 115 § 1.13
Min, Max 02, 152. 8 02 1528

Time Since Initial Diagnosis of Metastatic or Advanced
Disease (months)

n 32 3 647
Mean (SD) I.SQ 1.73 (3.186) 1.64 (2 464)
12

Median 12 1.12

Min, Max 0.1.%16.1 0.1.456 01 456
EGFR=Epidermal Growth Factor Receptor; EML4-ALK Microtubule-Associated Protein-Like 4-
Anaplastic Lymphoma Kinase.

* All patients were stage IV at the time of
IV at the time of inifial diagnosis.
Source Data: Listing 16.2.4.2; Table 14.1.4.20

ge 15 not collected for 70 patients who were not stage

The number of patients with nti-cancer surgery was 86 (25.5%) in MYL-14020 arm compared to
100 (29.9%) in the EU-A\ﬁibn m; prior anti-cancer radiotherapy was n=44 (13.1%) in MYL-14020
arm compared to n=33 @, ) in the EU-Avastin arm.

The randomised stt@pulation was considered appropriate to represent the intended indication.
Baseline charat s were mostly balanced between treatment arms. There were slightly higher
numbers of \s with M1C sub-stage in the MYL-14020 arm (n=125 (37.1%)) compared to the EU-
Avastin_arj = 117 (35.0%)). However, all patients had Stage IV disease state at the time of

ran into the study.
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Numbers analysed

Table 19. Summary of the analysis sets

MYL-14020 Avastin Total
(N=337) (N=334) (N=671)
n (%) n (%) n (%)
Intent-To-Treat (ITT) 337 334 671
Safety 335 (99.4) 329 (98.5) 664 (99.0)
Per Protocol (PP) 320 (95.0) 314 (94.0) 634 (04.5)
Pop PK 333 (98.8) 327 (97.9) 660 (98.3)

Percentages were calculated based on number of subjects in the ITT set.
Source Data: Listing 16.2.1.2; Table 14.1.1.2

The ITT set consisted of a total of 671 patients (337 in the MYL-14020 arm and 334 in the
arm) who were randomised into the study under Protocol. The primary efficacy and other, es
were conducted using the ITT population.

The Safety set consisted of 664 patients (335 in the MYL-14020 arm and 329 i @astin arm), who
completed at least one dose or partial dose of MYL-14020 or Avastin. A total &O%) patients, 2
(0.6%) patients in MYL-14020 arm and 5 (1.5%) patients in the Avastin ar e excluded from
safety analyses as they were baseline failures. @,

The PP set consisted of 634 patients (320 in the MYL-14020 arm a 4 in the Avastin arm). The PP
set consisted of all randomised patients who completed at least é&se of MYL-14020 or Avastin and
did not have protocol deviations with significant impact on th endpoints. Pre-defined rules
described in SAP were applied to exclude patients from th pulation. Exclusion of patients from
the PP set due to major protocol deviations were decide BDR meeting on August 16, 2019 before
database lock (CSR Tables 14.1.1.2, 14.1.3, and Lisgifng 16.2.3).

A total of 37 (5.5%) patients (17 [5.0%] patient@he MYL-14020 arm and 20 [6.0%] in the Avastin

arm) were excluded from the PP set due to ons summarised below (
Table 20): 60
Table 20. Patients exclusion analysis sets
\ MYL-14020 Avastin Total
(N=33T) (IN=334) (N=06T1)
- 1 (%) n (%) n (%)
Patients Excluded Safely Set 2(0.6) 5(1.5) 7(1.0)
Baseline failure 2(0.6) 5(1.5) T(1.0)
Patients Excl Protocol Set 17 (5.0) 20 (6.0) 37(5.5)
Baseline F 2(0.6) 5(1.5) 7(1.0)
Less les of Doses and No Tumor
Asses with the Exception of Death or
P 12 (3.6) 12 (3.6) 24(3.6)
tocol Deviation 2 (0.6) 2 (0.6) 4(0.6)
asurable Disease 1(0.3) 1(0.3) 2(0.3)

Source Data: Listing 16.2.3; Table 1413

The number of patients with protocol deviations by 10 categories as defined in SAP, Version 2 were
provided. All patients with protocol deviations by criteria 1-5 were excluded from the PP set, deviations
of criteria 6-10 were decided on a case-by-case basis. Only patients with deviations categorised as
major were excluded from the PP set.
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Table 21. Number of patients with protocol deviations

No. Criterion Category Number of Number of patients
patients with excluded from PP
protocol set due to major
deviations protocol deviations

1 No Wrtten Informed Consent provided Major 0 0
2 Was not randomized in the study but dosed Major 0 0
3 Did not receive correct treatment as Major 7 7
randomized!
4  No measurable disease confirmed by Major 2 2
independent review
5  Did not complete 18 weeks of study and at  Major 24 24
least 4 doses of chemotherapy plus MYL
14020 or Avastin® and at least one fumor
assessment with the exception of
progression or death or AE K
6  Forbidden prior therapy/medication MajorMmor  0/1 0 O
7 Violation of other inclusion criteria Major/Minor  2/0 2 Q
8  WViolation of other exclusion critenia Major™Mmer  0/0 0 \
9  Use of prohibited conconutant medication  Major/™Mmor  3/1 1 0
10  Previous or current medical conditions Major/Minor  1/1

! Patients were randomized but not treated.

Table 22. Assignment of major or minor to protocol d

~
Protocol | Description ignment Missed
deviation
criteria Major Minor
R
#6 Inclusion criteria #9: - N\ 1 patient -
Prior radiation therapy p\,
#7 Inclusion criteria #6: \patient - -
Performance status of \$
or 1 on ECOF scale (bs
Inclusion criteria #10 1 patient - -
Calculated creatiniﬁ‘|
clearance =45
#9 Prohibited dication 1 patient 1 patient 2 patients
started dupi tudy (Zoledronic acid (Zoledronic acid at | (Zoledronic acid
from cycle 2 cycle 6) during cycle 2
¢ Q onwards) and Zoledronic
. c)\ acid before cycle
AN 2)
#10 lusion criteria #9: - 1 patient -
Q> jor surgical procedure Day 0 of cycle 1
)within 28 days prior to was 25 days after
Day 0 of cycle 1 patient’s right
sided cervical
lymphadenectomy
due to
miscalculation by
site
Exclusion criteria #10b: 1 patient - -
a thoracic, central,
mediastinal tumour
location in contact with
major vessels
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Two patients were missed to have major deviations and consequently missed to be excluded from the
PP analysis. A sensitivity analysis was provided by excluding these two patients with no controversial
results.

Table 23. Current and sensitivity PP set analyses for primary endpoint

PP lsel - Curr:mt : i PP set - Sensitivity
MYL-14020 Avastin® MYL-14020 Avastin®
(N=320) (N=314) (N=319) (N=313)

Best overall response at Week 18 n (%) n (%) n (%) n (%)
Complete response (CR) 2 (0.6) 3(1.0) 2 (0.6) 3(1.0)
Partial response (PR) 137 (42.8) 141 (44.9) 137 (42.9) 140 (44.7)
Stable disease (SD) 134 (41.9) 142 (45.2) 133 (41.7) 142 (45 1) 6
Non-CR/Non-PD 1(0.3) 0 1(0.3) @
Progressive disease (PD) 22 (6.9) 14 (4.5) 22 (6.9) 14 (4 5% 6
Not evaluable (NE) 0 0 0 0 \
Not done (ND) 24 (7.5) 14 (4.5) 24 (7.5) 14
Objective response rate (ORR) 139 (43.4) 144 (45.9) 139 (43.6) 1 @)
Ratio of ORR and 90% CI 095 (0.82, 1.10) 0.95 (0.82 %
Difference in ORR and 95% CI 24(-102.53) 21 (- 9%&;

Overall, study drug was administered to 664 patients during the stu ; in the MYL-14020 arm and

329 in the Avastin arm) who completed at least one dose or partla of MYL-14020 or Avastin.
The duration of exposure as well as the number of doses ad d and the cumulative doses for
bevacizumab, carboplatin and paclitaxel are comparable n the treatment arms.

With regard to the duration of IMP exposure, the to ber of cycles received was similar between
both treatment arms during the induction period s 1626 cycles). For the maintenance period, a
numerically higher number of treatment cycles w'édmlmstered in the MYL-14020 arm (1278 vs 1242
cycles). This could be attributed mainly to gSh.er number of patients having received 7 cycles in the
MYL-14020 arm than in the Avastin armSQa vs n=9).

Outcomes and estimatio@

Primary endpoint Q

The primary EP was mef: best ORR during the first 18 weeks was 41.5% in the MYL-14020
arm and 43.1% indt -Avastin arm (independent review, ITT population). The difference in ORR
between both ;regz1 groups was -1.6 (95% CI -9.0, 5.9), which fully met the pre-specified +
12.5% equiv ??g argin.
Table & i ence in ORR based on independent review: ITT set
S‘ MYL-14020 Avastin Total
(N=337) (N=334) (N=671)

Objective Response Rate (ORR) n (%) 140 (41.5) 144 (43.1) 284 (42.3)

95% CI for ORR (%) (36.3, 46.8) (37.8,48.4) (38.6,46.1)

DIFF in ORR and 95% CI (%) -1.6(-9.0,5.9)

Difference (DIFF) 1s calculated as ORRaeyr-14020 - ORRavastm.

The asymptotic 2-sided 95% confidence interval for the difference in ORRSs 1s calculated based on the Wald
confidence interval. The equivalence region 1s (-12.5%, 12.5%).

Best overall response at any time pomnt during the first 18 weeks, and assessed according to RECIST 1.1.
Source Data: Listing 16.2.6.2.1; Table 14.2.1.2.1

This was supported by sensitivity analyses for the primary endpoint, e.g. best ORR during 18 weeks
assessed by independent review in the PP population (ORR difference of -2.4, with a 95% CI of -
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10.2, 5.3), as well as investigator-assessed in the ITT population (ORR difference of -2.2, with a 95%
CI of -9.7, 5.3). Here, results were consistent with the primary analysis.

Table 25. Sensitivity analysis — Difference in ORR based on independent review: PP set

] a A

Data Source/ MYL-14020 Avastin Taotal
Statistics (N=320) (N=314) (N=634)

Objective Response Rate (ORR) n (%) 139 (43.4) 144 (45.9) 283 (44.6)

95% CI for ORR (%) (38.0,489) (404,51.4) (40.8, 48.5)

Daff of ORR and 95% CI -2.4(-102,5.3)
Drfference (DIFF) 1s calculated as ORRarv1-14020 - ORRavast.
The asymptotic 2-sided 95% confidence mterval for the difference 1n ORRs 1s calculated based on the Wald confidence interval. 6
Best overall response at any time pomt duning the first 18 weeks and assessed according to RECIST 1.1
Source Data: Listing 162.62.2; Table 142122 @

N

Table 26. Sensitivity analysis - difference in ORR, derived BOR from in or data - ITT
set \
Data Source/ MYL-14020 Avastin QTota]
Statistics (N=337) (N=334) @ (N=671)
n (%) n (%) & n (%)
Objective Response Rate (ORR) n (%) 152 (45.1) 158 (47.3) 310 (46.2)
95% CI for ORR (%) (39.8.50.4) (42.0,527 @ (42.4,50.0)
DIFF in ORR and 95% CI (%) -2.2(-9.7,5.3)
Drfference (DIFF) 1s calculated as ORRarvi-14020 - ORRavastv. ¥
The asymptotic 2-sided 95% confidence mterval for the difference in ORRs 1s based on the Wald confidence mterval.

Best overall response at any time pomt dunng the first 18 weeks and asses: mg to RECIST 1.1.
Source Data: Listing 16.2.6.2.2; Table 14.2.1.2.3.

However, the independent review of the best O irmed at a second time point in the ITT
population revealed markably lower ORR ratasf;r oth treatment arms (29.1% in the MYL-14020 arm
and 30.5% in the EU-Avastin arm). The appglic clarified that the independent review process took
place one the patient had completed imaging for the respective review period (here: from Screening
through Wk 18 DCO) and no further i 'ng time points were scheduled. In contrast, the investigator
assessed the tumour response u mpletion of each imaging time point (i.e. Wk 6, 12, 18), thus on
a real-time basis. Within this t, treatment continuation was dependent on the overall tumour
response (imaging plus p ie@clinical condition) at a specific time point.

It is acknowledged th @observed difference in the response rates between independent review and
investigator asses?x%x a general limitation that is known and described in literature. Subjective
factors such as tdrget®*lesion selection as well as different interpretations of non-target or

immeasurabl ions are discussed to be of relevance within this context.

With r @ the overall lower confirmed response rate as per independent review (29.8%) compared
toi tor assessment (40.4%), the applicant points out that this might be also attributed to
limitations of the study design (i.e. the data cut-off defined for the review period for the primary EP).
For late responders (i.e. patients with first CR or PR at Week 18), BOR could not be confirmed at a
second time point; thus they were assessed as non-responders for this sensitivity analysis. Within this
context, the applicant presents an additional analysis for BOR confirmed at a second time point based
on independent review, conducted at Week 42. This confirmed response analysis based on Week 42
data provides a higher confirmed mean BOR of 35.0%.

However, this limitation of the DCO time point at Wk 18 for the primary EP in case of late responders
and confirmed response analysis would also apply to the investigator-based assessment of confirmed
response. Overall, since equivalence was shown between treatment arms in both independent review
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and investigator assessment for BOR as well as for confirmed response, the CHMP consider that there
is no critical issue with regard to proof of biosimilarity.

Table 27. Sensitivity analysis — difference in ORR - best tumour responses confirmed at a
second time point based on independent review: ITT set

Data Source/ MYL-14020 Avastin Taotal
Statistics (N=337) (N=334) (N=671)

Objective Response Rate (ORR) n (%0) 98 (29.1) 102 (30.5) 200 (29.8)

95% CI for ORR. (%) (242,339 (25.6.35.5) (26.4.333)

Diff of ORR and 93% CI -1.5(-84.5.5)
Drfference (DIFF) 1s calculated as ORRav1 14000 - ORRavasToi.
The asymptotic 2-sided 95% confidence mterval for the difference in ORRs is calculated based on the Wald confidence mterval. é
Tumor response 1s based on the best tumor responses confirmed at a second time point, assessed based on RECIST version 1.1 @
Source Data: Listing 16.2.6.2.1; Table 142.1.2.4.

9
S
é

Table 28. Sensitivity analysis - difference in ORR - best tumour resporT\ firmed at a

second time point based on investigator assessment: ITT set \
N\
Data Saurce/ MYL-14020 Avastin tah/
Statistics (N=337) (N=334) %l)

Objective Response Rate (ORR) n (%0) 134 (39.8) 137 (41.0) 271740.4)
95% CI for ORR (%) (34.5,45.0) (35.7.46.3) &36.?, 44.1)
Diff of ORR and 93% CI $13(-87.62)

Difference (DIFF) 1s calculated as ORRayr-14020 - ORRAvAsTIN.

The asymptotic 2-sided 95% confidence mterval for the difference in ORRs is calculated b: d confidence interval.

Tumor response 1s based on the best tumor responses confinmed at a second time point, as: RECIST version 1.1

Source Data: Listing 16.2.6.2.2; Table 14.2.1.2.5.

Secondary endpoints

O
O\

The analysis of DCR revealed no notable differe etween the arms (independent review, ITT
population). The proportion of patients with ase control at Week 18 in the 2 groups (MYL-14020:
81.3% versus Avastin 86.2%) was comp le)with a DCR difference of -4.9 (95% CI: -10.5, 0.6).

This was confirmed by sensitivity ana .e. independent review in the PP population and
investigator-based assessment in t population.

updated PFS analyses with th ek 42 CSR has been provided. The total number of events on
independent review for progr n-free survival (PFS) was 184 (54.6%) events in test arm and 156
(46.1%) events in Avasti at week 42. Estimated PFS (with corresponding 95% CI) was 7.6 (7.0,
9.5) months in the te ?band 9.0 (7.2, 9.7) months in the Avastin arm. The difference between
treatment arms w‘ statistically significant on 5% significance level based on log-rank test (p-
value=0.090§).

N

When PFS sessed by the investigator, median PFS was 7.8 (95% CI: 7.0, 9.5) months in the
MYL-1 m and 7.3 (95% CI: 7.0, 8.9) months in the Avastin arm, with a total number of 190
even .4%) in the MYL-14020 arm and 200 events (59.9%) in the Avastin arm.

In a next step, a sensitivity analysis evaluating PFS with new anticancer therapy considered as an
event (not reported as PD/ death in the primary analysis) has been conducted. Based on independent
review, new anticancer therapy as an event occurred in 34 [10.2%] patients in the Avastin arm
compared to 17 [5.0%] patients in the MYL-14020 arm.

Complete DOR results with the Week 42 CSR have been submitted. Median DOR was comparable
between the MYL-14020 and the Avastin arm (7.7 vs 6.9 months), which thus supports biosimilarity
demonstrated in the primary analysis.
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Week 42 Time to First Objective Response data have been provided. With the full data set, the
difference observed between the treatment arms for the Week 0-7 Time to First Objective Response
diminishes from 3.5% (Week 18 CSR) to 2.0%.

Updated OS data have been provided with the final Week 42 CSR. In the MYL-14020 arm, 236
(70.0%) patients survived through Week 42 compared to 252 (75.4%) patients in the Avastin arm.
This difference between the survival curves for both treatment groups was not statistically significant
(p=0.1185). The OS HR at Week 42 was 1.26 (0.94, 1.69). In addition, the median OS was not

0.8

reached in the ITT population at Week 42.
+ MYL-14020
+ Avastm
07

| Q
- RS K
- »

0.1 K

00 )

T T T T T T T
0 6 12 18 24 30 42

Tme from Randomzation (weeks) Q
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0.9 1

Probability of Remaining Alive

AtRisk \
MYL-14020 337 317 288 m 247 230 193 122
Avastm 334 318 297 275 258 043 196 128

QS

Figure 3. Overall survival, Kaplan-Meiec}& ITT set

In addition, additional OS data includi beyond Week 42, which are not part of the Week 42 CSR
have been submitted. Those data originate from 274 out of 561 randomised study participants
who originally consented to pro rsion 1.0 (see also Question 113), implying that OS data were
collected as long as patients tﬁued in the study. In addition, data collected beyond Week 42 (until
study closure) from 25 ou f% randomised patients who originally consented to protocol version 2.0
and had a study duratio ore than 42 weeks were include for this extended OS analysis. However,
the OS analysis ineluding, data beyond Week 42 did not show a clearly different picture: median OS
was 71.9 weeks I: 56.71, 90.14) in the MYL-14020 arm compared to 77.3 weeks (95% CI:
67.71, 90.43 Avastin arm. The updated OS HR based on all data collected until study closure
was 1.21 .55).

X
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Probability of Remaining Alive

017 % MYL-14020 @
& Avastin

0 18 36 54 72 90 108 126 144

Time from Randomization (weeks) é
At Risk \Q

MYL-14020 337 272 21 107 46 20 3 0 0 )

Avastin 334 276 27 102 37 19 7 2 é

Figure 4. Overall survival KM plot including data beyond 42 @&s

In general, a higher number of patients with disease progres observed in the Avastin arm than
in the MYL-14020 arm in the Week 18 data set (n=56 vs ), in the Week 42 data set (n=159 vs
n=133), and until study closure (n=192 vs n=165). For patients with disease progression,
subsequent anti-cancer therapy was more frequentlQ)orted in the Avastin arm than in the MYL-
14020 arm (Wk 18: n=24 vs n=8, Wk 42: n=45?— 8, until study closure: n=46 vs n=31), both in
absolute and relative numbers. According to &: licant, this higher number of patients in the
Avastin arm having received subsequent anfi-@ahcer therapy might have contributed to higher survival

rates compared to the MYL-14020 ar

With regard to the potential impac aths within 30 days of the first IMP dose, additional OS
analyses excluding the deaths aﬂ) continuations within 30 days of IMP have been conducted. In this
subset of patients, the HR (9 improved to 1.15 (0.85, 1.55) in the Week 42 data set and to
1.13 (0.87, 1.45) for da%stil Study closure. To note, the median OS was not reached up to Week 42.

O
O

@@
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Ancillary analyses

Primary endpoint

MYL-1420 Avastin DORR. (%) 95% CI (%)
ALL PATIENTS = 1401337 (41 5%) 144334 @31%) 157 (905, 5.91)
AGE: <65 e 1001237 (42 2%) 104236 @41%) 187 (-10.80, 7.05)
=65 e 401100 (40.0%) 40198 (40.8%) 08 (14.49, 12.85)
SEX: Male = 811213 (38.0%) 0011 #3.6%) 557 (14.92,3.77)
Female [ S0/124 (47.6%) 52123 (42.3%) 530 (-7.08, 17.69)
RACE: White —— 1017226 (44.7%) 105232 @5.3%) 057 (968, 8.54)
Non White e 307111 (35.1%) 39102(382%) 310 (16.05, 9.85)
SMOKING ST ATUS{Per CRF): Smoker b 73/180 (40.6%) 79179 @41%) 358 (13.79, 6.64)
Non-Smoker B 67/157 (42.7%) 65/155 (41.9%) 0.74
# OF MET AST ASIS SITES(Per IWRS): One b 491126 (38.9%) 62126 (48.2%)  -10.32
Multiple = 911211 (43.1%) 82/208 (39.4%) 370
PRIOR RADIATION THERAPY: Yes ~|——+— 11/44 (25.0%) 1733 G15%) 2632
No e 120293 (44.0%) 127301 @22%) 183 !
ECOG: 0 —t— 4483 (53.0%) 48.7%) 433 z 87
1 = 06/254 (37.8%) 8(d15%) 368 % 5.4.7
EGFR: Negative [ 18/36 (50.0%) 16/42 (38.1%) 11.90 \ 06. 33.87)
Unkaovn b 122301 (40.5%) 128200 @3.8%) 330 (11.25, 4.69)
EML4-ALK: Negative e 17734 (50.0%) 17/42 (40.5%) 052 (12.90, 31.95)
Unkaovwn by 123/303 (40.6%) 127202 @3.5%) 2 (10.83, 5.03)
REGION: Europe b 1001225 (44.4%) 105/231 (45.5%) ) (10.14, 8.12)
India —q 34199 (34.3%) 34/92 (37.0%) 61 (16.21, 10.98)
Southeast Asia ! 6/13 (46.2%) S/11 (43.5%) 03 (:39.30, 40.70)
T T T T
50 25 0 25 50
(%) @

Dhfference 1n Objective Response Rates (MYL-14020 — Avastin. DORR) and 95% CI. The asymptotic

ORRs 1s calculated based on the Wald confidence mterval.

Data Source: Listing 16 2.6.2.1

95% confidence interval for the difference in

2- &
Best overall response at any time point during the first 18 weeks and assessed according to RECISTQ@

Figure 7. Difference in ORR, Forest plot, Indepen e|®a iew, subgroup analysis: ITT set

Subgroup analyses have been conducted for the ITT, ulation and revealed no relevant differences
for the primary endpoint, except for the subgrou ving prior radiation therapy. Here the observed
difference in best ORR between both treatm arms was -26.25% (95% CI -47.83, -5.20) with a best
ORR of 25.0% in the MYL-14020 arm and cée\.?% in the EU-Avastin arm.

Additional subgroup analyses using F ots have been provided for the PP set. No distinct
imbalances between treatment ar been detected for any of the subgroups analysed, except for
the subgroup having received prﬁ iation therapy, consistent with the ITT population.

With regard to subgroup anal
and =275 were compara

by age, the ORR differences within the age groups <65, =265, <75
ween the treatment arms.

Subgroup analysis
revealed no diffeen
with regard t

graphic region (Europe, India, Southeast Asia) has been performed and
or imbalances for the primary endpoint. Additional analyses were presented
&versus non-EU countries and showed a slightly higher ORR for MYL-14020 compared

to Avastin region EU-Europe. However, due to the small sample size of this subgroup (n=26 in
the MY O arm vs n=29 in the Avastin arm), this seems to be a chance finding and is not
consi to be of relevance.

Secondary endpoints

Subgroup analyses for DCR are presented as Forest Plot and reveal no relevant differences between
the subgroups.
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SEX: Male

Female

RACE: White

Non-White

SMOKING STATUXPer CRF): Smoker
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# OF METAST ASIS SITESPer IWRS): One
Multiple

PRIOR RADIATION THERAPY: Yes
Ne

ECOG: 0

1

EGFR: Negative

Unknown

EML4-ALK: Negative

Unknown

REGION: Europe

India

Southeast Asia

ITT set

Subgroup analyses have been provided, using Forest Plots, for

data, as requested.
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Figure 8. Ratio disease control rates, Forest plot, Independent revi%

&’b

group analysis -

@ OR and OS for the final Week 42

ALL PATIENTS
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Hon-White

SMOKING STATUS(Per CRF): Smoker
Hon-Smoker

DF METASTASIS SITESPer I'WES): One

FRIOR RADIATION THERAPY: Yes
Ho

ECOG0

1

EGFE: Hegative

oW
EMLA4-ALE: Negative
Unknown

95% CI

0597, 1.49)
(086, 1.44)
©.57,2.11)
095, 147)
.74, 4.97)
(107, 181)
064, 1.34)
051,152)
.82, 181)
053, 1.64)
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(1.0%,2.13)
0.81,1.38)
(0.55,152)
©57,153)
(D49, 1.20)
(110, 1.79)
.74,291)
093, 1.46)
(0.76,3.05)
083, 1.45)
092, 1.54)
091, 2.00)
(0.13, 1.30)
0.55,2.42)
097,152)

Figure 9. Progression-free survival, Forest plot, Independent review, subgroup analysis -

week 42 (ITT)

PFS: For the subgroups of males, the number of metastatic sites (one) and ECOG 1, PFS was lower in
the MYL-14020 arm compared with Avastin, the 95% CI not including 1.
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BOR=best overall response at any ume pomt dunng the first 42 weeks and assessed according to RECIST 1.1 K
HR (hazard ratio) MYL-14020/Avastin® is estimated using Cox proportional hazard model.

Souree data- Figure 06 Appendix IT Post CSR Week 42 Q

Figure 10. Duration of response, Forest plot, Independent review, s@up analysis (ITT
patients with BOR of CR or PR) — week 42

The analyses of DOR within each of the subgroups supported equiv. ce between the treatment arms.

Source data : F, x IT Post CSR Week 42

) ]
(Huzod Fatic) 25% C1
ALL PATIENTS . Q 126 054, 1.68)
AGE: <65 pee 107 0.75,15%)
»=§S Itl._| L4 (1.05, 2.88)
AGE: <75 119 88, 1
- I N i 191 081159
SEX: Male pag 147 (104, 207
Funale (R Q 059 052, 1.34)
RACE: White i L1 054, 1.6%)
Hon-White by 143 084, 2.44)
SMOKING STATUS( Per CEF): Smoker = L 0.8, L7
Hon-Smoker [ jaa | 133 062, 2.14)
F METASTASIS SITES(Per IWES): One i O 162 .99, 246)
Maltiple ~ 0 1 0.77,1.38)
FPRIOR RADIATION THERAPY: Yes L 0.53,30M)
Ha I 136 053, 170
ECOG: 0 0.58 0.2, 1.16)
1 1.5 111,213
EGFR: Negative 91 (1.10, 7.66)
Uniknown 113 062, 1.54)
EML4-ALK: Negative R 311 (118, 8.19)
Unknown, 112 082,158
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Tk = 163 054, 283)
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HonEU 3 0 ] 123 051, 167
* 2 \
T LI T L] L L] L) L] L] T L] T L] L] L] L] L]
0\ 012 F 4 56 7T 8 910N LEMILIM
*
HE (hazard ratio) :@gmm‘ 15 estimated using Cox proportional hazard model

Figu . Overall survival, Forest Plot, subgroup analysis (ITT) — week 42

OS: for the subgroups of males, age =65, EGFR negative and EML4-ALK negative, the MYL-14020 arm
showed a lower OS than the Avastin arm, the 95% CI not including 1.
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9

First objective response (1.e. partial response or complete response) is determined by an independent, blinded radiologist using RECIST v1.1 at the it available
Subject's first objective response may not necessanily be the subject’s best overall response.
HR (hazard ratio) MYL-14020/Avastin® is estimated using Cox proportional hazard model.

Source data: Figure 07 Appendix IT Post CSR Week 42 0\

Figure 12. Time to first objective response, Forest plot, Independ%,rewew, subgroup

analysis ITT set K
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Summary of main efficacy results Q
The following tables summarise the efficacy results fi e main study supporting the present
application. These summaries should be read in cothion with the discussion on clinical efficacy as
well as the biosimilarity assessment (see later s ).

Table 29. Summary of efficacy for trial %\4020-3001
)

«

Title: Multicenter, Double-blind, Ra jsed, Parallel-Group Study to Assess the Efficacy and Safety of
MYL-14020 Compared with Avasti the First-line Treatment of Patients with Stage IV Non-
Squamous Non-Small Cell Lun{ er

O

Study identifier N:Ira T number: 2015-005141-32

{ otocol Number: MYL-14020-3001
+Q

2

Design 0 ¥ [Randomised, double blind, parallel group, global multicentre study
6\ Duration of induction period 18 weeks combination treatment (up to 6
@ (Period 1): treatment cycles, 21 days per cycle)
Duration of maintenance 24 weeks monotherapy (with up to 8
. . . treatment cycles, 21 days per cycle), until
period (Period 2): Week 42
Hypothesis Equivalence
Treatments groups MYL-14020 MYL-14020 iv infusion, 15 mg/kg
n=337 randomised Q3W (up to 6 cycles with iv

carboplatin AUC of 6 and paclitaxel
200 mg/m?, followed by up to 8
monotherapy cycles)
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Endpoints and
definitions

EU-Avastin EU-Avastin iv infusion, 15 mg/kg
n=334 randomised Q3W (up to 6 cycles with iv

carboplatin AUC of 6 and paclitaxel

200 mg/m?, followed by up to 8

monotherapy cycles)
Primary Difference Proportion of subjects whose best overall
endpoint in Best ORR | response was either CR or PR according to

within 18 RECIST v1.1 within 18 weeks based on
wks independent review (Period 1)
Secondary DCR within Disease Control Rate (CR, PR, or stable
endpoint 18 wks disease) during the first 18 weeks
Secondary PFS Progression-Free Survival at Week d42
endpoint
0\6
¢

Secondary DOR Duration of Response}s the time from
endpoint start of the first documpéntation of objective

tumour response (C PR) to the first

documentation of% r progression
Secondary 0s Overall Surviva(b eks 18 and 42
endpoint

Database lock

when the last randomised
essment scheduled at Week 18
he 22 Nov 2019

Data cut-off for the Week 18 CSR was th

patient reached or completed the tumo
(i.e. 05 June 2019), for the Week 42 @

Results and Analysis

O\
\Y

O

Analysis description

Primary Analysis

O

Analysis population

ITT set (n=671), \%kYS data (Period 1) for PE, Week 42 date for secondary

and time point EP’s
description N \
Descriptive statistics Treatment V MYL-14020 EU-Avastin
and estimate
variability n
Numb%y 337 (ITT) 334 (ITT)
subdjeets, N 320 (PP) 314 (PP)

Primary EP (ITT)

est'ORR within
wks, % (n)

41.5% (140) 43.1% (144)

Difference

(95% CI) -1.6 (-9.0, 5.9)

Best ORR within

18 wks, % (n) 43.4% (139)

45.9% (144)

T CD
N
Primary )

Difference

(95% CI) -2.4 (-10.2, 5.3)

Notes

Equivalence has been shown for the primary EP in the ITT assessed by
independent review; the two-sided 95% CI was entirely within the pre-defined
equivalence margin of £12.5%. This was supported by sensitivity analyses for
the primary EP, i.e. independent review in the PP population (see Table) as well
as investigator-assessed in the ITT population (ORR difference of -2.2, 95% CI
of -9.7, 5.3).

In addition, the results for ORR at Week 18 support equivalence.
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0 — o =

Secondary EP DCR 81.3% (n=274) 85.6% (n=286)

Difference -4.3 (-9.9, 1.3)

(95% CI)

PFS (median 7.6 (7.0, 9.5) 9.0 (7.2,9.7)

months)

DOR (median 7.7 (95% CI 6.2, 8.3) 6.9 (95% CI 5.8, 8.5)

months)

oS NE (median not reached) NE (median not reached)
Notes The final CSR has been submitted during the procedure and includesdVeek

42 data for the analysis of the secondary efficacy endpoints.

Analysis performed across trials (pooled analyses and me(t@lysis)

N/A 0\'

Clinical studies in special populations é

(\
Supportive study \O

O

Phase IIT mCRC Study (BM100-CC-03-I- I)Q

N/A

Supportive efficacy data from study BM1 603—1—01, a comparative PK, efficacy, safety and
immunogenicity study of Bmab-100 a %stin, both in combination with oxaliplatin-capecitabine
(XELOX) chemotherapy in patients wi etastatic colorectal cancer, have been submitted. Primary
objective was to demonstrate P uivalence of Bmab-100 and EU-Avastin. The study was
conducted in India.

The study was conducte@iocon, Ltd (Bangalore, India). Bmab-100 is an “earlier version” of as

MYL-14020. .

it has been clagifi@at EU-Avastin was used as reference medicinal product in study BM100-CC-03-I-
01. It was co& that one EU-Avastin batch was used in this study. The batch certificate for the
same batc@ Iso been submitted.

Stu n/ Objectives

The study had two parts (1 and 2). The objective of Part 1 of the study was to generate the safety data
of infusion-related reactions of the first dose of Bmab-100 when given with XELOX chemotherapy in 10
patients.

The efficacy objectives of Part 2 of the study were to evaluate and compare ORR, DCR and PFS
rate at 18 weeks.
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Partl
*Bmab-100 + XELOX *Bmab-100 + XELOX

N= I First dose Infusion safety data Patients continued I

I Screening (3 ueekﬂ>| Cyele 1 > I Cyele2to 6

*Bmab-100 Dose: 7.5 mg/kg once every 3 weeks for 6 cvcles

DSMB reviewed and analvzed first dose safety data for 10 patients I

Cycle 1 Cycle 2to 6 - 6
(PK and Safety) (PK, ORR!, PFS! Rate, safety and immunogenicity) K\

Part2 c
N=136

Bmab-100 (7.5 mg/kg once every three weeks for 6 cycles) + XELOX 3
' €
X 2
=
Avastin (7.5 mg/kg once every three weeks for 6 cycles) + 3 U | :
LT3 z_
! Overall response rate \O
? Progression free survival
Source: Study BM100-CC-03-1-01-CSE. Section 9.1 Figure 1
Figure 13. Study design for BM100-CC- 03\9
Part 2 of the study was a double-blind, r ised, active controlled, parallel arm study in patients

with mCRC. Part 2 of the study inclu ients who had not received any treatment for mCRC (i.e.
only first line mCRC patients). Pati ceived Bmab-100 or EU-Avastin at 7.5 mg/kg along with
XELOX chemotherapy for up to y€les. Each cycle consisted of a 21-day period. As a whole, the study
consisted of 21 days screenin riod, 15 weeks treatment period, followed by a 3 week follow up. The
End of the Study evaluatj as performed at the end of 18 weeks. Wherever possible, radiological
assessments were [@ d 4-6 weeks after the EOS (Post EQOS) in patients with first documentation

of response (PR or t'EOS).

* 0
Study pogulaa\
study, first line mCRC patients were included. For details with regard to Inclusion/

eria, please refer to the D80 Clinical AR.

Efficacy’endpoints

Efficacy was the secondary objective of the study. The efficacy objective was to evaluate and compare
the effect of Bmab-100 and Avastin, in combination with XELOX chemotherapy on:

- Overall response rate based on RECIST 1.1 criteria
- PFS rate at 18 weeks.

- DCR rate at 18 weeks
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The efficacy analyses were performed on the basis of tumour response evaluation by independent,
blinded and centralised radiological evaluation according to RECIST 1.1 guidelines for radiological
assessment of tumours.

Study treatments

Bevacizumab (Bmab-100 or Avastin) was administered by the investigator/designee at the dose of 7.5
mg/kg by IV infusion over 90 min (in 100 mL of 0.9% sodium chloride injection) on Day 1 of each 3
week cycle along with XELOX chemotherapy for all patients. Up to 6 cycles of bevacizumab in
combination with XELOX chemotherapy were administered.

Bmab-100/Avastin was administered as IV infusions using appropriate aseptic technique. All in@)ns
of bevacizumab were to be over 90 min.

Oxaliplatin was administered at a dose 130 mg/m? as an IV infusion in 500 mL of 5% d@e over 2h
on Day 1 of each cycle after the completion of Bmab-100/Avastin infusion.

Oral capecitabine 1000 mg/m?2 was administered twice daily on Day 1 throug (28 doses) of a
21-day cycle. The first dose of capecitabine was started in the evening of Da mthe last dose on

the morning of Day 15, for each cycle. Patients were instructed to take c ine tablets within 30
min after the end of meal with a glass of water (breakfast and dinner) ?8

Disposition of subjects é

Part 2: A total of 237 patients were screened, of whom 101 ) failed screening (most common
reasons for screen failure being lack of measurable diseas Q ow hemoglobin/platelet count).
o}

136 patients were randomised (1:1) to either the Bmab r the Avastin arm, of which 135 patients

received treatment; one patient in the Avastin ar randomlsed but then withdrew consent and
was not dosed. Of the randomised patients, 86 ( %) patients completed the study and the rest
were prematurely discontinued. Overall, the t common reasons for discontinuation were

progression of disease, AEs and withdra% onsent.

O

Table 30. Disposition of patie{ TT-population) - Part II

Disposition . Bmab-100 Avastin
\ N=68 (N=68)
O n (%) n (%)
Total no. of patients Ra mised 68 68
Number Random t not treated 0 (0.00%) 12 (1.47%)
Completed

\ 43 (63.24%) 43 (63.24%)

Discontinued 25 (36.76%) 25 (36.76%)

Reason, fof Distontinuation
Adver nt 7 (10.29%) 2 (2.94)
Wit al of informed consent 5 (7.35%) 7 (10.29%)
Lost t0 follow-up 1 (1.47%) 1 (1.47%)
Death 4 (5.88%) 6 (8.82%)
Disease Progression® 7 (10.29%) 5 (7.35%)
Other 1 (1.47%) 4 (5.88%)

Note: %=(n/N) 100, N= Total humber of Randomised patients, n=number of patients assigned for
individual analysis set

Note: 2 patients were dialed in IVRS by error. The patients were screen failures

3: a subject was randomised but not dosed, and is included in the discontinued patients in the Avastin
arm

b: Disease progression also includes clinical progression as per investigator: 3 in Bmab-100 and 2 in
Avastin arm
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Numbers analysed

Table 31. Analyses set by treatment group (Part II)

Analysis set Bmab-100 Avastin
N=68 N=68
[n (%)] [n (%)]
Intent to Treat-Analysis set (ITT) 68 (100.00%) 68 (100.00%)
Safety Population 68 (100.00%) 67 (98.53%)
PK population 65 (95.59%) 64 (94.12%)
Per-Protocol population (PP) 63 (92.65%) 60 (88 24%)
Note: %=(n/N)100, N=Total No. of Randomised patients, n-number of patients assigned for i @ual

set

Note: For 2 patients randomisation numbers were dialled in IVRS by error. Thes @nts were
considered of screen failures. ITT population includes all randomised patients. ty population
includes all randomised patients who received at least one dose of study medicati

PP population is a subset of the ITT population who met the per protocol critﬁ%

PK population includes all patients who have received at least one dos mab-100 or Avastin
treatment and have available serum concentration data evaluable for P ysis.

1 patient was randomised but not dosed due to consent withdrawal{(and hence included in ITT and
not in other population)

Reference: Listing 16.2.4 Q
Source: BM100-CC-03-I-01-CSR (\

Demographics Q
¥

The demographic profile was similar in th -100 and Avastin arms with respect to age, height,
weight, BSA and survival expectancy. dy included 84 male and 52 female patients of Asian
origin; the mean age of patients in t ab-100 arm was 50.7+£14.0 years and that in the Avastin
arm was 51.6+£12.8 years. The SA of patients in the Bmab-100 arm was 1.58+0.17 m?2 and in
the Avastin arm was 1.60+£0. . The mean weight of the patients in the Bmab-100 arm was
56.20+11.64 kg and in the Avastin arm was 57.31+11.31 kg. The mean height of patients in the
Bmab-100 arm was 160, .67 cm and in the Avastin arm was 161.95+9.20 cm. The mean survival
expectancy of patier? e Bmab-100 arm was 9.13 months and in the Avastin arm was 8.57
months (survi&al@g ancy in both arms ranged between 4-24 months).

Tumour histo@d Baseline characteristics

All par@@ evaluated were comparable for both the arms, except the disease burden in terms of

sum eters of the target lesions, which was numerically higher in the Bmab-100 arm.

Efficacy results

Efficacy of Bmab-100 and Avastin (both in combination with XELOX chemotherapy) was compared in
terms of best overall response rate (BORR) over 18 weeks. BORR was determined in the PP as well as
the ITT populations. Objective response was defined as a CR or PR.

The ORR observed in the ITT population was 38.24% in the Bmab-100 arm and 48.53% in the Avastin
arm. No statistically significant difference was observed between the two arms (p = 0.2258).
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Table 32. Summary and analysis of best overall response rate (BORR) (ITT population) -

Part II
Bmab-100 Avastin®
Over All Response Rate (N=068) (IN=068)
[n (%0)] [n (%0)]
Complete Response (CR) 1(1.47%) 1(1.47%)

Partial Response (PR)

25 (36.76%)

32 (47.06%)

Stable Disease (SD)

36 (52.94%)

27 (39.71%)

Progressive Disease (PD)

3 (4.41%)

2 (2.94%)

In-evaluable

3 (4.41%)

6 (8.82%)

Responders (CR+PR=0RR)

26 (38.24%)

33 (48.53%)

Patient with Clinical Benefit

62 (91.18%)

60 (88.24%)

Difference in Response Rate

10.29%

P-Value

02258

Note: %=(n/N)100, N= Total number of randomized patients, n= Number of patients assigned for

individual analysis set

Data Source: rd_frmbestresp sas7bhdat, Listing 16.2 44(a), Generation date: 16FEB2017

N

g\
<

the ORR observed in the ITT population in this study is similar to hj

when bevacizumab is used in combination with chemotherapy [
[Feliu et al], 38% [Saltz et al], and 44.4% [Bencsikova et al
chemotherapy as first-line therapy for mCRC patients.

(ox
ically observed ORR of 36.6%

et al] and to the ORR of 33.8%
used in combination with XELOX

w9

<&

O

The ORR observed in the PP population was 41.27% j thab-lOO arm and 55.0% in the Avastin

arm. No statistically significant difference was obs

I1

2.5.3. Discussion on clinical efficacy

o)

between the two arms (p = 0.1276).

N
Qﬂ Bmab-100 Avastin®
Over All Respins te (N=063) (IN=60)
[n (%)] [n (%)]
Comy M&s nse (CR) 1(1.59%) 1(1.67%)

K sponse (PR)

25 (39.68%)

32 (53.33%)

’:\\t?ble Disease (SD)

34 (53.97%)

25 (41.67%)

3 (4.76%)

2(3.33%)

.\ rogressive Disease (PD)
~
6 Responders (CR*PR=ORR)

26 (41.27%)

33 (55.00%)

Patient with Clinical Benefit

(\Z)

60 (95.24%)

58 (96.67%)

Difference in Response Rate

N

13.73%

P-Value

0.1276

Note: %=(n/N)100, N= Total number of patients in per-protocol population, n= Number of patents

assigned for mdividual analysis set

Data Source: rd_frmbestresp sas7bdat. Listing 16.2 44(a). Generation date: 16FEB2017

Table 33. Summary and analysis of I@)}erall response rate (BORR) (PP population) - Part

Study MYL-14020-3001, conducted in patients with Stage IV nsNCSLC, was considered pivotal for
demonstrating therapeutic equivalence in terms of efficacy between MYL-14020 and EU-Avastin.
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Supportive efficacy data were derived from study BM100-CC-03-I-01, conducted by Biocon in
metastatic CRC patients in India with Bmab-100, which is an early development version of MYL-14020.
The study BM100-CC-03-I-01 is considered as supportive; and regarding the evaluation of efficacy the
results are considered as informative only.

Design and conduct of main study

Demonstration of similarity on efficacy level is based on one pivotal efficacy and safety study. MYL-
14020-3001 is a randomised, double-blind, parallel-group multicentre study to compare the efficacy,
safety and immunogenicity between MYL-14020 (proposed bevacizumab biosimilar) and EU-Avastin in
subjects with Stage IV unresectable, recurrent or metastatic non-squamous NSCLC with neg ir
unknown activating EGFR gene mutations or ALK gene translocations. é

L 2

In total 671 patients were 1:1 randomised to receive either MYL-14020 or EU-source

Gender, smoking status (smoker or <100 cigarettes in entire lifetime) and number@w tastasis sites
(one site or multiple sites) were used as stratification factors. According to th ideline on
adjustment for baseline covariates in clinical trials (EMA/CHMP/295050/2013 &t ion 5.2
“Stratification” states that “(...) stratification variables, if not solely used inistrative reasons,
should usually be included as covariates or stratification variables in the ;%ary analysis regardless of
their prognostic value”. {

The applicant provided estimated risk difference (RD) with corrding 95% confidence interval (CI)
based on Cochran-Mantel-Haenszel (CMH) test with stratificatiom faCtors sex, smoking status, number
of metastasis sites and newly also with region. RD was @/o and corresponding 95% CI was (-
9.11%, 5.98%). This was similar to result of CMH te ﬁre region factor was not considered which
led to RD -1.60% and corresponding 95% CI was %, 5.91). This was also similar to unstratified
analysis where RD was -1.60% and correspondingy\95% CI was (-9.00%, 5.90%).

The study was conducted at 89 sites, includin ore than 90% of patients from non-EU countries. The
applicant states that the study was ¢ C in accordance with the ethical principles of the
Declaration of Helsinki and were con t with ICH Guidance and the applicable local regulatory
requirements and laws. Four pati @Nere excluded from per protocol analysis set due to protocol
deviation (2 patients in each

Regarding protocol devia

5@, itbwas noted that four patients were excluded from PP set according to
major protocol deviati e deviations were set to be defined in the BDR meeting, which was held
after the database d before unblinding the data. The applicant provided the number of patients
with protocol duev€tij s by 10 categories as defined in SAP, Version 2. All patients with protocol
deviations by, Nia 1-5 were excluded from the PP set, deviations of criteria 6-10 were decided on a

case-by-c is. Only patients with deviations categorised as major were excluded from the PP set.
The confirmed that two patients were missed to have major deviations and consequently
miss be excluded from the PP analysis. A sensitivity analysis was provided by excluding these two

patients with no controversial results.

In Period 1 of the study, patients received 15 mg/kg bevacizumab concurrently with CP chemotherapy
(paclitaxel 200 mg/m? and carboplatin AUC 6) by iv infusion on Day 1 of every 3-week cycle for up to
6 cycles (18 weeks). In countries where the initial paclitaxel dose was 175 mg/m? based on
institutional protocols, the investigators were allowed to initiate dosing at 175 mg/mZ2. Dose reduction
of chemotherapy within predefined dose levels or schedule modifications was permitted for toxicity
reasons. If eligible (stable disease or better), patients continued with bevacizumab in Period 2 every 3
weeks as monotherapy until disease progression, treatment discontinuation (for any reason) or
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withdrawal of consent. Total duration of Period 2 was 24 weeks; overall study duration was thus 42
weeks.

An Extended Treatment Period provided continued bevacizumab monotherapy to any patient who at
Week 42 had stable disease or better response. During the Extended Treatment Period, a patient
received bevacizumab until PD, death, unacceptable AE, withdrawal of consent, discontinuation from
IMP for any reason, or 42 weeks post last patient randomised (i.e. trial closure).

The general study design was in line with previous scientific advice, except for the study duration. In
the EMA Scientific Advice received by the applicant in October 2014 (EMA/CHMP/SAWP/629326/2014),
the applicant stated that 1-year data would be generated in the pivotal comparative efficacy and safety
study, which was supported by the CHMP. However, EOS was defined as 42 weeks from the 6
randomisation of the last patient or discontinuation of all for study MYL-14020-3001. Conse@ﬁtly,
data up through the Week 42 visit are included in the final CSR for the evaluation of sé@ry efficacy
endpoints and of safety and immunogenicity. This will be further discussed in Sectio 6 {Clinical

Safety).
The selected population is considered appropriate to sensitively compare efﬁ&&ween EU-Avastin

and the proposed biosimilar candidate. The used treatment regimens for umab and
chemotherapy are in line with the Avastin labelling and respective guidandes. With regard to the
paclitaxel, a dose of 200 mg/m? is outlined in the protocol; howeve countries where the initial dose

is 175 mg/m? based on institutional protocols, the investigators
instead of 200 mg/m?2. The majority of patients (69.9%) recej
In addition, the number of patients with the different pacli oses was balanced between the
treatment arms. In- and exclusion criteria are consideré\ ropriate for the chosen population.
Baseline demographic and disease characteristics w comparable between treatment arms. Overall,
the same number of subjects in each treatment QQ per arm) discontinued chemotherapy and

owed to initiate dosing at 175
higher initial dose of 200 mg/m2.

received bevacizumab monotherapy during tb&inS ction period. Up to Cycle 4, there were no subjects
who started bevacizumab monotherapy. Atglj 4, 5 and 6, the proportion of subjects starting
maintenance treatment with bevacizu notherapy was overall comparable.

The applicant applies for all therap dications currently authorised for the reference product EU-
Avastin. K

Endpoints: Q

The primary endpoint w e difference in best overall response rate in the ITT set within 18 weeks,
assessed by indepe review. Secondary endpoints were DCR, PFS, OS and DOR. An equivalence

margin of ilZ,S“@ the primary endpoint was calculated.

The primary cy endpoint ORR assessed according to RECIST 1.1 is appropriate for the intended
biosimi @xercise and is in line with the Guideline on similar biological medicinal products

i onoclonal antibodies - non-clinical and clinical issues (EMA/CHMP/BMWP/403543/2010)
and th uideline on the evaluation of anticancer medicinal products in man (EMA/CHMP/205/95
Rev.5). ORR at a specific time point (at 18 weeks) as primary efficacy endpoint was agreed by CHMP
during scientific advice.

Efficacy data and additional analyses

The applicant provided the results of the primary efficacy analysis and all other efficacy and safety
results up to Week 18 with the initial submission. Final Week 42 data were submitted during the
procedure. The data cut-off date was the date when the last randomised patient had reached or
completed the tumour assessment scheduled at Week 42.
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With regard to the primary EP, assessment is made by an independent central review for primary
analysis, in addition to investigator s analysis, which is supported. The duration of exposure as well as
the number of doses administered and the cumulative doses for bevacizumab, carboplatin and
paclitaxel were comparable between the treatment arms. With regard to the duration of IMP exposure,
the total number of cycles received was similar between both treatment arms during the induction
period (1627 vs 1626 cycles). For the maintenance period, a numerically higher number of treatment
cycles was administered in the MYL-14020 arm (1278 vs 1242 cycles). This could be attributed mainly
to a higher number of patients having received 7 cycles in the MYL-14020 arm than in the Avastin arm
(n=20 vs n=9).

The difference in best ORR within 18 wks was -1.6 (-9.0, 5.9) for the ITT population, and -2.4
of (-10.2, 5.3) for the PP set; the two-sided 95% CI was entirely within the pre-defined equij
margin of [-12.5%, 12.5%]. Therefore, formally similarity of efficacy regarding the prign
endpoint has been demonstrated. This was supported by sensitivity analyses for the p, NQ EP, e.g.
investigator-assessed ORR in the ITT population (ORR difference of -2.2, with a 95‘@# -9.7,5.3) -
the results were consistent with the primary analysis.

However, the applicant has defined the primary efficacy endpoint as the dif r\'e of best ORR
between MYL-14020 and Avastin during Period 1 by 18 weeks of bevaciz plus chemotherapy. This
implies that a patient who has a response and afterwards a progressiﬂ\in isease or who even dies
would still be counted as responder. ORR is considered adequate a ary endpoint, but an
evaluation at a specific time point (i.e. week 18) is considered sensitive in a biosimilar application
and would be preferred compared to a best ORR across all ti@ ifnts (e.g., a patient who has SD at
first assessment, PR at second assessment, and PD on sessment has a best overall response of
PR). Maximizing the ORR over all tumour assessments ‘n%‘rt result in the situation to count a subject
as responder even if he dies later on in Period 1. T plicant provided analysis of overall response
rate (ORR) at week 18 both in ITT and PP set, aié.lested. Calculations for ITT set and PP set were
based 1) on independent review and 2) on theNinvestigator’s assessment. Corresponding 95%
confidence intervals (CIs) for the estimat ifferences in ORR between both treatment groups were
within equivalence range (-12.5%, 12 all cases. Namely, 95% ClIs for the difference in ORR
were 1) (-5.8%, 8.7%) in ITT set .4%, 8.7%) in PP set for independent review and 2) (-7.4%,
7.3%) in ITT set and (-8.1%, 7 PP set for the investigator's assessment. Thus, equivalence was
concluded. Relevance of eqw@u e range (-12.5%, 12.5%) for difference in ORR was given by
justification that ORR at vx was considered to be more conservative than the best overall
response (BOR) at any uring the 18-week period. This implied, by the applicant’s opinion, that
equivalence range‘f@R up to week 18 was also suitable for ORR at week 18. Moreover, the
observed ORRs at’week 18 for MYL-14020 and Avastin were between 35% and 39%. These ORRs were
similar to OR &o used for sample size calculation. Here, ORR of 38% was based on results from

i 4 studies comparing bevacizumab plus chemotherapy (chemotherapy was either
paclita boplatin or gemcitabine) to chemotherapy alone.

jon, it was unclear in how far the primary endpoint has been revised from CSP Version 2.0 to
Version 3.0. Here, the applicant clarified that in the revised protocol Version 3.0, the need for BOR to
be confirmed at a second time point was deleted for the primary analysis. However, the response rate
with confirmation as a second time point was retained and presented as sensitivity analysis. The
rationale for this revision was the data cut-off for the primary endpoint at week 18, implying that BOR
might not have been confirmed at a second time point in patients having a first objective response at
Week 18. Those patients would have been counted as non-responders for PE analysis of confirmed
BOR due to the early data cut off.

However, the independent review of the best ORR confirmed at a second time point in the ITT
population revealed markably lower ORR rates for both treatment arms (29.1% in the MYL-14020 arm
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and 30.5% in the EU-Avastin arm). The applicant clarified that the independent review process took
place once the patient had completed imaging for the respective review period (here: from Screening
through Wk 18 DCO) and no further imaging time points were scheduled. In contrast, the investigator
assessed the tumour response upon completion of each imaging time point (i.e. Wk 6, 12, 18), thus on
a real-time basis. Within this context, treatment continuation was dependent on the overall tumour
response (imaging plus patient “s clinical condition) at a specific time point.

It is acknowledged that this observed difference in the response rates between independent review and
investigator assessment is a general limitation that is known and described in literature. Subjective
factors such as target-lesion selection as well as different interpretations of non-target or
immeasurable lesions are discussed to be of relevance within this context.

With regard to the overall lower confirmed response rate as per independent review (29.8%@mpared
to investigator assessment (40.4%), the applicant points out that this might be also attgi dto
limitations of the study design (i.e. the data cut-off defined for the review period for Ximary EP).
For late responders (i.e. patients with first CR or PR at Week 18), BOR could naqt firmed at a
second time point; thus they were assessed as non-responders for this sensit@alysis. Within this
context, the applicant presents an additional analysis for BOR confirmed at nd time point based
on independent review, conducted at Week 42. This confirmed response %L sis based on Week 42

data provides a higher confirmed mean BOR of 35.0%. K

However, this limitation of the DCO time point at Wk 18 for the '@)y EP in case of late responders
and confirmed response analysis would also apply to the invesii -based assessment of confirmed
response.

Overall, since equivalence was shown between treatme}erms in both independent review and
investigator assessment for BOR as well as for co i@d response, the CHMP considers that there is
no critical issue with regard to proof of biosimilarity.

Further results were largely comparable: T ber of patients with disease progression (PD),
complete response (CR), partial resp and stable disease (SD) was similar between treatment
arms and also between independent % and investigator-based assessment.

With regard to secondary effica onints, DCR at week 18 was comparable between treatment
arms (difference of -4.9, wit % CI of -10.5, 0.6).

The applicant has provi \pda ed PFS and OS analyses with the Week 42 CSR. Based on
independent revie\‘v, PFS at 42 weeks was 7.6 (95% CI: 7.0, 9.5) months in the MYL-14020
arm and 9.0 (95% N/.2, 9.7) months in the Avastin arm. This difference was, however, not
statistically si ’r@(p—value 0.0906). When PFS was assessed by the investigator, median PFS was
7.8 (95% CI ,'9.5) months in the MYL-14020 arm and 7.3 (95% CI: 7.0, 8.9) months in the
Avasti

With rd to OS, in the MYL-14020 arm 236 (70.0%) patients survived through Week 42 compared
to 252 (75.4%) patients in the Avastin arm. This difference between the survival curves for both
treatment groups was not statistically significant (p=0.1185). The OS HR at Week 42 was 1.26 (0.94,
1.69). In addition, the median OS was not reached in the ITT population at Week 42.

It is acknowledged that study MYL-14020-3001 was primarily designed for ORR analysis at Week 18.
Although PFS and OS were included as secondary endpoints, the trial was not designed for a mature
evaluation and was not powered to demonstrate comparability between MYL-14020 and Avastin based
on those time-to-event endpoints.

In general, the primary analysis of an equivalence study should be based on a population that is
sensitive to demonstrate equivalence. Protocol violations may tend to bias the results towards a
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conclusion of equivalence, see ICH E9. Therefore, the PP set is the preferred analysis set for the
primary efficacy analysis. The applicant defined the ITT population to be the primary efficacy
population, which is not endorsed.

The applicant has provided additional analyses identifying factors such as imbalances in post treatment
anticancer therapies as well as in deaths occurring within 30 days of first IMP dose, which may have
contributed to the imbalance in survival rates between the treatment arms.

As stated in the GL on similar biological medicinal products containing monoclonal antibodies — non-
clinical and clinical issues (EMA/CHMP/BMWP/403543/2010), data on survival may have to be
interpreted with caution due to numerous factors influencing survival beyond the performance of the
biosimilar or the reference product. OS may not be sensitive enough for establishing comparabé
since there may be influences by factors not attributable to differences between the biosimi nd the
reference product, but by factors like tumour burden, performance status, previous Iiné\ eatments,
underlying clinical conditions, subsequent lines of treatment, etc.

In addition, the chosen patient population (Stage IV NSCLC patients) may no I for the
demonstration of clinical comparability. Especially in NSCLC, the clinical cour: & he disease varies
from slowly progressive to aggressive profile in patients commonly havin éal comorbidities,
increasing the risk of fatal events. This seems to reflect the variable a d%sionally unpredictable
outcomes seen in clinical practice. {

It is acknowledged that, taking into account the results for the ry EP, ORR, supporting efficacy
similarity between MYL-14020 and Avastin, this imbalance bét the treatment arms in the time-to-
event endpoints PFS and OS does not necessarily preclud lusion of biosimilarity.

the Week 42 CSR. Median DOR was
m (7.7 vs 6.9 months), which thus supports

The applicant has submitted complete DOR results
comparable between the MYL-14020 and the Av
biosimilarity demonstrated in the primary an%s'is.

Week 42 Time to First Objective Respons
set, the difference observed between
Response diminishes from 3.5% (
this patient population, a maxi

have been provided by the applicant. With the full data
atment arms for the Week 0-7 Time to First Objective
CSR) to 2.0%. In addition, the applicant stresses that in
jective response would not be expected before 3-4 treatment
cycles have been administereQ ch would imply 9-12 weeks. However, the difference of around 2%
between the treatment armas with regard to Time to First Objective Response results remains more or
less consistent over tim other explanation provided by the applicant for the observed imbalance
between the treat t arms is that for patients who died or discontinued treatment without any post-
baseline tumou@&ments, Time to First Response could not be determined. These early

discontinuatib urred more frequently in the MYL-14020 than in the Avastin arm (11.6% vs
9.3%). Su@ mbalance between treatment arms may indeed have contributed to the observed
differe 1% to -2%, persisting throughout the study.

Subgroup analyses revealed no relevant differences for the primary endpoint, except for the subgroup
receiving prior radiation therapy. Here the observed difference in best ORR between both treatment
arms was -26.25% (95% CI -47.83, -5.20) with a best ORR of 25.0% in the MYL-14020 arm and of
51.2% in the EU-Avastin arm. The applicant has discussed potential explanations for the observed
difference in best ORR in the subgroup “prior radiation therapy” between both treatment arms.
According to the applicant, the low number of patients in this subgroup along with the differences in
baseline disease characteristics, an imbalance in the prior radiation dose and a higher rate of early
discontinuations in the MYL-14020 arm may have contributed to the ORR difference observed between
treatment arms in this subgroup with prior radiation therapy.
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Overall, acknowledging that this is a rather small subgroup as well as that there was no such difference
observed between the treatment arms in this subgroup of prior radiation therapy with regard to the
other secondary efficacy parameters PFS, DOR, and OS, this ORR difference is regarded to be not of
clinical relevance. Additional subgroup analyses using Forest Plots have been provided for the PP set.
No distinct imbalances between treatment arms have been detected for any of the subgroups
analysed, except for the subgroup having received prior radiation therapy, consistent with the ITT
population.

With regard to subgroup analysis by age, the ORR differences within the age groups <65, 265, <75
and =75 were comparable between the treatment arms.

Subgroup analysis by geographic region (Europe, India, Southeast Asia) has been performed a@
revealed no differences or imbalances for the primary endpoint. Additional analyses were ehted
with regard to EU versus non-EU countries and showed a slightly higher ORR for MYL-1* (écompared
to Avastin for the region EU-Europe. However, due to the small sample size of this s \OJp (n=26in
the MYL-14020 arm vs n=29 in the Avastin arm), this seems to be a chance findj is not
considered to be of relevance. \

With regard to results for the primary efficacy EP in the ADA-positive sub f patients, best ORR
by 18 weeks was 44.4% (8/18 patients) in the MYL-14020 arm compared{te 27.3% (3/11 patients) in
the Avastin arm. However, it is acknowledged that, overall, the po eline ADA incidence was low
for both treatment arms in the NSCLC study (n=18 vs n=11). 1 ntly, no negative impact of
treatment-induced ADA on efficacy in terms of ORR could be d for MYL-14020 (41.5% ORR in
the overall ITT population compared to 44.4% in the sub with treatment-induced ADA's).

\

A supportive study in patients with metastatl&HQctal Cancer (mCRC) was conducted in India with a
formulation that has the same drug substa d excipients as the reference formulation, according
to the applicant. It is based on an eara Iopment version of MYL-14020, referred to as Bmab-100.

Supportive study

Therefore, efficacy data from this stu e considered as supportive only.

Study BM100-CC-03-1-01 was a c@e blind, randomised, active controlled, parallel design,
comparative PK, efficacy, saf@nd immunogenicity study of Bmab-100 and Avastin, both in
combination with oxalipl capecitabine (XELOX) chemotherapy in patients with metastatic colorectal
cancer. Primary obje@s to demonstrate PK bioequivalence of Bmab-100 and Avastin.

>
The applicant clarj#i at EU-Avastin was used as reference medicinal product in study BM100-CC-

03-I-01. It w med that one EU-Avastin batch was used in this study, as stated in the CSR. The
batch certificor the same batch has also been submitted.

The stu two parts (1 and 2). The objective of Part 1 was to generate the safety data of infusion-
relat actions of the first dose of Bmab-100 when given with XELOX chemotherapy in 10 patients.

Part 2 of the study was a double-blind, randomised, active controlled, parallel arm study in patients
with mCRC. Only first line mCRC patients were included. Patients received Bmab-100 or Avastin at 7.5
mg/kg along with XELOX chemotherapy for up to 6 cycles. Each cycle consisted of a 21 day period. As
a whole, the study consisted of 21 days screening period, 15 weeks treatment period, followed by a 3
week follow up. The End of the Study evaluation was performed at the end of 18 weeks. Wherever
possible, radiological assessments were performed 4-6 weeks after the EOS (Post EOS) in patients with
first documentation of response (PR or CR at EOS).
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Efficacy was the secondary objective of the study. The efficacy objective was to evaluate and compare
the effect of Bmab-100 and Avastin, in combination with XELOX chemotherapy on:

- Overall response rate based on RECIST 1.1 criteria
- PFS rate at 18 weeks.
- DCR rate at 18 weeks

The efficacy analyses were performed on the basis of tumour response evaluation by independent,
blinded and centralised radiological evaluation according to RECIST 1.1 guidelines for radiological

assessment of tumours.
Albeit no statistically significant differences were observed with regard to best ORR within 1 Qs in

both the ITT and the PP population, there were higher numbers of subjects with PR in th in arm
(n=32) than in the Bmab-100 arm (n=25). Furthermore, considerably more subjects \\ mab-100
arm had SD (n=36) compared to the Avastin arm (n=27). O

Thus, overall no clear conclusion can be drawn from the submitted supportive@y data in terms of
best ORR within 18 weeks with regard to biosimilarity of Bmab-100 and Avast r, still less, of MYL-

14020 and EU-Avastin. @
With regard to the other efficacy endpoints that were evaluated in thiSsstudy, DCR was comparable
between the two study arms (Bmab-100 91.18% versus Avasti %), as well as the PFS rate at

18 weeks (Bmab-100 61.76% versus Avastin 60.29%). Q

2.5.4. Conclusions on clinical efficacy

There are no concerns regarding similarity of effi@g

In the pivotal comparative efficacy study M &020—3001 in Stage IV nsNSCLC patients, equivalence
between MYL-14020 and EU-Avastin was nstrated for the primary efficacy endpoint, best ORR
within 18 weeks, assessed by indepe eview in the ITT population. This was supported by
sensitivity analyses for the primar the PP population, which is the population of interest for a

biosimilar. K

In addition, post-hoc senﬂ&nalyses have been provided for ORR at week 18, which is considered
a more sensitive endpoi a biosimilarity exercise than the BOR at any time point during the 18-
week induction pegiod. rates at week 18 were similar between the treatment arms, both in the ITT
and PP set, ba§e<c)' ependent review as well as on investigator assessment. Overall, the presented
additional OR& ses at week 18 indicate similar efficacy between MYL-14020 and EU-Avastin and
do thus su e results from the primary analysis.

Ins 7 biosimilarity on efficacy level can be concluded from the data submitted.

2.6. Clinical safety

Safety of MYL-14020 has been evaluated in 2 clinical comparative studies (studies MYL-14020-1002

and MYL-14020-3001). Study MYL-14020-1002 was completed, whereas for study MYL-14020-3001,
data from Period 1 (up to 18 weeks) were the basis for initial assessment and the final Week 42 data
were submitted during the procedure.

Study MYL-14020-1002 (Phase I PK in healthy volunteers)
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The Safety Set consisted of all subjects who were randomised and had received at least 1 dose of
bevacizumab (n= 111).

This was a single centre study, conducted in The Netherlands.

Safety Endpoints:

Adverse events (AEs), clinical laboratory, vital signs, 12-lead electrocardiogram (ECG), physical
examination, infusion site local tolerance, presence of anti-drug antibodies (ADA) in serum
(immunogenicity).

Study MYL-14020-3001 (Phase III efficacy + safety in nsNSCLC patients)
QIYL-

A multicentre, double-blind, randomised, parallel-group study to assess the efficacy and saf

14020 compared with Avastin, in the first-line treatment of patients with Stage IV Non;S us
Non-Small Cell Lung Cancer (nsNSCLC). The Safety Set consisted of all patients who \ ndomised
and had received at least 1 dose of bevacizumab (MYL-14020 or EU-Avastin, n= Géients). The

whole study duration was 42 weeks. @

This multicentre study was conducted at sites in Belarus, Bosnia and Herze , Bulgaria, Croatia,
Georgia, Hungary, India, Italy, Philippines, Poland, Romania, Russian Fe@hon, Spain, Taiwan,
Turkey, Ukraine and Vietnam. K

Safety Endpoints:

- Incidence, nature, and severity of AEs including ADRs grad@%’ding to CTCAE.
- Detection of antibodies to bevacizumab. \O

In addition, a supportive clinical study (BM100—CC—(@01) was conducted with Bmab-100 by Mylan’s
development partner Biocon. This study has beefi\completed.

O

Study BM100-CC-03-I-01 (suppor Q-ase III study in mCRC patients)

The study had two parts (1 and objective of Part 1 of the study was to generate safety data on
infusion-related reactions of t t dose of Bmab-100 when given with XELOX chemotherapy in 10
patients. The safety objective re included in Part 2 of the study. The Safety Set consisted of all
subjects who were rand% d and had received at least 1 dose of bevacizumab (n= 135).

Safety Endpoints: O\Q

- Evaluation o@darative safety of Bmab-100 and Avastin (over 18 weeks)

- Evaluati cidence and titres of ADA for Bmab-100 and Avastin (over 18 weeks)
Saf from the clinical studies were not pooled.

- The study populations were different. The Phase I PK study MYL-14020-1002 was conducted in
healthy male volunteers, the Phase III efficacy and safety study MYL-14020-3001 was performed in
NSCLC patients.

- Different study protocols and thus, treatment schemes were used in both trials. In the Phase I study
one single dose of 1 mg/kg bevacizumab was administered iv to the study participants, in the Phase III
study repeated doses (every 3 weeks) of 15 mg/kg bevacizumab were administered iv to the patients,
first concomitantly with carboplatin/ paclitaxel during Period 1, then as monotherapy during Period 2 of
the trial.
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- The two patient-based studies were conducted in patients with different tumour indications and with
different chemotherapeutic regimens.

Avastin has a well characterised safety profile and an extensive post-marketing data base. Hence, the
sample sizes of the Phase I and Phase III studies are considered acceptable to detect relevant safety
signals.

It is noted that the final CSR includes only Week 42 data. This in contrast to the EMA SA received by
the applicant in October 2014, where the applicant stated that 1-year data would be generated in the
pivotal phase III study, which was supported by the CHMP. The applicant provided justification on the
deviation in the context of safety follow-up period for which the data is submitted (42 weeks instead of
1-year data). This is based on the amendment to the study protocol (from version 1.0 to versiéO).
Moreover, the applicant presented data available beyond Week 42 for the patients who ent

extended treatment period (i.e. 86 patients from the MYL-14020 group and 84 patient&@ the
Avastin group).

It is stated by the applicant that during the manufacturing of the developmen Q@of MYL-14020,
one formulation buffer component was changed. Instead of sodium dihydrog \b sphate
monohydrate, sodium dihydrogen phosphate dehydrate was erroneously éince the
manufacturing process was based on monohydrate, the buffer quantity w ot adjusted for dihydrate

(i.e. molecular weight of 137.8 was used instead of 156). This inad nt change resulted in small
differences with regard to pH and osmolality. It was outlined by plicant that the product quality
with dihydrate buffer in terms of stability or other key produ tes were not impacted.

The formulation used in the completed as well as in the,o ng clinical studies (including the
supportive study conducted with Bmab-100 in India b }con) contained sodium dihydrogen
phosphate dihydrate. Also, the commercialised pr d@n India contained the dihydrate salt. Since the
product intended to be marketed in the EU is als ed on the dihydrate salt, the data submitted are
considered relevant for the evaluation of saf nd immunogenicity of MYL-14020.

Patient exposure 60

Table 34. Overall exposure oi{ tudy drug
e\

Study wy Population Number of subjects who received
MYL-14020

MYL-14020-1002 v Healthy male volunteers 37

MYL-14020-3001 * nsNSCLC patients 335

BM100-CC-03 -'I-O r\ mCRC patients 68

\\J

Phase I PK

The Sa t consisted of all 111 healthy male subjects who were randomised and who received a
single e of 1 mg/kg bevacizumab. The overall extent of exposure was similar between the three
treatment arms (n= 37 per treatment arm). Of the 111 subjects who received the IMP, all completed
the trial and no subjects discontinued.

Assessment report
EMA/CHMP/680012/2021 Page 83/123



Table 35. Extent of exposure

Total exposure to study treatment
per subject

Treatment administered

Number of subjects
exposed

1 mgkg

1 mg/kg MYL-14020 as an iv infusion
1 mg/kg US-Avastin as an iv infusion
1 mg/kg EU-Avastin as an iv infusion

N=37
N=37
N=37

1v = intravenous: Sowrce: MYL-14020-1002 CSR Listing 16.2.5-2

The Phase I study included only healthy male subjects as agreed upon in previous EMA scientific
advice. The subjects were aged 18 to 55 years. The majority of healthy volunteers were White. The
mean age of study participants was 31 years.

Table 36. Summary of demographic characteristics (SAF set)

&P

- . . e
Parameter Statistic/ MYL-14020 US-Avastin = EU-Avastin Otald
Category (N=37) (N=37) (N=37) @1 1)
Gender  — Male n (%) 37 (100) 37 (100) 37 (100 (100)
Race — Asian n (%) 0(0) 2(5) 2(5 0 44
— Black n (%) 2(5) 4(11) 4 (@ 10 (9)
— Multiple n (%) 1(3) 2(5) 1(3 4(4)
— White n (%) 34 (92) 29 (78) &(81) 93 (84)
Ethnicity — Hispanic or n (%) 3(8) 0(0) @O (0) 3(3)
Latino
— Not Hispanic or n (%) 34 (92) 37 ¢( 37 (100) 108 (97)
Latino
Age (vears)* mean (SD) 30(1D) \@2) 31(13) 31(12)
min - max 18-53 -55 18-55 18 -55
Height (cm)* mean (SD) 182 (6) O 181 (7) 181 (8) 181 (7)
min-max 173 - 167 - 194 159 - 197 159 - 197
Weight (kg)* mean (SD) f \ 80.7 (9.2) 79.7(9.3)  80.0(9.1)
min-max - 992 65.5-99.5 62.4-99.7 61.2-99.7
Body Mass Index (kg.-"mz) mean (SD) .3) 24.7(2.3) 245(29) 24425
min-max -299 204-29.0 192-296 192-299

max = maximum: min = minimum: N (n

deviation: * height, body weight and ¢
Source: CSR BM100 CC 03101 T@.I—E

Q

Phase IIT NSCLC study

The Safety Set compris

O

determined at screening:

er of subjects; SAF set = Safety set SD = standard

D

atients who received bevacizumab (15 mg/kg iv) at least once. Hence, a
total of 664 out ofcth@ randomised patients were included in the Safety Set (MYL-14020 group:
335 patients [29.(%} U-Avastin group: 329 patients [98.5%]).
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Table 37. Exposure of investigational medicinal products: safety set

MYL-14020 Avastin Total
(N=335) (N=329) (N=664)
Duration of Exposure (weeks)
n 335 329 664
Mean (SD) 15.6 (5.70) 15.8 (5.32) 15.7 (5.51)
Median 18.1 18.0 18.0
Min, Max 3.27 ,25 3,27
Actual Number of Doses
n 335 329 664
Mean (SD) 4.9(1.81) 5.0 (1.68) 5.0(1.75)
Median 6.0 6.0 6.0
Min. Max L9 L8 1.9 @
Cumulative Dose (mg/kg)
n 335 329 664 6
Mean (SD) 74.8 (27.48) 75.7 (25.32) 75.2(26.42) K\
Median 89.6 89.2 89 3
Min. Max 15,134 15,123 Q‘Q
Cumulative dose (mg/kg) is defined as sum of actual dose level. \ -
Planned dose level is 15 mg/kg/cycle for investigational medicinal products.
Source Data: CSR MYL-14020-3001 Listing 16.2.5.3 and Table 14.1.6.1 0

The mean duration of exposure to bevacizumab during Period 1 was ?p@;ble between MYL-14020
(15.6 weeks) and EU-Avastin (15.8 weeks), as well as the mean n of doses (MYL-14020 4.9
versus EU-Avastin 5.0) and the mean cumulative doses (MYL-1 4.8 versus EU-Avastin 75.7).
Based on the full Week 42 data set, the mean duration of ex@r 0 bevacizumab was comparable
between MYL-14020 (15.13 weeks) and EU-Avastin (1 ks), as well as the mean number of
doses (8.7 for both treatment arms) and the mean cumulative doses (MYL-14020 131.0 mg/kg versus
EU-Avastin 131.8 mg/kg).

In both study periods, a comparable numbers& es was overall administered across all patients in
both treatment arms, with a slightly lower r of cycles administered in Period 2 for Avastin
(n=1242) than for MYL-14020 (n=12

With regard to chemotherapy, the uration of exposure to carboplatin during Period 1 was
comparable between MYL- 1402 weeks) and EU-Avastin (15.6 weeks), as well as the mean
number of doses (MYL- 1402(@ ersus EU-Avastin 4.9) and the mean cumulative doses (MYL-14020
3171.8 versus EU-Avasti ). The mean duration of exposure to paclitaxel during Period 1 was
comparable between M 20 (15.4 weeks) and EU-Avastin (15.6 weeks), as well as the mean
number of doses ( - 20 4.9 versus EU-Avastin 4.9) and the mean cumulative doses (MYL-14020
1641.7 versus,ELés in 1732.2).

Table @se delays of IMP safety set

MYL-14020 Avastin Total
(N=333) (IN=329) (N=664)

n (%) n (%) n (%)
No Dose Delay 177 (52.8) 182 (55.3) 3590541

MNumber of Patients with Dose Delay:

Any 158 (47.2) 147 (44.7) 305 (4599
4-7 Days Delay 68 (20.3) 70(21.3) 138 (20.8)
=8 Days Delay 90 (26.9) 77(234) 167 (25.2)

IMP = Investigational medicinal product;
Source Data: Listing 16.2.5.1; Table 14.1.6.3

In the Phase III study in NSCLC patients, the mean age of the patients was 59.3 (SD 9.60) years in
the MYL-14020 and 59.2 years (SD 9.73) in the EU-Avastin treatment arm. 70.3% of the patients in
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the MYL-14020 and 70.7% of the patients in the EU-Avastin arm were < 65 years old. Both treatment
groups were thus comparable with regard to the age of the patients included.

Gender, smoking status, and number of metastasis sites were used for stratification.

In both treatment groups, the majority of the patients was White: 67.1% (226 patients) in the MYL-
14020 treatment group and 69.5% (232 patients) in the EU-Avastin group. 111 (32.9%) patients in
the MYL-14020 group and 102 (30.5 %) patients in the EU-Avastin group were Asians. No patients

were Black or African American. In the MYL-14020 arm, 5 (1.5%) patients were Hispanic or Latino,

and 4 (1.2%) in the EU-Avastin arm.

More than 90% of the patients included in the trial were non-EU citizens. Only 8.2% of study
participants were EU citizens. 59.8% were recruited from Non-EU countries, and 32.0% wer;
Asia. The proportion of EU citizens was comparable for both treatment arms.

With regard to medical history, both treatment arms were comparable. The majori &Xlents had at

least 1 medical condition in their history. The most commonly reported medica disorders
(>25% of total) were in the SOC of Respiratory, Thoracic and Mediastinal dis MYL-14020
41.8% and Avastin 42.5%); Vascular disorders (MYL-14020 39.5% and Av 3.5%); and
Gastrointestinal disorders (MYL-14020 28.5% and Avastin 29.9%). @

Baseline disease characteristics were comparable between the two ment arms. However, there
were slightly higher proportion of patients with M1C sub stage i YL-14020 arm, 125 (37.1%)
patients compared to 117 (35.0%) patients in the Avastin ar ver, all the patients were in Stage
IV at the time of randomisation into the study, as per pro@quirement.

Supportive Phase III mCRC study

The Safety Set consisted of 135 patients. Overal CRC patients were exposed to Bmab-100 and

67 patients were exposed to Avastin. \

In both study arms, 63.23% patients co the study and the rest (36.76%) was prematurely
discontinued. 6

The mean cumulative dose (1.93
exposure (104.9 days versus
the mean number as wellit

treatment arms. @
‘\Q

@ ;mab—loo versus 2.09 g for Avastin) and the mean duration of
days) were comparable between the treatment arms. In addition,
edian number of cycles received were comparable for both

Table 39. St exposure

Statistics =y Bmab-100 (N=68) Avastin (N=67)

¥~ \NYU 68 67
y v@Dose ()
MeameSD 1.93£0.79 2.09+0.84
Median 1.98 2.18
Min, Max (0.41.4.057) (0.30.3.66)

Duration of Exposure (Mean=SD) days 104.93£{39.96) 109.49£(34.38)
Median 126.00 126.00
Range in days 21.00, 150.00 21.00, 159.00
Mean Number of cycles (SD) 4.76 4.93
Median Number of cycles 6.00 6.00

Note: Cumulative dose is the total amount of dose used by Patient during the treatment period
Source Data: CSR BM100 CC 03 I 01 Table 21
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Demographic and baseline disease characteristics as well as the medical history were comparable
between the treatment arms.

Adverse events

Phase I PK study

In the Phase I PK study in healthy male subjects, the proportion of subjects who experienced a TEAE,
as well as the number of TEAEs, was lower in the EU-Avastin group (29/37 subjects [78%] and 99
TEAEs) and in the US-Avastin group (28/37 subjects [76%] and 98 TEAEs) than in the MYL-14Q20 arm
(33/37 subjects [89%] and 116 TEAESs). 6

9
Table 40. Overview of treatment-emergent adverse events during the study \
0N

MYL-14020 US-Avastin stin
(N=37) (N=37) 5@3 7)
1 (%) n (%) N 1 (%)
Number of subjects with at least 1 TEAE 33 (89%) 28 (76% \) 20 (78%)
Number of subjects with at least 1 related TEAE 17 (46%) 12 (32@ 19 (51%)
Number of subjects with at least 1 TEAE by severity:
Grade 1 (mild) 33 (89%) %) 29 (78%)
Grade 2 (moderate) 3 (8%) 49%) 4(11%)
Number of subjects withdrawn due to AEs or SAEs: 0 (0%) 0 (0%) 0 (0%)

"t experienced the adverse event;

AE = adverse event: N = the # of subjects exposed to the treatment: n = the # of gl
i ated as (n/N)*100

SAE = serious adverse event: TEAE = treatment-emergent adverse event: %
There were no Grade 3 (severe) or higher grade TEAEs
Source: CSR MYL-14020-1002 Listing 16.2.6-1

All of the TEAEs were Grade 1 (mild) or 2 (mode severity, with a higher number of Grade 1
(mild) TEAEs in the MYL-14020 arm (113 TEAEs) than in the EU-Avastin arm (93 TEAEs) or in the US-
Avastin arm (85 TEAEs). 0

The most frequently reported TEAE w Qache in all treatment arms (MYL-14020 19% [7/37
subjects], US-Avastin 16% [6/37], astin 24% [9/37]).

Table 41. Summary of most on (=5% of subjects) TEAEs by SOC and PT

MYR-14020 US-Avastin EU-Avastin Total
(N=37) (N=37) (N=37) (N=111)
SYSTEM ORGAN CLZ
Preferred Terfy, E n (%) E n (%) E n (%) E n (%)
Total NY 116 33 (89%) 98 28 (76%) 99 29 (78%) 313 90 (81%)
General Disol e@ 30 16 (43%) 14 11 (30%) 18 11 (30%) 62 38 (34%)
Adminisrrali@'

Conditior
: @e Erythema 5 5 (14%) 0 0 (0%) 3 3 (8%) 8 8 (7%)
ampling Arm)

er Site Pain 3 3 (8%) 1 1 (3%) 3 3 (8%) 7 7 (6%)
(BlSod Sampling Arm)

Gastrointestinal Disorders 15 9  (24%) 20 11 (30%) 18 12 (32%) 53 32 (29%)
Diarrhoea 3 3 (8%) 4 4 (11%) 2 2 (5%) 9 9 (8%)
Abdominal Pain 2 2 (5%) 1 1 (3%) 5 5 (14%) 8 8 (7%)
Frequent Bowel 1 1 (3%) 2 2 (5%) 2 2 (5%) 5 5 (5%)
Movements

Nervous System Disorders 15 8 (22%) 17 10 (27%) 20 13 (35%) 52 31 (28%)
Headache 10 7 (19%) 8 6 (16%) 11 9  (24%) 29 22 (20%)
Dizziness 2 2 (5%) 2 1 (3%) 2 2 (5%) 6 5 (5%)
Paraesthesia 0 0 (0%) 6 2 (5%) 4 3 (8%) 10 5 (5%)

Musculoskeletal and 16 11 (30%) 11 10 (27%) 13 9  (24%) 40 30 (27%)

Connective Tissue

Disorders
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MYL-14020 US-Avastin EU-Avastin Total

(N=37) (N=37) (N=37) (N=111)
SYSTEM ORGAN CLASS
Preferred Term E n (%) E n (%) E il (%) E n (%)

Back Pain 2 2 (5%) 5 5 (14%) 2 2 (5%) 9 9 (8%)

Myalgia 1 1 (3%) 4 3 (8%) 4 3 (8%) 9 T  (6%)

Pain In Extremity 5 4 (11%) 0 0 (%) 2 2 (5%) 7 6 (5%)
Infections and Infestations 7 6  (16%) 13 8§ (22%) 4 4 (11%) 24 18 (16%)

Nasopharyngitis 7 6 (l6%) 6 5 (14%) 2 2 (5%) 15 13 (12%)
Respiratory. Thoracic and 3 7 (19%) 5 3 (8%) 4 4 (11%) 17 14 (13%)
Mediastinal Disorders

Epistaxis 5 4 (11%) 2 1 (3%) 0 0 (0%) 7 5 (5%)
Vascular Disorders 8 7 (19%) 1 1 (3%) 7 5 (14%) 16 13 (12%) é

Haematoma 3 3 (8%) 1 I (3%) 4 4 (11%) 8

(Infusion Arm)

Haematoma 5 5 (14%) 0 0 (0%) 2 2 (5%) 7

(Blood Sampling Arm)
E = the # of TEAEs: N = the # of subjects exposed to the treatment: n = the # of subjects that experi

of a specific MedDRA term. Source: Study MYL-14020-1002 Listing 16.2.6-1 \

The most frequently affected SOCs among the treatment groups were G Qestinal disorders and
Nervous System disorders. The incidence of TEAEs categorised by SOC w verall comparable among
the MYL-14020, EU-Avastin and US-Avastin treatment groups.

However, there were differences in the incidence of TEAEs betv\% e treatment arms for catheter
site erythema, pain in extremity, nasopharyngitis and hema@ ood sampling arm). Notably, there
were no PTs with at least a 10% absolute difference b @ EAEs in both the EU- or US-Avastin
groups vs the MYL-14020 group. The differences in i e%ce rates between treatment groups are thus
not considered of clinical relevance. 6

No TEAES of Grade 3 (severe) or higher in saq&md no discontinuations due to TEAEs during the
study occurred in any of the treatment armé.

TEAEs considered to be related to the ere reported in 17 subjects in the MYL-14020 treatment
group, in 19 subjects in the EU-Av6 eatment group and in 12 subjects in the US-Avastin
treatment group. K

Table 42. Overall summar reatment-emergent adverse events by treatment, severity

and relationship

rade 1 (Mild) Severity Grade 2 (Moderate) Severity
ted Not Related Total Related Not Related Total
Treatment r~ %) E n (%) E n (%) E n (%) E n (%) E n (%)
MYL 14020 (N3 3117 (46%) 82 31 (84%) 113 33 (89%) 11 (3%) 2 2 (5%) 33 (8%)
US-Avastin® 78 11 (30%) 57 21 (57%) 85 25 (68%) 11 (3%) 12 8 (22%) 13 9 (24%)
EU-Avastin® ‘33 19 (51%) 60 25 (68%) 93 29 (78%) 32 (5%) 32 (5%) 6 4 (11%)
Total (N=, 92 47 (42%) 199 77 (65%) 291 87 (78%) 5 4 (4%) 17 12 (11%) 22 16 (14%)
Total*
Related Not Related Total
Tre: ent E n (%) E n (%) E n (%)
MYL 14020 (N=37) | 32 17 (46%) 84 31 (84%) | 116 33 (89%)
US-Avastin® (N=37) 29 12 (32%) 69 24 (65%) 98 28 (76%)
EU-Avastin® (N=37) | 36 19 (51%) 63 25 (68%) | 99 29 (78%)
Total (N=111) 97 48 (43%) 216 80 (72%) | 313 90 (81%)

E =the # of TEAEs; N = the # of subjects exposed to the treatment; n = the # of subjects that experienced the TEAEs; % is calculated as (n/N)*100

* There were no Grade 3 (severe) or higher grade TEAEs

Adverse events that were assessed as “possible’, ‘probable’ or “definite’ were considered to be related to the study treatment whereas AEs that were assessed as “unrelated’
or “unlikely” were considered not to be related to the study treatment.

Source: Listing 16.2.6-1

The most common related TEAEs by PT reported by >5% of the subjects were headache (16%; 16% in
the MYL-14020 group, 11% in the US-Avastin group and 22% in the EU-Avastin group), diarrhea (5%;
3% in the MYL-14020 group, 11% in the US-Avastin group and 3% in the EU-Avastin group),
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abdominal pain (5%; 3% in the MYL-14020 group, 3% in the US-Avastin group and 8% in the EU-
Avastin group), and frequent bowel movements (5%; 3% in the MYL-14020 group, 5% in the US-
Avastin group and 5% in the EU-Avastin group), all of them being consistent with the SmPC of Avastin
except for frequent bowel movements, which however belong to the frequently affected SOC
“Gastrointestinal disorders”.

Overall, the proportion of patients experiencing TEAEs is deemed comparable between the three
treatment arms; no clinically meaningful differences were noticed. No new safety concerns came up.
Also the number of subjects with TEAEs as per SOC and PT are largely similar and do not indicate
clinically relevant differences in safety between MYL-14020, EU-Avastin and US-Avastin administered
as a single dose of 1 mg/kg iv to healthy subjects.

Phase IIT NSCLC study @

*
In the Phase III pivotal study in nsNSCLC patients, a total of 605 patients (91.1%) re @3679
TEAEs at any time after the first dose of the IMP during the overall study period. T rall number of
patients experiencing TEAEs in the Phase III study is similar between both trea roups (n= 306
[91.3%] in the MYL-14020 arm and 90.9% [299] in the EU-Avastin arm). Th s&er of TEAEs
reported is, however, higher in the MYL-14020 group (1918 TEAEs), com Qo the EU-Avastin
group (1761 TEAEs). The overall incidence of TEAEs was markedly Iower%eriod 2 than in Period 1

(57.1% vs 91.1%). @
d

For Period 2, the incidence of TEAE was numerically higher in t%’stin arm (n=122 patients [61.3]
vs n=106 [53.0%]). However, the overall number of events@ erically higher in the MYL-1402
arm (328 events) than in the Avastin arm (319 eventsi,I knowledged that overall those
numerical imbalances are considered not of clinical rele)hce, against the background that for the
categories treatment-related TEAE, Grade =3 TEA E, treatment-related SAE, and TEAE leading to
discontinuation, and treatment-related TEAE Iead@o discontinuation the incidences were comparable
between the treatment arms in the monoth period.

O

Table 43. Overall incidence of trg@nt-emergent adverse events: safety population

Category haudf MYL-14020 Avastin Total
(N=335) (N=329) (N=664)
n (%) n (%) n (%)

g

N\
Number of Patients With @\

Any TEAE 306 (91.3) 299 (90.9) 605 (91.1)
Any H\IP-Relate@ 120 (35.8) 115(35.0)  235(35.4)
Any Serioug T@ 52(15.5) 47 (14.3) 99 (14.9)
Any IMP4 ex erious TEAE 17 (5.1) 22(6.7) 39(5.9)
ing to Treatment Discontinuation 30 (9.0) 22(6.7) 52(7.8)

e.ated TEAE Leading to Treatment 13(3.9) 13 (4.0) 26 (3.9)

ation
AE Leading to Death 21(6.3) 13 (4.0) 34 (5.1)
r IMP-Related TEAE Leading to Death 7(2.1) 4(1.2) 11(1.7)

TEAE = Treatment-emergent adverse event. IMP=Investigational medicinal product
Source Data: Study MYL-14020-3001 CSR Listing 16.2.7.1.1; Table 14.3.1.1
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Table 44. TEAEs by severity in Period 2: safety set

Severity of TEAE MYL-14020 Avastin® Total
(N=200) (N=199) (N=399)
n (%) No of events n (%) No of events n (%) No of events
Any TEAE 106 (53.0) 328 122 (61.3) 319 228 (57.1) 647
Grade 1-2 88 (44.0) 309 100 (50.3) 291 188 (47.1) 600
Grade 3-4 16 (8.0) 17 22(11.1) 28 38(9.5) 45
Grade 5 2(1.0) 2 0 0 2(0.5) 2
Any Imp-Related TEAE 44 (22.0) 105 43 (21.6) 84 87 (21.8) 189
Any Senious TEAE 5(2.5) 5 5(2.5) 5 10 (2.5) 10
Any IMP-Related Serious TEAE 2(1.0) 2 2(1.0) 2 4(1.0) 4
Any TEAE Leading to Treatment 4(2.0) 4 4(2.0) 4 8(2.0) 8
Discontinuation
Any Imp-Related TEAE Leading to 2(1.0) 2 3(1.5) 3 5(1.3) 5 6
Treatment Discontinuation @
Any TEAE Leading to Death 2(1.0) 2 0 0 2(0.5) . %
Any Imp-Related TEAE Leading to 1(0.5) 1 0 0 1(0.3) \
Death

Period 2 is defined as from the date of first dose of monotherapy to the end of Week 42. Source Data: Tablel13; Table g bhe
15; Table 16; Table 17; Table 18; Table 19; Table 20; Table 25; Table 26 of Appendix IT MYL-14020-3001 Po% ee!

A higher number of fatal TEAEs occurred in the MYL-14020 group compar: o)the EU-Avastin group.
Please refer to Section “"SAE and deaths” for further assessment.

Table 45. Treatment-emergent adverse events by severity: set
Severity ' MYL-14020 in Total
(N=335) N=329) (N=664)
n (%) \O n (%) n (%)
Total Number of TEAEs 1918 1761 3679
Number of Patients With At Least One TEAE 306 ( 299 (90.9) 605 (91.1)
Grade 1-2 EQ 196 (59.6) 397 (59.8)
Grade 3-4 5.1) 90 (27.4) 174 (26.2)
Grade 5 \Q (6.3) 13 (4.0) 34 (5.1)

Mel rgent AEs for pafients. At each level of patient
summarization, a patient is counted or 1e most severe event if the patient reported one or more events. If
the severity of an AE is missing, theg included for summary at the level of System Organ Class or

Preferred Term. Adverse Events oded using MedDRA, Version 22.0.
Source Data: Listing 16.2.7 .I.Q.?.l.?.: Table 14.3.1.3

The most frequently r @d TEAEs by SOC were Skin and Subcutaneous Tissue Disorders, reported in
326 (49.1%) patie Blood and Lymphatic System Disorders reported in 316 (47.4%) patients,
Nervous Syste isprders reported in 219 (33.0%) patients and Gastrointestinal Disorders reported in
210 (31.6%) nts.

The total number of AEs counts all treatr

The m @uently occurring TEAEs at PT level were alopecia (MYL-14020, 148 [44.2%] vs Avastin,
168 b] patients), followed by anaemia (MYL-14020, 91 [27.2%] vs Avastin, 77 [23.4 %]
patients) and thrombocytopenia (MYL-14020, 91 [27.2%]. vs Avastin, 77 [23.4%] patients), all of
which were expected AEs in patients receiving chemotherapy.

When focussing on the TEAE (by SOC and PT) occurring more frequent in the MYL-14020 arm than in
the Avastin arm, the imbalances between the treatment arms were observed for the SOCs General
disorders and administration site conditions, Gastrointestinal disorders, and Metabolism and Nutrition
Disorders during Period 1. However, there was no clear pattern or clustering by any SOC/PT
detectable.

During Period 2 (i.e. monotherapy with bevacizumab), no distinct differences between the treatment
arms with regard to TEAE incidences sorted by SOCs could be detected.
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Table 46. Treatment-emergent adverse events (3% of the patients by PT) by system organ

class and preferred term: safety set

System Organ Class MYL-14020 Avastin Tatal
Preferred Term (IN=335) (N=329) (N=664)
1 (%) n (%) n (%)
Total Number of TEAFEs 1918 1761 3679
Number of Patients with At Least One TEAE 306 (91.3) 200 (90.9) 605 (91.1)
Skin and Subcutaneous Tissue Disorders 154 (46.0) 172 (52.3) 326 (49.1)
Alopecia 148 (44.2) 168 (31.1) 316 (47.6)
Blood and Lymphatic System Disorders 163 (48.7) 152 (46.2) 315(474)
Anaemia 108 (32.2) 99 (30.1) 207 (31.2)
Thrombocytopenia 01 (27.2) 17(23.4) 168 (25.3)
Neutropenia 60 (17.9) 70(21.3) 130 (19.6) 6
Leukopenia 34(10.1) 36 (10.9) 70 (10.5) @
Nervous System Disorders 113 (33.7) 106 (32.2) 219 (33.0) .
Penpheral Sensory Neuropathy 67 (20.0) 61 (18.5) 128 (19.3) \%
Hypoaesthesia 12(3.6) 18(5.5) 30(4.35) K
Headache 14(4.2) 11(3.3) 25(3.8)
Gastrointestinal Disorders 117 (34.9) 93 (28.3) ‘
Nausea 52(15.5) 48 (14.6) :
Vonuting 51(15.2) 36(10.9) TN3T)
Diarrhoea 43 (12.8) 31(94) % 1.1)
Stomatitis 22(6.6) 6(1.8) 8(4.2)
Constipation 11(3.3) 6(1.8) K 17(2.6)
General Disorders and Adnumstration Site 79 (23.6) @ 148 (22.3)
Conditions
Asthenia 45 (13.4) 70(10.5)
Pyrexia 20(8.7) 48 (7.2)
Fatigue 23(6.9) 45(6.8)
Pamn 13(3.% 23(3.5)
Investigations 68 (20.3) O 63 (19.1) 131 (19.7)
Alamine Anunotransferase Increased 16 (4. 21(6.4) 37(5.0)
Aspartate Aminotransferase Increased % 14 (4.3) 20(4.4)
Weight Decreased _1) 4(1.2) 21(3.2)
Blood Alkaline Phosphatase Increased .6) 7(2.1) 19 (2.9
Respiratory. Thoracic and Mediastinal Diso >(16.4) 64 (19.5) 119(17.9)
Dryspnoea ‘_da 22(6.6) 13 (4.0) 35(3.3)
Cough 3(24) 15 (4.6) 23(3.5)
Epistaxis O 5(1.5) 17(5.2) 22(3.3)
Musculoskeletal and Connective Ti K 46 (13.7) 35(16.7) 101 (15.2)
Disorders Q
Arthralgia 15{4.5) 17(3.2) 32(48)
Pain in Extremity 12 (3.6) 92.7) 21(3.2)
Myalgia Q 5(1.5) 12(3.6) 17 (2.8)
Metabohsm Nu & isorders 56 (16.7) 36 (10.9) 92(13.9)
35(10.4) 27(8.2) 62(9.3)
\fas.l:ular 22(6.6) 17(5.2) 39(5.9)
Hypert 12(3.6) 11(3.3) 23(3.3)
The to f AEs counts all treatment-emergent AEs for patients. At each level of patient summarization, a patient is
counted patient reported one or more events. Adverse Events were coded usimg MedDEA, Version 22.0.

TEAEs related to study treatment were similar between the two treatment groups with regard to the
proportion of patients who experienced these events (MYL-14020 n=120 [35.8%], Avastin n=115
[35.0%] and the number of events reported (377 in the MYL-14020 arm versus 382 in the Avastin

arm).
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Table 47. Related TEAEs (in =3 patients by PT) - safety set

System Organ Class MYL-14020 Avwvasfin Total
Preferred Term (N=333) (N=320) (N=664)
1 (%) n (%) n (%)
Total Number of Related TEAEs n 382 759
Number of Patients with At Least One Related TEAEs 120 (35.8) 115 (35.0) 235(354)
Blood and Lymphatic System Disorders 45(134) 390119 84127
Anaemia 22 (6.6) 22(6.7) 44 (6.6)
Thrombocytopenia 21(6.3) 18(5.5) 39(5.9)
Neutropemia 15(4.5) 16 (4.9) 31(4.7)
Leukopenia 10(3.0) 13 (4.0) 23(3.5)
Febrile Neutropenia 0 30D 3(0.5)
Gastrointestinal Disorders 37(11.0) 28(85) 65 (9.8)
Diarrhoea 20 (6.0) 12 (3.6) '
Vomiting 824 6(1.8)
Nausea 2{0.6) 824
Stomafitis 5(1.5) 2{0.6)
Constipation 309 309
Nervous System Disorders 20087 23(7.0)
Peripheral Sensory Neuropathy 10(3.00 10 (3.0)
Headache 12(3.6) 6(1.8) 18 fl?}
Hypoaesthesia 4(1.2) 3 (0.9 7(1.1)
Paraesthesia 1(0.3) 3o 4(0.6)
Respiratory, Thoracic and Mediastinal Disorders 1339 2 40 (6.0)
Epistaxis 5(1.5) I 20 (3.0
Pulmonary Embolism 4(1.2) 2) 8(1.2)
Dryspnoea 5(1.5) (0.4) T(1.1)
Haemoptysis 0 Q 4(12) 4 (0.6)
General disorders and Adnunistration Site Conditions 1544 21{64) (54
Asthenia B2 6(1.8) 14(2.1)
Fatigue 049 4(1.2) T(1.1)
Pain @0.6) 4(12) 6(0.9)
Pyrexia Q 3(0.9) 3(09) 6(0.9)
Investigations \ 13(3.9) 12 (3.6) 25(3.8)
Alanine Aminotransferase Increased 309 2{0.6) 5(0.8)
Aspartate Aminotransferase Increased 0 2(0.6) 309 5 (0.8)
Neutrophil Count Decreased 0 0 309 3(0.5)
Weight Decreased 6 309 0 3(0.5)
WVascular Disorders 15{4.5) 927 24(3.6)
Hypertension 824 7(2.1) 15(2.3)
Deep Vein Thrombosis 309 1(0.3) 4(0.6)
Skin and Subcutaneous Tissue Di 6(1.8) 15 (4.6) 21(3.2)
Alopecia 5(1.5) 12 (3.6) 17(2.6)
Musculoskeletal and Co issue Disorders 13(39) 7(2.1) 20 (3.0
Muscular T.R’eakness ﬂﬂ% 5(1.5) 2(0.6) T(L.1)
Mj,algm Q 309 1(0.3) 4 (0.6)
309 1(0.3) 4 (0.6)
Arthra]g 309 0 3(0.5)
Metabolism frition Disorders T(2.1) 6(1.8) 13 (2.0)
tite 5(1.5) 5(1.5) 10 (1.5)

9

ent-Emergent Adverse Events; The total number of AFs counts all treatment-emergent AFs for
ated is defined as a relationship of Possible, Probable, or Definite. If the relationship of an AF is

<&

There were minor differences in the related TEAEs by PT: diarrhea occurred in 20 (6.0%) patients in
the MYL-14020 arm compared with 12 (3.6%) patients in Avastin arm, and epistaxis occurred in 5

(1.5%) patients in MYL-14020 arm compared with 15 (4.6%) patients in Avastin arm. Both diarrhea
and epistaxis are commonly reported known ADRs with bevacizumab. The isolated numerical
differences in incidences between the treatment groups are not considered to be of clinical relevance.

A total of 52 (7.8%) patients discontinued treatment due to TEAE; 30 (9.0%) and 22 (6.7%) in the
MYL-14020 and Avastin arms, respectively, during Period 1. The number of patients who reported
treatment-related TEAE leading to treatment discontinuation was comparable in both arms, 13 (3.9%)
in MYL-14020 arm versus 13 (4.0%) in Avastin arm. In Period 2, there were 2 patients in the MYL-
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14020 group (1.0%) and 3 patients in the Avastin group (1.5%) who discontinued treatment due to
treatment-related TEAE.

Of note, for the MYL-14020, there were 2 concerned events which are not considered “listed” for the
known safety profile of bevacizumab, i.e. cardiorespiratory arrest and acute angle closure glaucoma.
Based on the submitted narrative, one patient who experienced cardiorespiratory arrest came from
India and was 57 years old. He received only one dose of study drug (720 mg), paclitaxel (259 mg)
and carboplatin (702 mg). On Day 4, he had severe bone marrow toxicity (leukopenia,
thrombocytopenia) and there were likely multiple contributing factors (e.g. carboplatin dose was too
high considering the patient weight of 49 kg, “late effects” from radiation). According to the
Investigator, thrombocytopenia and leukopenia could have led to a cardiovascular accident lea
terminal cardiorespiratory arrest. Another patient who experienced angle closure glaucoma
from India and was 51 years old. This patient also received only one dose of study drug
paclitaxel (229 mg) and carboplatin (612 mg). On Day 7, she was diagnosed with conj \ itis (grade
2) and on Day 9 she experienced blurring of vision of the left eye, redness and pai th eyes. The
eye examination showed acute angle closure glaucoma with conjunctivitis (gr d CT scan
showed brain lesions, therefore, the patient was discontinued from the study
information, no impact on safety of MYL-14020 and related conclusions o
detected.

y profile can be

The number of patients with AESI by SMQ was comparable betwe Streatment arms (16.1% in the
MYL-14020 vs 20.1% in the EU-Avastin arm) in Period 1. The n er of patients with Grade >3 AESI
and serious AESI was also comparable between the treatme

There were differences between the study arms with re@o the AESIs epistaxis and haemoptysis: a
lower number of patients experienced epistaxis as a SIin the MYL-14020 arm (5 [1.5%])
compared with the Avastin arm (17 [5.2%]), as @haemoptysis (2 [0.6%]) in the MYL-14020 arm
and 6 [1.8%] in the Avastin arm). Most of theesreported AEIs were of Grade 1-2 only.
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Table 48. Adverse events of interest by SMQ and PTs - safety set reported in = 2 patients by
PT

SMQ MYL-14020  Avastin Total
Preferred Term (N=335) (N=329) (N=664)
n (%) n (%) n (%)
Number of Patients With At Least One Event 54 (16.1) 66 (20.1) 120(18.1)
Haemorrhage Terms (excl Laboratory Terms) (SMQ) 13 (3.9) 29 (8.8) 42 (6.3)
Epistaxis 5(1.5) 17 (5.2) 22(3.3)
Haemoptysis 2(0.6) 6(1.8) 8(1.2)
Pulmonary Haemorrhage 3(0.9) 3(0.9) 6(0.9)
Hypertension (SMQ) 15 (4.5) 11 (3.3) 26 (3.9) 6
Hypertension 12 (3.6) 11 (3.3) 23 (3.5
Essential Hypertension 2(0.6) 0 2(0.3)
Hypertensive Crisis 2(0.6) 0 2 (0.3%
Embolic and Thrombotic Events, Venous (SMQ) 8(2.4) 9(2.7) 1742.
Pulmonary Embolism 5(1.5) 5(1.5)
Deep Vein Thrombosis 3(0.9) 3 (0.9) 9)
Proteinuria (SMQ) 5(1.5) . Qi (2.1)
Proteinuria 5(1.5) 14 (2.1)
Hypersensitivity (SMQ) 8(2.4) 13 (2.0)
Dermatitis Allergic 5(1.5) 6(0.9)
Drug Hypersensitivity 2(0.6) 2(0.3)
Osteonecrosis (SMQ) 3(0.9 K 5(1.5) 8(1.2)
Bone Pain 3( Q 4(1.2) 7(1.1)
Embolic and Thrombotic Events, Vessel Type Unspecified and Mixed 4 1(0.3) 5(0.8)
Arterial and Venous (SMQ)
Cerebrovascular Accident 2 1(0.3) 3(0.5)
Cardiac Failure (SMQ) O 2 (0. 6) 2(0.6) 4(0.6)
Oedema Peripheral \ 2(0.6) 1(0.3) 3(0.5)
Gastrointestinal Perforation (SMQ) 2(0.6) 2(0.6) 4(0.6)
Peritonitis N 0 2(0.6) 2(0.3)

At each level of patient sumummarization. a patient is ¢ unteNnBe if the patient reported one or more events.
Adverse Events were coded using MedDRA. Version/32.0.
Source Data: Study MYL-14020-3001 CSR Listin .7.1.1,16.2.7.1.2; Table 14.3.1.9

All Grade =3 AElIs, including the AESl@moptysis, were comparable between the treatment arms.
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Table 49. Grade =3 adverse events of interest by SMQ and PTs for safety set

SMQ MYL-14020 Avastin Total
_Preferred Term (N=335) (N=329) (N=664)
n (%) n (%) n (%)
Number of Patients With At Least One Event 23(6.9) 23(7.0) 46 (6.9)
Embolic and Thrombotic Events, Venous (SMQ) 4(1.2) 7(2.1) 11(1.7)
Pulmonary Embolism 4(1.2) 5(1.5) 9(1.4)
Deep Vein Thrombosis 1(0.3) 1{0.3) 2(0.3)
Pulmoenary Thrombosis 0 1(0.3) 1(0.2)
Haemorthage Terms (excl Laboratory Terms) (SMQ) 5(1.5) 6(1.8) 11(1.7)
Pulmonary Haemorrhage 3(0.9) 3(0.9) 61(0.9)
Haemoptysis 1(0.3) 1{0.3) 2(0.3)
Cystitis Haemorrhagic 0 1{0.3) 1(0.2)
Gastric Ulcer Haemorrhage 1(0.3) 0 1(0.2)
Peptic Ulcer Haemorrhage 0 1(0.3) 1(0.2)
Hypertension (SMQ) 8(24) 2{0.6) 10(1.5) «
Hypertension 5(1.5) 2(0.6)
Hypertensive Crisis 2(0.6) 0
Essential Hypertension 1(0.3) 0
Gastrointestinal Perforation (SMQ) 2(0.6) 2{0.6)
Pentonitis 0 2{0.6)
Gastric Perforation 1(0.3) 0
Tleal Perforation 0 1{0.3) 1(0.2)
Large Intestine Perforation 0 1(0.3) 1(0.2)
Peptic Ulcer Perforation 0 1(0 K 1(0.2)
Rectal Abscess 1(0.3) 1(0.2)
Embolic and Thrombotic Events, Vessel Type 2(0.6) % 3(0.5)
Unspecified and Mixed Arterial and Venous (SMQ)
Cerebrovascular Accident 2(0.6) Q 3) 3(0.5)
Cardiac Failure (SMQ) 1 (0.3\0 1(0.3) 2(0.3)
Cardiac Failure Acute 0 1{0.3) 1(0.2)
Pulmonary Oedema 1 0 1(0.2)
Hypersensitivity (SMQ) 1(0.3) 2(0.3)
Anaphylactic Reaction 1(0.3) 1(0.2)
Hypersensitivity \ 1%0.3) 0 1(0.2)
Osteonecrosis (SMQ) 0 1(0.3) 1{0.3) 2(0.3)
Bone Pain 1(0.3) 1(0.3) 2(0.3)
Interstitial Lung Disease (SMQ) 0 1(0.3) 1(0.2)
Acute Respiratory Distress Syndrome 0 1(0.3) 1(0.2)
Proteinuria (SMQ) 0 1(0.3) 1(0.2)
Proteinuria R 0 1(0.3) 1(0.2)

Adverse Events were coded

dDEA . Version 22.0.

At each level of patient summan'@.‘d patient 15 counted once 1f the patient reported one or more events.
ing

Source Data: Study MYL—%BODI CSR Listing 16.2.7.1.1, 16.2.7.1.2; Table 14.3.1.11

<
Also the number ients with serious AESIs by SMQ was comparable between the study arms; 17
arm and 19 (5.8%) in Avastin arm All serious AESIs, including haemoptysis,

(5.1%) in MY. !\
were compa etween the treatment arms.

In Peri e incidence of AESI was lower compared to Period 1 (overall n=37 vs n=120 subjects
with st one event). Importantly, the AESI incidence was comparable between the treatment arms
in the monotherapy period (n=21 [10.5%] in MYL-14020 vs n=16 [8.0%] in Avastin arm), also with
regard to Grade =3 AESI (n=4 [2.0%] in the MYL-14020 vs n=5 [2.5%] in Avastin arm).

According to the Avastin SmPC, the incidence of hypersensitivity reactions and infusion reactions is
reported to be common in clinical trials where Avastin was given in combination with chemotherapy
(up to 5% incidence in bevacizmab-treated patients). The applicant clarified that infusion-related
reactions were captured under the MedDRA SMQ of Hypersensitivity, which had been defined as AESI
for study MYL-14020 3001. Overall, up to Week 42, the incidence of Hypersensitivity AESI was low and
comparable between treatment arms (reported in overall n=15 [2.3%] of patients, n=9 in MYL-14020

and n=6 in Avastin arm).
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Most of the Hypersensitivity AESI occurred during Period 1 (in n=13 patients [2.0%]). Here, 8 events
were reported for the MYL-14020 arm and 5 events for the Avastin arm. Most events (n=6) were
captured under the PT Dermatitis allergic. Only 1 PT of Hypersensitivity was reported in the MYL-
14020 arm, and 1 PT of Anaphylactic reaction was reported in the Avastin arm; both were Grade =3.
During Period 2, Hypersensitivity AESI occurred only in 2 patients (1 PT of Dermatitis allergic in the
MYL-14020 arm and 1 PT of Swelling face in the Avastin arm).

Supportive Phase III mCRC study

In the supportive Phase III study in mCRC patients, the overall incidence of TEAEs was slightly higher
in the Avastin arm as compared to Bmab-100 arm. 54 (79.41%) patients in the Bmab-100 ar nd 60
(89.55%) patients in the Avastin arm reported at least one TEAE. Most of the TEAEs were Gra%o

Table 50. Summary of patients with TEAEs by treatment group ‘\6

Bmab-100 Avastin é

r
Grade 2 in severity.

Description (N=68) (N=67
n (%) n (%)‘

Number of patients with at least one TEAE 54 (79.41%) 60 (3R35%)
Number of patients with at least one TEAE related to 6 (8.82%) 12, %0)
Bmab-100/Avastin
No of patients with at least one Severe/Grade 3 or above TEAE 18 (26.47%) ﬁS (26.87%)
Number of patients with at least one Severe/Grade 3 or above
TEAE related to Bmab- 100/Avastin 3 (4.419‘Q 2(2.99%)
Number of patients with at least one Treatment Emergent SAE 16 (23053% 15 (22.39%)
Number of patients with at least one Treatment Emergent SAE @ 0) 3 (4.48%)
related to Bmab-100/Avastin
Number of patients with dose temporarily stopped at least once 11716.18%) 11 (16.42%)
because of a TEAE O
Number of patients with TEAE related to the study drug Q 0 (0.00%) 1 (1.49%)
leading to temporarily stopping of the study drug x
Number of patients with dose permanently stopped bec@ a 7 (10.29%) 2(2.99%)
TEAE
Number of patients with TEAE related to the SIl@E 1(1.47%) 2 (2.99%)

leading to permanently stopping the study d@
Number of patients with Fatal TEAEs g 5(7.35%) 8 (11.94%)
\(

Number of patients with Fatal AEs 1 study diug 1(1.47%) 1(1.49%)
Note 1: TEAE are defined as any 4 \; yhichSgarted or deteriorated at or after first dose of study treatment

Note 2: n=nwmnber of subjects wi
Note 3: System Organ Class and
Reference: BM100-CC-03-

N\
é\O

iew of treatment emergent adverse events by severity

ed Term coded as per MedDRA version 17.1
able number 14.3.1.1 (b)

Table 51.

Sevi y Bmab-100 (N=68) [n (%0)] e Avastin (N=67) [n (%)] e
Grade - Mild 35 (51.47%) 107 50 (74.63%) 131
Grade 2 - Moderate 31 (45.59%) 62 30 (44.78%) 70
Grade 3 - Severe 13 (19.12%) 19 14 (20.90%) 26
Grade 4 - Life threatening 1(1.47%) 1 1(1.49%) 1
Grade 5 — Death 57(7.35%) 6 7 (10.45%) 7°

Most of the TEAEs were considered not related to study drug and instead related to chemotherapy
(XELOX) or underlying disease or progression. Six (8.82%) patients in the Bmab-100 arm and 12
(17.91%) patients in the Avastin arm had at least 1 TEAE related to Bmab-100/Avastin.
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Overall, the most commonly reported TEAE in the study was diarrhea, reported in 11 (16.17%)
patients (17 events, including one bacterial diarrhea) in the Bmab-100 arm and 22 (32.84%) patients
(35 events) in the Avastin arm. The other frequently reported TEAEs (> 10% incidence) were palmar-
plantar erythrodysesthesia syndrome, vomiting and asthenia.

In the CSR for study Bm100-CC-03-1-01, it is stated that diarrhoea was reported in 11 patients
(16.17%) in the Bmab-100 arm (16 events). However, it is depicted that 10 patients (14.71%)
experienced 16 events of diarrhoea. The applicant has clarified that, overall, there were 17 events of
diarrhoea occurring in study BM100-CC-03-1I-01. However, one event of bacterial diarrhea was not
included, since this table presented TEAE’s occurring in >5% by treatment group. Therefore, the event
of bacterial diarrhoea, captured under the SOC ‘Infection and infestation’ instead of ‘Gastrointegtinal
disorders’, fell under the cut-off of 5% and thus was not included.

The most frequently reported drug-related TEAE in the study was anemia reported by 4@%)
patients in the Bmab-100 arm and 3 (4.48%) patients Avastin arm.

Altogether, across both treatment groups, the incidences, types and severitie &are considered
comparable and thus supportive for the MYL-14020 MAA. &\,

Serious adverse events and deaths @

Phase I PK study Q@

There were no serious AEs or deaths reported in the study,

Phase IIT NSCLC study \

From the data provided, it seems that across bot ent groups, the incidences and types the
SAEs were generally comparable, with no clil-g'{I eaningful differences noticed between both

treatment groups.

proportion of patients experiencing S as comparable between both treatment groups. Hence, in
the MYL-14020 treatment arm, @s were reported in 52/335 (15.5%) subjects and in the EU-
Avastin arm, 67 SAEs were r in 47/329 (14.3%) subjects. However, SAE with fatal outcome
were more frequent in th&MYL®4020 arm (n=22) compared to the Avastin arm (n=13).

Overall, 142 SAEs were reported, all 2@‘1 were treatment-emergent (i.e. serious TEAEs). The

the Avastin arm. T?Xt ority of those SAE resolved without any action taken. However, 10 SAE
required stud r@ erruption (8 in the MYL-14020 arm vs 2 in the Avastin arm), 14 SAE resulted
study drug di inuation (7 in each arm). 8 SAE recovered with sequelae (3 in the MYL-14020 arm
vs 5in th in arm). 17 SAE were reported as not recovered or resolved at the end of Week 42
(10 j L-14020 arm and 7 in the Avastin arm) - 14 patients died (due to another SAE or
disea ogression; 10 vs 4), 3 SAE in the Avastin arm were reported as ongoing at last follow up
(events of Grade 3 pulmonary thrombosis, Grade 4 pulmonary embolism, and Grade 3 anaemia).

Most of the SAE (82 % 42 events) recovered or resolved - 40 in the MYL-14020 arm and 42 in
a

In addition, there were another 17 SAE (9 in the MYL-14020 arm versus 8 in the Avastin arm) in 13
patients (5 vs 8) that occurred during Period 1 after the DCO for the Week 18 CSR. 5 of those SAE in
overall 3 patients (2 in MYL-14020 arm and 1 in Avastin arm) had fatal outcome. 6 SAE resolved
without any action taken. 3 SAE required study drug interruption. 1 SAE recovered with sequelae, and
2 SAE were reported as not recovered (1 leading to treatment discontinuation, 1 in which death was
reported).
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For Period 2, a total of 10 SAE was reported, 5 in each study arm. 2 SAE in the MYL-14020 arm (one
of cardiac arrest and one of pulmonary haemorrhage, both assessed as treatment-related) had fatal
outcome. The majority of 7 events recovered during Period 2. 2 SAE, one in each treatment arm,
required study drug interruption. 3 SAEs (1 in MYL-14020 arm, 2 in Avastin arm) resulted in
permanent discontinuation of treatment. 1 event was reported as not recovered in the Week 42 CSR.
However, this event recovered after the DCO for the CSR.

Overall, a distinctly higher incidence of SAE was observed during Period 1 (i.e. bevacizumab in
combination with ChT) than during the monotherapy period with bevacizumab treatment alone (142 [+
17] vs. 10 events). Here, the applicant discusses underlying comorbidities as well as ChT-induced
toxicity during the combination therapy period as possible explanations. This is acknowledged.

Importantly, during the monotherapy period, SAE incidence was low and similar for MYL—14®and for
*

Avastin. \

isorders
phatic System
2.7%,

The most frequently affected SOCs for SAEs were Respiratory, Thoracic and Medias
(5.7% in the MYL-14020 and 4.6% in the EU-Avastin arm), followed by Blood
Disorders (5.1% and 4.0%, respectively, and Infections and Infestations (3.
respectively). The most frequently occurring SAEs at the PT level were F eutropenia (1.8% and
1.5%, respectively), Thrombocytopenia (1.5% in both treatment arms ,%Pulmonary Embolism

(1.2% in both treatment arms). This is generally in line with the k safety profile of bevacizumab.
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Table 52. Serious treatment-emergent adverse events (=2 patients per PT) by SOC and PT -
safety set

System Organ Class MYL-14020 Avastin Total
Preferred Term (N=335) (N=329) (N=664)
n (%) n (%) n (%)
Total Number of Serious TEAEs 75 67 142
Number of Patients with At Least One Serious TEAEs 52(15.5) 47 (14.3) 99 (4.9)
Respiratory, Thoracic and Mediastinal Disorders 19(5.7) 15 (4.6) 34(5.1)
Pulmonary Embolism 4(1.2) 4(1.2) 8(1.2)
Pulmonary Haemorrhage 3(09) 3(0.9) 61(0.9) 6
Dyspnoea 4(1.2) 1(0.3) 5(0.8) @
Haemoptysis 1(0.3) 2 (0.6) 3(05), 6
Pneumothorax 2(0.6) 1(03) 3(0. S)K\
Pleural Effusion 2(0.6) 0
Blood and Lymphatic System Disorders 17(5.1) 13 (4.0)
Febrile Neutropema 6(1.8) 5(1.5)
Thrombocytopenia 5(1.5) 5(1.5) 0 0(1 5)
Anaemia 5(1.5) 1(0.3) @ 6(0.9)
Neutropenia 4(1.2) 2 (0_5) 6(0.9)
Leukopenia 2(0.6) 1 (0 3(0.5)
Infections and Infestations 13(39) 22(3.3)
Gastroenteritis 3(0.9) 3(0.5)
Sepsis 2 (0 6) 0.3) 3(0.5)
Peritonitis \O 2(0.6) 2(0.3)
Pneumonia 2 (0. 6) 2(0.3)
Gastrointestinal Disorders 4(1 8(2.4) 12 (1.8)
Diarrhoea 1 ) 3(0.9) 4(0.6)
Vomiting 2 (0.6) 0 2(0.3)
General Disorders and Administration Site Conditions 1(0.3) 6(1.8) 7(1.1)
Pyrexia 1(0.3) 3(0.9) 4(0.6)
Vascular Disorders 3(0.9) 2(0.6) 5(0.8)
Hypertensive Crisis 2(0.6) 0 2(0.3)
Nervous System Disorders 2(0.6) 1(0.3) 3(0.5)
Cerebrovascular Accident \ 2(0.6) 1(0.3) 3(0.5)

The total number of SAEs cou

patient 1s counted once if
Events were coded usm
14315

eatment -emergent SAEs for patients. At each level of patient summarization, a
reported one or more events. TEAE = Treatment emergent adverse event. Adverse
, Version 22.0; Source Data: Study MYL-14020-3001 CSR Listing 16.2.7.2; Table

With regard \tment related SAEs, there was a higher number of patients in the Avastin arm

(n=22)¢th the MYL-14020 arm (n=17) during Period 1 reporting a higher number of treatment-
rela s (30 vs 21 events). The most frequently reported treatment-related SAEs by PT were
pulmonary embolism (n=4 in each treatment arm), thrombocytopenia (n=3 in the Avastin arm, n=1
for MYL-14020), and febrile neutropenia (n=3 in the Avastin arm).

In Period 2, the number of patients experiencing treatment-related SAE was similar between the
treatment groups (n=2 patients per treatment arm). Furthermore, the incidence of related SAE was
overall low and similar (n=2 events per group). Here, the following events (by PT) were reported:
coronary artery disease, myocardial infarction, pulmonary haemorrhage, and hypertension.

Overall, there were 183 deaths reported during the study, with 101 deaths in the MYL-14020 arm and
82 deaths in the Avastin arm.
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Importantly, the imbalance with regard to the number of deaths remained rather stable between the
treatment arms throughout the study. The numerical difference in deaths between the treatment arms
increased slightly from n=16 (Week 18 CSR, with 50 versus 34 deaths for the MYL-14020 arm vs
Avastin) to n=19 (Week 42 CSR, with 101 versus 82 deaths for MYL-14020 vs Avastin).

Table 53. Overview of deaths including Period 1, Period 2 and survival follow up through
week 42-safety set

Study Phase Periad 1 ]’eric’vd 2 Treatment St:r\'ival F:].Iow up . Overall Deaths
(Induction) (Maintenance) Period
Treatment MYL- | Avastin Tatal MYL- | Avastin | Total Total MYL- Avastin Total MYL- Avastin Tatal
Arm 14020 N=329 N=664 | 14020 | N=199 | N=399 N=664 14020 N=329 N=664 14020 N=329 N=664
N=335 n (%) n(%) | N=200 | n(%) n (%) n (%) N=335 n (%) n (%) N=335 n (%) (%)
n (%) n (%) n (%) n (%)
Any cause of | 38 (11.3) | 25(7.6) | 63(9.5) | 6(3.0) | 3(1L.5) | 9(2.6) | 72(10.8) | 57(17.0) | 54 (16.4) | 111 (16.7) | 101 (30.1) | 82 (24.9) 1@6}
Death f)
Disease 103.0) | 10(3.0) | 20(3.0) | 420) | 2(1.0) | 6(L.9) 26 (3.9) 43(12.8) | 44 (13.4) | 87(13.1) | 57(17.0) [ 56 grF. 3(17.0)
progression .\
TEAE 20(6.0) | 12(3.6) | 32(48) | 2(L.0) 0 2(0.5) 34(5.1) 309 2(0.6) 3(0.8) 25 (7.5) {14\.3) 39(59)
Other* 1(03) 0 1(0.1) 0 0 0 1(02) 2(0.6) 1(03) 3(0.5) 3 (om 903 4(0.6)
Unknown 7(2.1) 3(0.9) 10 (1.5) 0 1(0.5) | 1(0.3) 11 (1.7 927 7(2.1) 16 (2.4) [ B 11 (3.3) 27 (4.1)
IMP Related | 7 (2.1) 35(1.5) | 12(1.8) 1(0.5) 0 1(0.3) 13 (2.0) 0 0 0 (2.3 5(1.5) 13 (2.0)
TEAEs

Non cancer 27(8.1) | 15(4.6) | 42(6.3) | 2(L0) | 1(0.5) | 3(0.8) | 45(6.8) 12(3.6) | 9.7 21 (& 1(12.2) | 25(7.6) | 66(9.9)
deaths

(TEAE and
unknown) s
Source data: listing 16.2.7.4b \

$ Including TEAE Sepsis (Related to IMP) with fatal outcome in 1 patient (Avastin arm@ period 1 after data cut for week 18
CSR

* Other - In period 1, 1 patient in MYL-14020 died due to suspected clinical prog . During survival follow up in MYL-14020

arm. 1 patient died due to suspected disease progression and 1 patient due t patients in Avastin arm died at home with

dyspnoea as the only symptom reported at the time of death O

The majority of the deaths was due to disease p gion. Here, no imbalance was observed between
the treatment arms (n=57 in the MYL-14020%rm ¥s n=56 in the Avastin arm)

The number of non-cancer related deaths:()due to TEAE and unknown) was, however, higher in the
MYL-14020 arm (n=41) than in the i arm (n=25).

25 patients in the MYL-14020 ar @mared to 14 patients in the Avastin arm experienced TEAE
leading to death. However, m these TEAE leading to death were not classified as treatment-
related - only 8 deaths insthe -14020 arm and 5 deaths in the Avastin arm were associated with a
treatment-related TEAE‘&X of them (n=11) occurred during Period 1. These drug related TEAEs
which occurred in th 4020 group were the following: pulmonary embolism (in 2 patients),
pulmonary haem &(in 2 patients), cardiorespiratory arrest, acute coronary syndrome, gastric
perforation a grovascular accident. With the exception of cardiorespiratory arrest and acute
coronary s ne, the reported events are listed in the product information for Avastin. In case of
the ev écute coronary syndrome, the Investigator assessed this event as possibly related to

stu » paclitaxel and carboplatin. The patient received the only dose of study drug (690 mg),
paclitaXel (254 mg) and carboplatin (480 mg) and died by Day 30. The immediate cause of death was
assessed as lung cancer with metastases, acute coronary syndrome with severe left ventricular
dysfunction as antecedent cause and hypertension as other significant condition contributing to the
fatal outcome. The patient who experienced cardiorespiratory arrest received only one dose of study
drug (720 mg), paclitaxel (259 mg) and carboplatin (702 mg). On Day 4, he had severe bone marrow
toxicity (leukopenia, thrombocytopenia) and there were likely multiple contributing factors (e.g.
carboplatin dose was too high considering the patient weight of 49 kg, “late effects” from radiation).
According to the Investigator, thrombocytopenia and leukopenia could have led to a cardiovascular
accident leading to terminal cardiorespiratory arrest.
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During Period 2 (i.e. monotherapy with bevacizumab), only 1 treatment-related TEAE of pulmonary
haemorrhage leading to death was reported in the MYL-14020 arm.

Since a significantly higher number of IMP-related TEAEs leading to death occurred during the
combination therapy, it is acknowledged that this might be attributed to chemotherapy-induced toxicity
rather than bevacizumab-induced toxicity alone.

This is supported by the fact that most of the reported Grade 5 TEAEs are known to occur in the
setting of advanced NSCLC as well as with the combination of ChT and bevacizumab (e.g. pulmonary
embolism, pulmonary hemorrhage, cardiorespiratory arrest, acute coronary syndrome, febrile
neutropenia, gastric perforation, sepsis, cerebrovascular accident).

Furthermore, following a review on a case by case basis, no trend or significant safety-relat ern
with regard to the study drug could be identified. . 6
g\
Table 54. Treatment related TEAEs leading to death by SOC and PT in - safety set
L' \
System Organ Class 1“‘L—14020®\4‘vasﬂn‘ Total
Preferred Term []12335{ (m=329) (m=0064)
n (% n (%) u (%)
=
Total Number of TEAEs Leading to Death w 4 11
Number of Patients pith at Least one TEAE Leading to Death %’} 4(1.2) 11 (1.7)
Respiratory, Thoracic and Mediastinal Disorders QD .9) 2 {0.6) 5(0.8)
Pulmonary Embolism O 2(0.6) 0 2(0.3)
Pulmonary Haemorrhage \ 1(0.3) 1(0.3) 2(0.3)
Acute Respiratory Distress Syndrome O 0 1(0.3) 1(0.2)
Cardiac Disorders Q 2 (0.6) 0 2(0.3)
Acute Coronary Syndrome \ 1(0.3) 0 1(0.2)
Cardio-Respiratory Arrest 0 1(0.3) 0 1(0.2)
Blood and Lyvmphatic Syvstem Disorders 0 0 1(0.3) 1(0.2)
Febrile Neutropema 6 0 1(0.3) 1(0.2)
Gastrointestinal Disorders O 1(0.3) 0 1(0.2)
Gastric Perforation K 1(0.3) 0 1(0.2)
Infections and Infestations Q 0 1(0.3) 100.2)
Sepsis \ 0 1(0.3) 1(0.2)
Nervous System Disord 1(0.3) 0 1(0.2)
Cerebrox'ascular.g} 1 1(0.3) 0 1(0.2)
The total number of A s all treatment-emergent AEs for patients. At each level of patient summarisation, a patient is counted

once if the patient®report@d one or more events. Related is defined as a relationship of possible. Probable, or definite. If the
relationship of an A X ssing, the AE is reported as “related”.

Adverse events ej¢oded using MedDRA, version 22.0.

Period 1 is d dwa$ from the date of first dose of induction therapy up to data cut off for week 18 CSR.

1 patient @n arm reported an TEAE sepsis (Related to IMP) with fatal outcome during period 1 after data cut for week 18 CSR
and isgpot ed in above table

Sourc : Week 18 CSR MYL-14020-3001 Listing 16.2.7.1.1, 16.2.7.1.2, Table 14.3.1.14
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Table 55. Treatment related TEAE leading to death by SOC and PT in Period 2 - safety set

System Organ Class MYL-14020  Avastin® Total
Preferred Term (N=200) (N=199) (N=399)
N (%) N (%) N (%)
Total number of TEAEs leading to Death 1 0 1
Number of patients with at least OneTEAE leading To Death 1(0.5) 0 1(0.3)
Respiratory, Thoracic and MediastinalDisorders 1 (0.5) 0 1(0.3)
Pulmonary Haemorthage 1(0.5) 0 1(0.3)

Period 2 1s defined as from the date of first dose of monotherapy to the end of Week 42

Source Data: Week 42 CSR MYL-14020-3001 Listing 16.2.7.1.1b, 16.2.7.1.2b, Appendix IT MYL-14020-3001 Post week 42
CSR, Table 26

S
Table 56. Occurrence of deaths by study day @
. . . —

Deaths by Study Day MYL-14020 Avastin Total

Day <30 13 3 16 < v

Day 31-60 17 15 O

Day 61-90 6 5 \

Day >90 14 11 0 5
Total Deaths 50 34 84
Source: Listing 16.2.7.4 K L

\9
oo N

: Q:

5 06 X

o | NAE

= — - DeathiWithdrawal without prior AE

E q wastin - AE

%’ \ Avastin - Deathiithdrawal without prior AE

£ 044 u

) O

0.0 _I T _-_I¢ _'_I T T T T T T T T T T T
a 21 0\}1 g4 108 126 147 168 183 20 231 252 273 294
*
E \ Time in days
Figure rst TEAE - Aalen-Johansen estimator of the cumulative incidence function

The incidence of AESI leading to death was similar in both the arms, 11 (3.3%) patients in the MYL-
14020 arm and 8 (2.4%) patients in Avastin arm.
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Table 57. AEIs leading to death by SMQ (SOC and PT) (includes Period 1 and Period 2
through week 42)

Standard Medical Query (SMQ) MYL-14020 Avastin Total
Preferred Term (N=335) (N=329) (N=664)
n (%) n (%) n (%)
Number of Patients With At Least One Event 11(3.3) 8(2.4) 19 (2.9)
Haemorrhage Terms (Excl Laboratory Terms) (SMQ) 4(1.2) 5(1.5) 9(1.4)
Pulmonary Haemorrhage 4(1.2) 3(0.9) 7(1.1)
Haemoptysis 0 1(0.3) 1(0.2)
Peptic Ulcer Haemorrhage 0 1(0.3) 1(0.2)
Cardiac Failure (SMQ) 2 (0.6) 1(0.3) 3(0.5)
Cardiac Failure Acute 0 1(0.3) 1(0.2) 6
Cor Pulmonale Acute 1(0.3) 0 1(0.2)
Pulmonary Oedema 1(0.3) 0 1(0, @
Embolic and Thrombotic Events. Venous (SMQ) 2(0.6) 0 b4 é
Pulmonary Embolism 2 (0.6) 0 @
Embolic and Thrombotic Events. Vessel Type 2 (0.6) 0 0 .3)
Unspecified and Mixed Arterial and Venous (SMQ)
Cerebrovascular Accident 2(0.6) 0 ® 2(0.3)
Gastrointestinal Perforation (SMQ) 1(0.3) 1(0.3) 2(0.3)
Gastric Perforation 1(0.3) 0 Q 1(0.2)
Peritonitis 0 3 1(0.2)
Interstitial Lung Disease (SMQ) 0 0.3) 1(0.2)
Acute Respiratory Distress Syndrome 0 0.3) 1(0.2)
At each level of patient summarization. a patient is counted once if the patient repo e Or more events.

Adverse Events were coded using MedDRA., Version 22.0. Source Data: Listin

Supportive Phase III mCRC study \O

In the supportive Phase III study in mCRC patient, AEs were reported in 31 patients, of which 5
were related to the study drug. 16 (23.53%) pat in the Bmab-100 arm reported 18 treatment-
emergent SAEs, and 15 (22.39%) patients i Avastin arm reported 24 treatment-emergent SAEs.
The SAEs constituted events expected fro known safety profile of Avastin. Most were assessed to
be related to other confounding factorsli ELOX chemotherapy and underlying disease.

Thirteen deaths were reported (B @ 00 arm: 5 and Avastin arm: 8). Of these, 2 deaths were
attributed to TEAEs related to ly drug (1 event in each arm).

AN
>
Q\Q

QS
N\
O
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Table 58. Listing of patients with fatal TEAEs, by treatment group (safety population)

Treatment Age/Gender TEAE Preferred Relationship to Alternative
Term Bmab- Etiology
100/Avastin
Part 1
Bmab-100 65/Male Metastases to Unrelated Disease progression
Meninges
Part 2
Bmab-100 37/Male Death Unrelated Disease progression
Bmab-100 37/Female Intestinal Unlikely Disease p on
obstruction, sepsis,  Unlikely
respiratory failure Unlikely . 6
Avastin 64/Female Cardiac arrest Unlikely dary to mCRC
Bmab-100 63/Male Sepsis Unrelated \ psis with MOF
Bmab-100 27/Male Sudden cardiac Possible 0 Sudden cardiac
arrest death secondary to
underlying disease
Avastin 52/Male Death Poss%& Thromboembolism
and disease
progression
Avastin 50/Female Disease progressi Qrelated Bone metastasis
causing severe
marrow suppression
Avastin 75/Male Diarrho O Unrelated, Capecitabin included
Metabolig acidosis Unrelated diarrhoea leading to
metabolic acidosis
and cardiorespiratory
arrest
Avastin 51/Female 6Abdominal pain Unrelated Unknown
Avastin 55/Male Diarrhoea Unrelated Capecitabine
Bmab-100 61/F§Q Death Unrelated Unknown
e Death Unrelated Unknown

Avastin 31@
Avastin ’\Q’Iale Diarrhoea Unrelated Acute respiratory

. failure and acute

E \ renal failure

Laboratory findings

there was no evidence of clinically relevant differences in any laboratory parameter between the three
treatment groups over time in the Phase I study, between the two treatment arms in the Phase III
nsNSCLC study, and between the three treatment arms in the supportive Phase III mCRC study.

For study MYL-14020-3001, no clinically significant differences between treatment groups were
observed in hematology, serum chemistry, urinalysis results, vital signs, physical examination findings,
or ECOG status from baseline through Week 18.
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With regard to liver function parameters, there were elevations in post-baseline values detected for
ALT and for total bilirubin in a higher humber of patients in the MYL-14020 arm than in the Avastin
arm.

Overall, 2 patients in the MYL-14020 arm as well as 1 patient in the Avastin arm had concurrent
elevation of ALT 23 and bilirubin 22ULN. The 2 patients in the MYL-14020 arm had Stage IV NSCLC
with liver metastasis at baseline, whereas the patient in the Avastin arm had Stage IV NSCLC without
liver metastasis at baseline. All patients were discontinued from treatment due to PD. Since the study
population comprised patients with other comorbidities for which they were receiving concomitant
medications, it is acknowledged that it is rather difficult to attribute liver enzyme elevations or clinically
apparent liver injury to any of the IMPs.

When comparing the number of patients by treatment arm who showed CTCAE grade shift |®T from
baseline to worst post-baseline during the study, an imbalance between the treatment‘

observed: 15 patients in the MYL-14020 arm versus 7 patients in the Avastin arm s ’% a post-
baseline shift to Grade 2 ALT. With regard to post-BL shifts to Grade 3 ALT, ther o distinct
difference between the treatment arms. Furthermore, no patients had post B ifts’ to Grade 4 ALT in
either treatment arm.

With regard to bilirubin post-baseline shifts, there were no distinct im alz@s observed between the
treatment arms, except for post-BL shift to Grade 3 bilirubin from ine, which occurred in 3

patients in the MYL-14020 arm and in 1 patient in the Avastin a %"
With regard to the overall study population at baseline, a hi ber of patients in the MYL-14020
arm had Grade 1 ALT elevation (n=44) compared to A

Since, however, incidence of liver-related TEAE was \E comparable between the treatment arms

(MYL-14020: 16 patients with 41 events, Avasti atients with 27 events) and since the majority
of events occurred during the combination therapysperiod (i.e. when patients were on background
ChT), the overall conclusion of the applican those differences in elevated ALT and bilirubin are not

considered to be of clinical relevance i @ ered acceptable.

Regarding haematology, number o ts experienced shifts in performed tests, however, most of
them were not serious and simil ss treatment arms. There were reported CTCAE grade shifts to
Grade 3-4 for parameters inc g haemoglobin, white blood cell counts, neutrophil and platelet
count, however, with simi ence in both arms. The presented data did not indicate any new
safety patterns related -14020.

No clinically relev \ ferences between treatment arms were observed for serum chemistry
parameters ﬁ*rved shifts with increase of 1-2 grades or to higher Grade 3-4 were comparable
between tre \( arms. The clinically significant chemistry abnormalities reported as TEAEs consisted
of ana i@wombocytopenia, neutropenia, leukopenia, febrile neutropenia, blood creatinine
yperkalaemia, hyponatremia, hypokalaemia. Majority of these events were of Grade 1-2
and inGidences were in overall comparable between treatment arms.

The clinically significant vital signs reported as TEAEs included PTs (in >1% of patients) hypertension,
decreased weight and pyrexia which were mainly of CTCAE Grade 1-2. The incidence of observed PTs
was comparable between arms except for PT ‘Decrease of weight’, which was more pronounced in the
MYL-14020 arm (22 patients [6.6%] vs 7 patients [2.1%]). Notwithstanding this evidence, the
treatment-related decrease of weight was shown in few patients only.

In addition, a performed analysis of few reported TEAEs related to laboratory and vital signs
abnormalities leading to discontinuation of treatment did not show any specific patterns. Overall, the
collected results of haematology and serum chemistry parameters and vital signs did not reveal any
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clinically significant differences between treatments. Thus, the safety profile related to laboratory
findings is concluded as comparable to Avastin without observation of any new safety risks.

Safety in special populations

No specific safety studies in special populations have been conducted. This is acceptable for a
biosimilar application.

No cases of pregnancies were reported in any of the studies.

D

Refer to Section 2.2 for the discussion on immunogenicity. ‘\6

Immunological events

Safety related to drug-drug interactions and other interacti Q

N\
N/A 0
(0

Discontinuation due to AES

Phase I PK study Q
There were no AEs resulting in premature discontinuati@\e study.

Phase IIT NSCLC study

Overall, 64/664 patients (9.6%) discontinued stu@reatment due to a total of 66 TEAEs. A slightly
higher number of patients withdrew from tr ent in the MYL-14020 group (36/335 patients, 10.7%;
38 events) compared to the EU—Avastin% 28/329 patients; 8.5%; 28 events).

Table 59. TEAEs leading to treat scontinuation (in =2 patients by PT in either arms) -

safety set (includes Period 1 a od 2 through week 42)
System Organ Class K' MYL-14020 Avastin Total
Preferred Term Q (N=335) (N=329) (N=664)
n (%) n (%) n (%)
Total Number of TEAEs Lsa¥ins to Treatment 38 28 66
Discontinuation o
Number of patientsswiiat least one TEAE 36 (10.7) 28 (8.3) 64 (9.0)
leading to treat @isconti.uuation
Respiratory. Xic and mediastinal disorders 15 (4.5) 11(3.3) 26 (3.9)
Pulm, olism 5(1.5) 5(1.5) 10 (1.5)
haemorrhage 3(0.9) 1(0.3) 4 (0.6)
tysis 0 3(09) 3(0.5)
spnoea 2(0.6) 0 2(0.3)
Infections and infestations 6(1.8) 4(1.2) 10 (1.5)
Sepsis 1(0.3) 2(0.6) 3(0.3)
Pneumeonia 2 (0.6) 0 2(0.3)
Nervous system disorders 4(1.2) 1(0.3) 5(0.8)
Cerebrovascular accident 2 (0.6) 1(0.3) 3(0.5)
Vascular disorders 3(0.9) 2(0.6) 5(0.8)
Hypertensive crisis 2(0.6) 0 2(0.3)

The total number of AEs counts all treatment-emergent AEs leading to treatment discontinuation for patients. At each level of
patient summarnization, a patient 15 counted once 1f the patient reported one or more events.

Adverse Events were coded using MedDRA, Version 22.0.

Source Data: Listing 16.2.7 3b; Table 14.3.1.07b
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With regard to the number of patients who discontinued treatment due to drug related TEAEs, during
Period 1, there were 13 of such patients in both treatment arms (MYL-14020: 3.9%; Avastin: 4.0%).
In Period 2, there were 2 patients in the MYL-14020 group (1.0%) and 3 patients in the Avastin group

(1.5%).

Of note, for the MYL-14020, there were 2 concerned events which are not considered “listed” for the
known safety profile of bevacizumab, i.e. cardiorespiratory arrest and acute angle closure glaucoma.
The patient experiencing cardiorespiratory arrest was 57 years old. Please refer to the Section on SAE
and deaths for further details. Another patient who experienced angle closure glaucoma was 51 years
old. This patient also received only one dose of study drug (660 mg), paclitaxel (229 mg) and
carboplatin (612 mg). On Day 7, she was diagnosed with conjunctivitis (grade 2) and on Day 9,5he

experienced blurring of vision of the left eye, redness and pain in both eyes. The eye exami
showed acute angle closure glaucoma with conjunctivitis (grade 3) and CT scan showed

therefore, the patient was discontinued from the study. In view of the provided infor
on safety of MYL-14020 and related conclusions on safety profile can be detected. O

Supportive Phase III mCRC study

TEAEs resulted in permanent discontinuation in 7 (10.29%) patients in th

patients in the Avastin arm. Out of these, 1 (1.47%) patient in the B

the Avastin arm had study drug-related TEAEs.
Table 60. TEAE leading to study drug discontinuation by

&

sions,

m{& 7 no impact

-100 and 2 (2.99%)
Tb— arm and both patients in

organ class and preferred

term (safety population) - part 2
O
f,}:stfem Ol‘gm? Class(SOC) B?;% o ?;:;2]; e
referred Term(PT) mi')] [n (%)]
}'iiizc (;i]'l fj_it:s:iti I:\'il;h at least one TEAE leading to study dmng\O_IZQ‘} o 8 2 (2.99%) 4
Blood and lymphatic system disorders () 0 (0.00%) ] 1(1.49%) 1
Thrombocytopenia 0 0 (0.00%) 0 1(1.49%) 1
Cardiac disorders 6 1(1.47%) 1 0 (0.00%) 0
Myocardial ischaemia 1(1.47%) 1 0 (0.00%) 0
Gastrointestinal disorders KO 4 (588%) 4 1(1.49%) 1
Ascites Q 1(1.47%) 1 0 (0.00%) 0
Intestinal obstruction 3 (441%) 3 0 (0.00%) 0
Stomatitis 0 (0.00%) 0 1(1.49%) 1
General disorders amd @stration site conditions 0 (0.00%) 0 1(1.49%) 1
\ 0 (0.00%) 0 1(1.49%) 1
1(1.47%) 1 0 (0.00%) 0
binaemia 1(1.47%) 1 0 (0.00%) 0
infestations 0 (0.00%) 0 1(1.49%) 1
1monia 0 (0.00%) 0 1(1.49%) 1
Inveshgations 1(1.47%) 1 0 (0.00%) 0
Blood bilirubin increased 1(1.47%) 1 0 (0.00%) 0
Respiratory, thoracic and mediastinal disorders 1(1.47%) 1 0 (0.00%) 0
Pleural effusion 1(1.47%) 1 0 (0.00%) 0

Note 1: TEAE are defined as any AE which started or deteriorated at or after first dose of study treatment

Note 2: n=number of subjects with AFs.

Note 3: e=number of events. Percentages are based on the number of subjects in safety population (IN).

Note 4: System Organ Class and Preferred Term coded as per MedDRA version 17.1
Reference: Table number 14.3.1.7 (b)
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Post marketing experience

The bevacizumab biosimilar MYL-14020 has not been approved or marketed yet in any country
worldwide. However, Bmab-100, which is an “earlier version” of MYL-4020, received marketing
authorisation approval in India in 2017 and is currently marketed in four non-European countries.

From these post approval safety data, no new safety signals were detected so far.

2.6.1. Discussion on clinical safety

The applicant has provided safety data from a pivotal single-dose PK study in healthy male volﬁers
(study MYL-14020-1002) and from a Phase III efficacy and safety study in male and female, LC
patients (MYL-14020-3001). In addition, supportive safety data from a Phase III study‘ir&and
female mCRC patients (BM100-CC-03-I-01) have been submitted. This study was con with
Bmab-100, an early development version of MYL-14020. Here, the same drug prod@ﬂrmulation was

used as for MYL-14020. ng

It is stated by the applicant that during the manufacturing of the developm@ ches of MYL-14020,
one formulation buffer component was changed. Instead of sodium dihy phosphate
monohydrate, sodium dihydrogen phosphate dehydrate was erroneou$ly uSed. Since the
manufacturing process was based on monohydrate, the buffer qua@ as not adjusted for dihydrate
(i.e. molecular weight of 137.8 was used instead of 156). This i .@ rtent change resulted in small
differences with regard to pH and osmolality. It was outlineanpplicant that the product quality
with dihydrate buffer in terms of stability or other key ttributes were not impacted.

According to the applicant, the formulation used in mompleted as well as in the ongoing clinical
studies (including the supportive study conducte mab-100 in India by Biocon) contained sodium
dihydrogen phosphate dihydrate. Also, the coghmercialised product in India contained the dihydrate
salt. Since the product intended to be mark%’n the EU is also based on the dihydrate salt, the data
submitted are considered relevant for. h%‘ uation of safety and immunogenicity of MYL-14020.

Study MYL-14020-1002 and study -CC-03-I-01 have been completed. For the pivotal Phase III
study MYL-14020-3001, data fraqr iod 1 (up to 18 weeks) were the basis for initial assessment. In
addition, during the procedur: inal CSR including Week 42 data has been submitted.

It was noted that the fir?gil will include only Week 42 data. This in contrast to the EMA SA received
by the applicant in‘O 2014, where the applicant stated that 1-year data would be generated in
the pivotal phase y, which was supported by the CHMP. The applicant provided justification on
the deviationd \ ontext of safety follow-up period for which the data is submitted (42 weeks

&3

instead of 1- ata). This is based on the amendment to the study protocol (from version 1.0 to

the Avastin group). This is acceptable in this instance, since the pivotal Phase III study was conducted
in an end-stage oncology indication in patients with a rather poor prognosis. Hence, a relevant “drop-
out” of patients would have been expected over a period of 1 year.

Furthermore, 42-week data are considered acceptable against the background that immunogenicity is
not so much a topic for bevacizumab and its biosimilars.

The clinical studies were designed to rule out clinically relevant differences in safety between the
biosimilar and the reference product and to confirm biosimilarity. The overall approach for the
assessment of safety profile is considered acceptable, as it allows to capture relevant safety findings.

Exposure data:
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In the pivotal PK study, the safety population consisted of 111 healthy male subjects aged 18 to 55
years who were randomised to one of three treatment arms and exposed to a single dose of 1 mg/kg
bevacizumab iv (MYL-14020: 37 subjects; EU-Avastin: 37 subjects; US-Avastin: 37 subjects). In the
pivotal Phase III study in nsNSCLC patients, the safety population consisted of all NSCLC patients who
received bevacizumab (either MYL-14020 or EU-Avastin) at a dose of 15 mg/kg iv at least once.
Hence, a total of 663 out of the 671 randomised patients were included in the safety set (MYL-14020
group: 335 patients [99.4%]; EU-Avastin group: 329 patients [98.5%]). In the supportive mCRC
study, the safety set consisted of all subjects who had received at least 1 dose of bevacizumab at a
dose of 7.5 mg/kg iv (h= 135; Bmab-100: 68 patients, Avastin 67 patients). The overall safety
population is considered sufficiently large to detect relevant safety signals in this comparabilityé
exercise.

In the pivotal efficacy study MYL-14020-3001, patients were randomised in a 1:1 ratio‘t@e
either an iv dose of 15 mg/kg of MYL-14020 or EU-Avastin plus carboplatin and paclit \ very three
weeks) for up to 6 cycles (induction treatment phase/ Period 1). Patients who resp(é to treatment
continued with bevacizumab Q3W as monotherapy in the maintenance treatmg e (Period 2) until
progression of disease (PD) or discontinuation of interventional therapy (for son), or withdrawal
of consent, whichever occurred first. 6

at@

Due to the heterogeneity of the study populations and the different t ment doses/ schemes used in
the clinical studies, no pooled safety analysis was applicable. This @ idered adequate.

bevacizumab was comparable between MYL-14020 (15.1 ks) and EU-Avastin (14.65 weeks), as
well as the mean number of doses (8.7 for both treatmx s) and the mean cumulative doses
(MYL-14020 131.0 mg/kg versus EU-Avastin 131.8 kg). In both study periods, a comparable
number of cycles was overall administered acros tients in both treatment arms, with a slightly
lower number of cycles administered in Perio%'f Avastin (n=1242) than for MYL-14020 (n=1278).

For the pivotal NSCLC study, based on the full Week 42 dataS mean duration of exposure to

With regard to chemotherapy, the mean Gﬁ)n of exposure as well as the mean number of doses
received and the mean cumulative do e comparable for both carboplatin and paclitaxel between
both treatment arms.

There was a higher number of ients with dose delays, especially with a delay of 8 or more days,
observed in the MYL-140% n= 90 compared to n= 77 in the EU-Avastin arm). The applicant
states that treatment d <6 weeks were permitted as per protocol in case of documented toxicity

related to bevaciZLLm hT. If ChT was withheld due to toxicity, the bevacizumab dose was also put
on hold. However easons for dose delays were not recorded systematically in the CRF.

*
At Week 18, .4%) patients in the MYL-14020 arm and 225 (67.4%) in the Avastin arm had

their treata ngoing. 118 patients in the MYL-14020 arm and 104 patients in the Avastin arm had
discont reatment. The main reasons for discontinuation were disease progression, AEs or
with I'in both groups.

Adverse events:

In the Phase I PK study, the proportion of subjects who experienced a TEAE was higher in the MYL-
14020 arm (89%) as compared to the EU-Avastin (78%) and US-Avastin group (76%) arms. All of the
TEAEs were however, Grade 1 (mild) or 2 (moderate) in severity. No TEAES of Grade 3 (severe), 4 (life
threatening) or 5 (death) in severity and no discontinuations due to TEAEs or other safety issues
occurred during the study in any of the groups. No systemic hypersensitivity or infusion reactions were
reported in this study.
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The most frequently affected SOCs among the treatment groups were Gastrointestinal disorders and
Nervous System disorders. There were differences in the incidence of TEAEs by PT between the
treatment arms for catheter site erythema, pain in extremity, nasopharyngitis and hematoma (blood
sampling arm). Notably, there were no PTs with at least a 10% absolute difference between TEAEs in
both the EU- or US-Avastin groups vs the MYL-14020 group. The differences in incidence rates
between treatment groups are thus not considered of clinical relevance.

The most frequently reported TEAE by PT was headache in all treatment arms (MYL-14020 19% [7/37
subjects], US-Avastin 16% [6/37], EU-Avastin 24% [9/37]). This is consistent with the SmPC of
Avastin, where headache is listed among the most frequently observed AE.

The number of subjects experiencing TEAEs related to IP was overall comparable between the @e
treatment arms (MYL-14020 n=17, EU-Avastin n= 19, US-Avastin n=12).

In the Phase III NSCLC study, the majority of patients (91.1%) experienced at least @ E (91 3%
in the MYL-14020 arm; 90.9% in the EU-Avastin group), most of the TEAEs being and grade 2
in severity in both treatment groups. The number of TEAEs reported is, howe erically higher in
the MYL-14020 group (1918 TEAEs), compared to the EU-Avastin group (17 Es).

In general, across both treatment arm, the incidences, types and severité? EAEs seem similar and
the distribution is in line with the safety profile for bevacizumab (SmRC Avastin). No new safety signals

were identified. @

The overall number of patients experiencing TEAEs in the Ph tudy is similar between both
treatment groups (n= 306 [91.3%] in the MYL-14020 ar 0.9% [299] in the EU-Avastin arm).
The number of TEAEs reported is, however, higher in th -14020 group (1918 TEAEs), compared

to the EU-Avastin group (1761 TEAESs). The overall i ence of TEAEs was markedly lower in Period 2
than in Period 1 (57.1% vs 91.1%). It is acknow, gthat this might be explained by the
combination with ChT during Period 1, |mpIy| (ﬂccurrence of TEAE due to chemotherapy-
associated toxicities. ()

TEAESs related to study treatment wer Q:r between the two treatment groups with regard to the
proportion of patients who experie ese events (MYL-14020 n=120 [35.8%], Avastin n=115
[35.0%] and the number of eve orted (377 in the MYL-14020 arm vs 382 in the Avastin arm).

The number of patients by SMQ was comparable between the treatment arms (16.1% in the
MYL-14020 vs 20.1% in vastln arm). The number of patients with Grade =3 AESI and serious
AESI was also compa etween the treatment arms. Most of the reported AEIs were of Grade 1-2
only. Also the nu f patients with serious AESIs by SMQ was comparable between the study arms;
17 (5.1%) in F»\ -14020 arm and 19 (5.8%) in the Avastin arm.

ment groups, the incidences, types and severities of AESI seem comparable, and the
distribu ig in line with the safety profile for bevacizumab (SmPC Avastin). The number of patients
by SMQ was comparable between the treatment arms (16.1% in the MYL-14020 vs 20.1%
in the EU-Avastin arm) in Period 1. The number of patients with Grade =3 AESI and serious AESI was
also comparable between the treatment arms. In Period 2, the incidence of AESI was lower compared
to Period 1 (overall n=37 vs n=120 subjects with at least one event). Importantly, the AESI incidence
was comparable between the treatment arms in the monotherapy period (n=21 [10.5%] in MYL-14020
vs Nn=16 [8.0%] in Avastin arm), also with regard to Grade >3 AESI (n=4 [2.0%] in the MYL-14020 vs
n=5[2.5%] in Avastin arm).

Overall, up to Week 42, the incidence of Hypersensitivity AESI was low and comparable between
treatment arms (reported in overall n=15 [2.3%] of patients, n=9 in MYL-14020 and n=6 in Avastin
arm).
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Most of the Hypersensitivity AESI occurred during Period 1 (in n=13 patients [2.0%]). Here, 8 events
were reported for the MYL-14020 arm and 5 events for the Avastin arm. Most events (n=6) were
captured under the PT Dermatitis allergic. Only 1 PT of Hypersensitivity was reported in the MYL-
14020 arm, and 1 PT of Anaphylactic reaction was reported in the Avastin arm; both were Grade =3.
During Period 2, Hypersensitivity AESI occurred only in 2 patients (1 PT of Dermatitis allergic in the
MYL-14020 arm and 1 PT of Swelling face in the Avastin arm).

In the supportive Phase III study in mCRC patients, the overall incidence of TEAEs was slightly higher
in the Avastin arm as compared to Bmab-100 arm. 54 (79.41%) patients in the Bmab-100 arm and 60
(89.55%) patients in the Avastin arm reported at least one TEAE. Most of the TEAEs were Grade 1 or
Grade 2 in severity.

Most of the TEAEs were considered not related to study drug and instead related to chemot@py
(XELOX) or underlying disease or progression. Six (8.82%) patients in the Bmab-100 31;@d 12
(17.91%) patients in the Avastin arm had at least 1 TEAE related to Bmab-100/Ava

o) patients (17
tients (35 events)

The most commonly reported TEAE in the study was diarrhea, reported in 11
events, including one bacterial diarrhea) in the Bmab-100 arm and 22 (32.8

in the Avastin arm.
Overall, across both treatment groups, the incidences, types and sev itiegof TEAE are considered
comparable and thus supportive for the MYL-14020 MAA. @

Serious adverse events and deaths: Q

There were no serious AEs or deaths reported in the P@ss :y study.

The incidences and types of the SAEs reported in th ase IIT NSCLC study were in line with the

known safety profile of bevacizumab, generally ¢ ble between the groups and with no clinically

meaningful differences noticed. The incidenceof SAE was similar between treatment arms, 59 (17.6%)

patients in MYL-14020 arm and 55 (16.7% ?wgwastin arm. Overall, 142 SAEs were reported, all of

which were treatment-emergent (i.e. io EAEs). However, SAE with fatal outcome were more
o

frequent in the MYL-14020 arm (n=2 pared to the Avastin arm (n=13). Most of the SAE (82
events) recovered or resolved - (@ MYL-14020 arm and 42 in the Avastin arm. The majority of
those SAE resolved without a ion taken.

With regard to treatment-related, SAEs, there was a higher number of patients in the Avastin arm
(n=22) than in the MYL O arm (n=17) during Period 1 reporting a higher number of treatment-
related SAEs (30 vs, ents). The most frequently reported treatment-related SAEs by PT were
pulmonary embolism¥n=4 in each treatment arm), thrombocytopenia (n=3 in the Avastin arm, n=1

for MYL-1402¢\ d febrile neutropenia (n=3 in the Avastin arm).
t

In Peri e study, the number of patients experiencing treatment-related SAE was similar
bet treatment groups (n=2 patients per treatment arm). Furthermore, the incidence of
related\SAE was overall low and similar (n=2 events per group). Here, the following events (by PT)
were reported: coronary artery disease, myocardial infarction, pulmonary haemorrhage, and
hypertension.

Overall, there were 183 deaths reported during the study, with 101 deaths in the MYL-14020 arm and
82 deaths in the Avastin arm.

Importantly, the imbalance with regard to the number of deaths remained rather stable between the
treatment arms throughout the study. The numerical difference in deaths between the treatment arms
increased slightly from n=16 (Week 18 CSR, with 50 versus 34 deaths for the MYL-14020 arm vs
Avastin) to n=19 (Week 42 CSR, with 101 versus 82 deaths for MYL-14020 vs Avastin).
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When focusing on the imbalance in the number of deaths, it was noted that death due to disease
progression was similar between the treatment arms - 57 (17.0%) in the MYL-14020 arm vs 56
(17.0%) in the Avastin arm. The observed imbalance in deaths between the treatment arms could be
attributed mainly to Non-Cancer deaths (i.e. deaths due to TEAE and due to Unknown reasons).

Overall, more deaths occurred during the Induction phase (combination with ChT) than during the
Maintenance phase (bevacizumab monotherapy). Here, the additional toxicity by the chemotherapy
components might have played a role.

25 patients in the MYL-14020 arm compared to 14 patients in the Avastin arm experienced TEAE
leading to death. However, most of these TEAE leading to death were not classified as treatme
related. 6

Treatment-related TEAEs leading to death were reported in 8 (2.4%) patients in the MYL arm
and in 5 (1.5%) patients in the Avastin arm, respectively. These drug-related TEAE t rred in
the MYL-14020 group were the following: pulmonary embolism (in 2 patients), pul hgry
haemorrhage (in 2 patients), cardiorespiratory arrest, acute coronary syndro ic perforation
and cerebrovascular accident. With the exception of cardiorespiratory arrest ute coronary
syndrome, the reported events are listed in the product information for A

The not IMP-related deaths were considered possibly related to unde%ng disease, chemotherapy,
cardiac medical history, comorbidities and concurrent ilinesses. @

The incidence of AESI leading to death was similar in both th 11 (3.3%) patients in the MYL-
14020 arm and 8 (2.4%) patients in Avastin arm. t

Unknown reasons leading to death were reported in 16\Uents (4.8%) in the MYL-14020 arm and in
11 patients (3.3%) in the Avastin arm. 11 deaths unknown reason occurred during the
treatment period. Causes of death, upon further@al evaluation, were likely due to underlying
disease, comorbidities, clinical progression ncurrent chemotherapy. Another 16 deaths due to
unknown reason were reported by phon%' Follow-Up.

To note, a comparatively higher incid f deaths was observed during the induction period
especially within the first 30 days administration (n=13 for MYL-14020 vs n=3 for Avastin).

In those patients who died du@ 0 days of the first IMP dose in the MYL-14020 arm, various
baseline and disease relatéd factors increasing the risk of death during anti-cancer treatments were
observed, i.e. age =65 @5, ECOG 1, smoking, advanced substage M1c and significant comorbid
conditions. .

It is acknowl g§tjat this early difference in death numbers between the treatment arms cannot be
conclusively ted to a lack of IMP efficacy, since a steady state concentration for bevacizumab is
report t@ reached after approx. 100 days in the NSCLC population. In addition, the mean Cmax
afte st treatment cycle was similar between the treatment arms, thus IMP-related toxicity is
considésed unlikely.

Overall, it is concluded by the applicant that a “carry-over” effect of the higher number of early deaths
may, at least in part, be responsible for the overall imbalance in deaths between the treatment arms.
Furthermore, the types of deaths were rather variable including treatment-related and non-treatment-
related deaths, with no clear pattern or clustering by any SOC/PT in the TEAE leading to death in the
MYL-14020 arm. This is acknowledged.

The different numbers of death in the treatment groups at early time points lead to different follow-up
times for adverse events, and probably to bias in incidence proportions of adverse events. The
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provided cumulative incidence functions (Aalen-Johansen estimator) show that the bias due to early
deaths that lead to an underestimation of adverse event rates were negligible.

In the supportive Phase III study in mCRC patients, 42 SAEs were reported in 31 patients, of which 5
were related to the study drug. 16 (23.53%) patients in the Bmab-100 arm reported 18 treatment-
emergent SAEs, and 15 (22.39%) patients in the Avastin arm reported 24 treatment-emergent SAEs.
The SAEs constituted events expected from the known safety profile of Avastin. Most were assessed to
be related to other confounding factors like XELOX chemotherapy and underlying disease. Across both
treatment groups, the incidences and types of SAES are considered comparable and thus supportive
for the MYL-14020 MAA.

Thirteen deaths were reported in the mCRC study (Bmab-100 arm: 5 and Avastin arm: 8). Of , 2
deaths were attributed to TEAEs related to study drug (1 event in each arm).

| finding D
Laboratory findings: K\
According to the applicant, there was no evidence of clinically relevant differences.i y laboratory
parameter between the three treatment groups over time in the Phase I stud %een the two
treatment arms in the Phase III nsNSCLC study, and between the three treat arms in the
supportive Phase III mCRC study. @

In the pivotal Phase III NSCLC study, the collected results of haem y and serum chemistry
parameters and vital signs did not reveal any clinically significa ences between treatments.

Thus, the safety profile related to laboratory findings is concl mparable to Avastin without
observation of any new safety risks.

Immunogenicity: \
Refer to the discussion on immunogenicity. QO

Study discontinuation due to AEs: \

In the Phase I PK study in healthy vol n@, no AE resulted in premature discontinuation from the
study. 6

In the Phase III NSCLC trial, a s higher number of patients withdrew from treatment in the MYL-
14020 group (36/335 patien *7%; 38 events) compared to the EU-Avastin group (28/329
patients; 8.5%; 28 eventNVi regard to the number of patients who discontinued treatment due to
drug related TEAEs, dur riod 1, there were 13 of such patients in both treatment arms (MYL-
14020: 3.9%; A\@: .0%). In Period 2, there were 2 patients in the MYL-14020 group (1.0%) and

3 patients in the Avastin group (1.5%).

In the suppo hase IIT study in mCRC patients, TEAEs resulted in permanent discontinuation in 7
(10.29 @ents in the Bmab-100 and 2 (2.99%) patients in the Avastin arm. Out of these, 1

(1. tient in the Bmab-100 arm and both patients in the Avastin arm had study drug-related
TEAEsS.

2.6.2. Conclusions on clinical safety

The provided Week 42 safety and immunogenicity data support the overall conclusion that a
comparable safety profile has been demonstrated between MYL-14020 and Avastin. Furthermore, no
new safety signals have been identified.

The provision of 42 week (instead of 1-year data, as requested by ICH E1) is considered acceptable in
this instance, since the pivotal Phase III study was conducted in an end-stage oncology indication in
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patients with a rather poor prognosis. Hence, a relevant “drop-out” of patients would have been
expected over a period of 1 year.

Moreover, the applicant presented data available beyond Week 42 for the patients who entered
extended treatment period (i.e. 86 patients from the MYL-14020 group and 84 patients from the
Avastin group). Furthermore, 42-week data are considered acceptable against the background that
immunogenicity is not so much a topic for bevacizumab and its biosimilars.

With regard to the observed imbalance in death/ survival rates between the treatment arms, a review
of BL characteristics showed higher incidence of vascular and cardiac disorders in the MYL-14020 arm,
as well as a higher proportion of M1c substage patients. Types of deaths were rather variable with no
clear pattern or clustering by any SOC/PT. Even though the present underlying conditions ma
assessment of causal association more difficult, following a review on a case by case bas end or
significant safety-related concern in view of the study drug could be identified. 6

In addition, it is noted that the chosen NSCLC patient population may not be ideal fj grnonstratlon of
clinical comparability, due to the fact that the course of disease may vary fro 0 progressive to
aggressive profile in patients having several comorbidities, increasing the ri§ al events.

Taken together, the numerical difference in deaths between study arms
confounding factors and is not considered a difference in b|05|m|Iar|tyK

2.7. Risk Management Plan QQ

O

No safty concerns have been identified. Q

explained by several

Safety concerns

This is in line with the reference medicinal

Pharmacovigilance plan 6

No additional pharmacovigila t|V|t|es were identified for Lextemy.

Routine pharmacovigilan?\:ti ies are sufficient to mitigate the risks of Lextemy.

<
Risk minimis, measures
L

No additional@\ninimisation measures were identified for Lextemy.

Routine\ni inimisation activities are sufficient to minimise the risks of Lextemy.

Conclusion

The CHMP and PRAC considered that the risk management plan version 1.1 is acceptable.
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2.8. Pharmacovigilance

Pharmacovigilance system

The CHMP 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 ar&set
out in the list of Union reference dates (EURD list) provided for under Article 107c(7) of Directi
2001/83/EC and any subsequent updates published on the European medicines web-port

L 2

\
2.9. New Active Substance é

The applicant declared that bevacizumab has not been previously authorised 4 edicinal product in

the European Union. @
2.10. Product information é

2.10.1. User consultation OQ

The results of the user consultation with target patiﬁroups on the package leaflet submitted by the
applicant show that the package leaflet meets th ia for readability as set out in the Guideline on
the readability of the label and package leaflet of medicinal products for human use.

O

A request to display minimum p @rs on the 16 mL vial label as per Art.63.3 of Directive
2001/83/EC has been submit the applicant and has been found acceptable by the QRD Group for
the following reason: theﬂ'(I | is too small to accommodate full particulars without compromising

its readability. @

>

2.10.3. Addi@al monitoring

2.10.2. Labelling exemptio

Pursuant t e 23(1) of Regulation No (EU) 726/2004, Lextemy (bevacizumab) is included in the
additio itoring list as is a biological product authorised after 1 January 2011.
Therefare the summary of product characteristics and the package leaflet includes a statement that

this medicinal product is subject to additional monitoring and that this will allow quick identification of
new safety information. The statement is preceded by an inverted equilateral black triangle.
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3. Biosimilarity assessment

3.1. Comparability exercise and indications claimed

Lextemy (working name MYL-14020) is developed as a biosimilar to Avastin. The approval is sought
for intravenous use in the proposed therapeutic indications identical to the currently approved
indications for Avastin:

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

¢ Lextemy in combination with paclitaxel is indicated for first-line treatment of adult patie h
metastatic breast cancer. . 6

e Lextemy in combination with capecitabine is indicated for first-line treatment of patients with
metastatic breast cancer in whom treatment with other chemotherapy opti i ding taxanes or
anthracyclines is not considered appropriate. Patients who have received e and

anthracyclinecontaining regimens in the adjuvant setting within the Iasl@months should be
excluded from treatment with Lextemy in combination with capecita

e Lextemy, in addition to platinum-based chemotherapy, is indic@or first-line treatment of adult
patients with unresectable advanced, metastatic or recurrerQ small cell lung cancer other than

predominantly squamous cell histology. Q

e Lextemy, in combination with erlotinib, is indicated @t—line treatment of adult patients with
unresectable advanced, metastatic or recurrent -squamous non-small cell lung cancer with
Epidermal Growth Factor Receptor (EGFR) actj mutations.

e Lextemy in combination with interferon alfa-2a%is indicated for first line treatment of adult patients
with advanced and/or metastatic rena! @cancer.

e Lextemy, in combination with car n and paclitaxel is indicated for the front-line treatment of
adult patients with advanced ( tional Federation of Gynecology and Obstetrics (FIGO) stages
III B, III C and 1V) epithelial& an, fallopian tube, or primary peritoneal cancer.

e Lextemy, in combinatign carboplatin and gemcitabine or in combination with carboplatin and
paclitaxel, is indicat treatment of adult patients with first recurrence of platinum-sensitive
epithelial ovaria ian tube or primary peritoneal cancer who have not received prior therapy

with bevaclz@ r other VEGF inhibitors or VEGF receptor targeted agents.

e |Lextemy x‘nbination with paclitaxel, topotecan, or pegylated liposomal doxorubicin is indicated

for th ent of adult patients with platinum-resistant recurrent epithelial ovarian, fallopian
b rimary peritoneal cancer who received no more than two prior chemotherapy regimens
a ho have not received prior therapy with bevacizumab or other VEGF inhibitors or VEGF

receptor-targeted agents.

e Lextemy, 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).

Summary of analytical similarity

For the biosimilarity exercise, the quality attributes of the reference medicinal product in terms of its
physicochemical and functional properties were characterised. The identified quality attributes were
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ranked according to (a) their risk to potentially impact activity, PK/PD, safety, efficacy, and
immunogenicity, and (b) the degree of uncertainty surrounding a certain quality attribute.

The number of batches of EU-Approved Avastin and US-Licensed Avastin as well as of Abevmy were
considered adequate for the analytical similarity assessment.

To support the known mechanism of action, binding to VEGF and inhibition of cell proliferation was
assessed by functional and binding assays in the scope of the biosimilarity exercise. Assays include
binding to VEGF (VEGF-165 and VEGF-121 and VEGF-189), inhibition of VEGF (VEGF-165, VEGF-121
and VEGF-189) induced proliferation of endothelial cells (HUVECs), and inhibition of VEGF-165 induced
VEGFR-2 phosphorylation.

In addition to Fab-associated antigen binding, MYL14020 binding to Fc receptors and compl

factor C1q were evaluated in the scope of the biosimilarity exercise using in vitro assays. inding
was assessed via ELISA and binding kinetics with FcyRIa, FcyRIla, FcyRIIb, FcyRIIIa, b and
FcRn were assessed via surface plasmon resonance. Furthermore, antibody depend Kllular
cytotoxicity and complement dependent cytotoxicity assays were included as e comparability
exercise - even though bevacizumab is not known to act through either of thq chanisms.

Furthermore, primary structure, higher order structure, protein concentr?, igh and low molecular
weight impurities, charge heterogeneity, glycosylation and other amir{ac modifications were

assessed using a variety of methods. @

Overall, the applicant followed relevant guidelines and perfor, extensive biosimilarity exercise
using sensitive orthogonal state-of-the-art analytical met@l relevant quality attributes were
addressed.

Summary of non-clinical data Q

For global development, the toxicological i f the proposed biosimilar candidate was determined
in several in vivo acute and repeat-d tldies in mice, rabbits and cynomolgus monkeys. Two of the
studies are comparative in nature. In peat-dose study in mice (Study 9335), Bmab-100 (an older

version of MYL-14020) was compa @ to US-Avastin. In a repeat-dose study in cynomolgus monkeys,
MYL-14020 and US-Avastin w ompared. Overall, studies 9335 and TOX-070-002 seem to
demonstrate biosimilarity«f 14020 and Avastin. The results of the studies are regarded
supportive and do not a@ther value for the demonstration of biosimilarity.

Summary of gli@&ta
N

The clinical d@opment programme consists of two studies:

- m pivotal Phase I PK study (MYL-14020-1002), comparing MYL-14020 to EU-sourced
d US-sourced Avastin in 111 healthy male subjects, investigating PK, safety and
immunogenicity, and

- a global multi-centre parallel group Phase III efficacy/safety study (MYL-14020-3001) in 671
patients with Stage IV non-squamous NSCLC to comparatively investigate efficacy, safety,
immunogenicity and PK of MYL-14020 compared to EU-Avastin.

In addition, supportive data were submitted from a comparative PK, efficacy, safety and
immunogenicity study (BM100-CC-03-I-01) conducted by Mylan’s partner Biocon in 135 mCRC
patients in India with Bmab-100, an early development version of MYL-14020.
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In general, the applicant followed EMA guidelines and former CHMP advice. However, it is noted that -
in contrast to the EMA SA received by the applicant in October 2014, where it was agreed that 1-year
data would be generated in the pivotal phase III study - the final CSR will include only Week 42 data.

Overall, the data from the clinical studies that have been submitted with the MAA support biosimilarity
of MYL-14020 and EU-Avastin.

The pharmacokinetics of MYL-14020 are considered similar to that of EU-Avastin.

In the pivotal Phase III study MYL-14020-3001 in NSCLC patients, equivalence between MYL-14020
and EU-Avastin was demonstrated for the primary efficacy endpoint, best ORR within 18 weeks,
assessed by independent review in the ITT population. This was supported by sensitivity analy for
the primary EP in the PP population, which is the population of interest for a biosimilar. @

An imbalance in death rates was observed between treatment arms (n=101 [30.1%] \\%2
[24.9%]), disfavoring MYL-14020. A thorough review of BL characteristics showed hi rYincidence of
vascular and cardiac disorders in the MYL-14020 arm, as well as a higher proporti M1c substage
patients. Types of deaths were rather variable with no clear pattern or cIuster&any SOC/PT.

The applicant has provided analyses identifying factors such as imbalanc Qst-treatment
anticancer therapies as well as in deaths occurring within 30 days of first dose, which may have
contributed to this imbalance (“carry-over” effect of higher number, arly deaths).

In addition, it is noted that the chosen NSCLC patient populatio y not be ideal for demonstration of
clinical comparability, due to the fact that the course of dise%m vary from slowly progressive to
aggressive profile in patients having several comorbiditi @_ easing the risk of fatal events.

3.2. Results supporting biosimilaritbo
Quality Q()
In summary, the presented analyti show similarity of the proposed biosimilar MYL-14020 and
the reference medicinal product@astin. Quality attributes related to the mechanism of action of

bevacizumab were highly simj he analytical differences observed for several quality attributes
have been appropriately &ddressed by the applicant and justified with regard to their potential impact

on clinical performance product.
. Q
Clinical o\c)\

Pharmacoki

The @e
Effi

cacy.

cokinetics of MYL-14020 are considered similar to that of EU-Avastin.

In the pivotal comparative efficacy study MYL-14020-3001 in Stage IV nsNSCLC patients, equivalence
between MYL-14020 and EU-Avastin was demonstrated for the primary efficacy endpoint, best ORR
within 18 weeks, assessed by independent review both in the ITT and in the PP population. The
difference in best ORR within 18 wks was -1.6 (-9.0, 5.9) for the ITT population and -2.4 95% CI of (-
10.2, 5.3) for the PP set; the two-sided 95% CI was entirely within the pre-defined equivalence margin
of [-12.5%, 12.5%]. This was supported by sensitivity analyses for the primary EP, e.g. investigator-
assessed ORR in the ITT population (ORR difference of -2.2, with a 95% CI of -9.7, 5.3) - the results
were consistent with the primary analysis.
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In addition, post-hoc sensitivity analyses have been provided for ORR at week 18, which is considered
a more sensitive endpoint for a biosimilarity exercise than the BOR at any time point during the 18-
week induction period. ORR rates at week 18 were similar between the treatment arms, both in the ITT
and PP set, based on independent review as well as on investigator assessment. Overall, the presented
additional ORR analyses at week 18 indicate similar efficacy between MYL-14020 and EU-Avastin and
do thus support the results from the primary analysis.

Safety:

Based on Week 42 safety and immunogenicity data from the pivotal comparative efficacy and safety
study in NSCLC patients, on the data of the Phase I PK study in healthy volunteers as well as of\the
supportive Phase III mCRC study conducted by Biocon, the incidences, types and severities of s,
AESI and SAE seem comparable between MYL-14020 and EU-Avastin and are in line with th@fety
profile for bevacizumab (SmPC Avastin). No new safety signals have been identified so*fa¥

O
3

3.3. Uncertainties and limitations about biosimilarity

No uncertainties considering the biosimilarity remain as outlined below.

Quality @K

The similarity assessment of MYL-14020 and the EU referenc @inal product showed highly similar
biological activity of both the Fab and Fc-based functionali %o differences in the levels of
aggregates, fragments, charged species and the glycos@ pattern were observed for MYL-14020
and EU-Avastin. However, it was concluded that the ifférences have no impact on PK, activity,
safety and immunogenicity. From a quality perspt\s MYL-14020 is regarded similar to its reference

medicinal product EU-Avastin. \
Clinical E QC)

Efficacy:
Phase III NSCLC study: ,QK
M

Overall, equivalence bet \Q -14020 and EU-Avastin was convincingly demonstrated for the

primary efficacy endpgi est ORR within 18 weeks.
>
Safety: . \

Phase III NS \tudy:

Safety @munogenicity data support the conclusion that a comparable safety profile has been
de ed between MYL-14020 and Avastin. Furthermore, no new safety signals have been
identifi

42-week data have been submitted, instead of 1 year data, as advised by ICH E1 and the CHMP GL on
similar biological medicinal products containing biotechnology-derived proteins as active substances:
non-clinical and clinical issues. In this instance, this is considered acceptable, since the pivotal Phase
III study was conducted in an end-stage oncology indication in patients with a rather poor prognosis.
Hence, a relevant “drop-out” of patients would have been expected over a period of 1 year.

Moreover, the applicant presented data available beyond Week 42 for the patients who entered
extended treatment period (i.e. 86 patients from the MYL-14020 group and 84 patients from the
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Avastin group). Furthermore, 42-week data are considered acceptable against the background that
immunogenicity is not so much a topic for bevacizumab and its biosimilars.

3.4. Discussion on biosimilarity

Overall, the design of the analytical similarity exercise is considered adequate. The results of the
analytical similarity exercise between MYL-14020 and EU-Avastin demonstrate similarity. Analytical
differences observed between MYL-14020 and the reference product have been adequately justified
with regard to their potential impact on clinical efficacy and safety. From an analytical perspective,

MYL-14020 is regarded similar to its reference medicinal product. e

The pharmacokinetics of MYL-14020 are considered similar to that of EU-Avastin. @

In the pivotal comparative efficacy study MYL-14020-3001 in Stage IV nsNSCLC patie ‘\?uivalence
between MYL-14020 and EU-Avastin was demonstrated for the primary efficacy en %, est ORR
within 18 weeks, assessed by independent review in the ITT population. This rted by
sensitivity analyses for the primary EP in the PP population, which is the pop 10p of interest for a

biosimilar. ORR is considered adequate as primary endpoint, and ORR analysisfat Week 18 supported
equivalence between MYL-14020 and the reference product.

42-week data have been submitted, instead of 1-year data, as advi y ICH E1 and the CHMP GL on
similar biological medicinal products containing biotechnology-dgfi proteins as active substances:
non-clinical and clinical issues. In this instance, this is consid eptable, since the pivotal Phase
III study was conducted in an end-stage oncology indicati Qatients with a rather poor prognosis.
Hence, a relevant “drop-out” of patients would have bee gected over a period of 1 year.

Moreover, the applicant presented data available Week 42 for the patients who entered
extended treatment period (i.e. 86 patients from %he*MYL-14020 group and 84 patients from the
Avastin group). Furthermore, 42-week data onsidered acceptable against the background that
immunogenicity is not so much a topic f@ cizumab and its biosimilars.

Overall, safety and immunogenicity d @ support the conclusion that a comparable safety profile has
been demonstrated between MYK O and Avastin. Furthermore, no new safety signals have been
identified.

With regard to the obser \mglance in death/ survival rates between the treatment arms, a review

of BL characteristics s higher incidence of vascular and cardiac disorders in the MYL-14020 arm,
as well as a higher” ion of M1c substage patients. Types of deaths were rather variable with no
clear pattern or cQ;}ing by any SOC/PT.

Even though resent underlying conditions make an assessment of causal association more
difficul @/ing a review on a case by case basis, no trend or significant safety-related concern in
vie study drug could be identified.

In addition, it is noted that the chosen NSCLC patient population may not be ideal for demonstration of
clinical comparability, due to the fact that the course of disease may vary from slowly progressive to
aggressive profile in patients having several comorbidities, increasing the risk of fatal events.

Taken together, the numerical difference in deaths between study arms might be explained by several
confounding factors and is not considered a difference in biosimilarity.
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3.5. Extrapolation of safety and efficacy

The primary mechanism of action of bevacizumab is the inhibition of tumour vessel growth by blocking
VEGF. The mode of action of bevacizumab is considered the same across all approved cancer
indications.

Extrapolation to all approved indications authorised for the bevacizumab reference product Avastin is
considered acceptable, provided that similarity of MYL-14020/ Lextemy to EU-Avastin has been
convincingly demonstrated.

3.6. Additional considerations é

Not applicable. . 6

3.7. Conclusions on biosimilarity and benefit risk balance O

Based on the review of the submitted data, Lextemy (also referred to as M\% 0) is considered
biosimilar to Avastin. Therefore, a benefit/risk balance is positive. @

4. Recommendations Q@K

Similarity with authorised orphan medic:@ oducts

The CHMP by consensus is of the opinion that Lexte@s not similar to Zejula within the meaning of
Article 3 of Commission Regulation (EC) No. 847)@. See appendix 1.

Outcome ()
Based on the CHMP review of data o lity, safety and efficacy, the CHMP considers by consensus
that the benefit-risk balance of L y is favourable in the following indication:

Lextemy in combination with Qopyrimidine—based chemotherapy is indicated for treatment of adult
patients with metastatic inofa of the colon or rectum.

h paclitaxel is indicated for first-line treatment of adult patients with

metastatic breastcla r. For further information as to human epidermal growth factor receptor 2
*

(HER2) statu p\ refer to section 5.1.

Lextemy in combinatj

Lextemy i ination with capecitabine is indicated for first-line treatment of adult patients with
metast @aast cancer in whom treatment with other chemotherapy options including taxanes or
anthr lines 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 Lextemy in combination with capecitabine. For further information as to
HER?2 status, please refer to section 5.1.

Lextemy, 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.
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Lextemy, 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).

Lextemy in combination with interferon alfa-2a is indicated for first line treatment of adult patients
with advanced and/or metastatic renal cell cancer.

Lextemy, in combination with carboplatin and paclitaxel is indicated for the front-line treatment of
adult patients with advanced (International Federation of Gynecology and Obstetrics [FIGO] stages III
B, III C and IV) epithelial ovarian, fallopian tube, or primary peritoneal cancer (see section 5.1).

Lextemy, in combination with paclitaxel and cisplatin or, alternatively, paclitaxel and topoteca
patients who cannot receive platinum therapy, is indicated for the treatment of adult patien
persistent, recurrent, or metastatic carcinoma of the cervix (see section 5.1). 6

The CHMP therefore recommends the granting of the marketing authorisation subje Qe following

conditions: Q

Conditions or restrictions regarding supply and use &

Medicinal product subject to restricted medical prescription (see Ann I: Summary of Product

Characteristics, section 4.2).
Other conditions and requirements of the m %ﬁg authorisation

\O

Periodic Safety Update Reports O

The requirements for submission of periodic @date reports for this medicinal product are set
out in the list of Union reference dates (EU ) provided for under Article 107¢c(7) of Directive
2001/83/EC and any subsequent updé ished on the European medicines web-portal.

Conditions or restrictio:@th regard to the safe and effective use of the

medicinal product Q

Risk Management

The MAH sha the required pharmacovigilance activities and interventions detailed in the
agreed RMP ted in Module 1.8.2 of the marketing authorisation and any agreed subsequent
update o@

An RMP should be submitted:

® At the request of the European Medicines Agency;

® Whenever the risk management system is modified, especially as the result of new
information being received that may lead to a significant change to the benefit/risk profile or
as the result of an important (pharmacovigilance or risk minimisation) milestone being
reached.
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Conditions or restrictions with regard to the safe and effective use of the
medicinal product to be implemented by the Member States

Not applicable.

New Active Substance Status

The CHMP, based on the available data, considers that bevacizumab is not a new active substance, as
it is a constituent of a medicinal product previously authorised within the European Union.
Bevacizumab is contained in the marketing authorisation Avastin which was authorised in the Eyropean
Union on 12 January 2005. 6
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