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Therapeutic Goods Administration

About the Therapeutic Goods Administration (TGA)

The Therapeutic Goods Administration (TGA) is part of the Australian Government
Department of Health and is responsible for regulating medicines and medical devices.

The TGA administers the Therapeutic Goods Act 1989 (the Act), applying a risk
management approach designed to ensure therapeutic goods supplied in Australia
meet acceptable standards of quality, safety and efficacy (performance) when
necessary.

The work of the TGA is based on applying scientific and clinical expertise to decision-
making, to ensure that the benefits to consumers outweigh any risks associated with
the use of medicines and medical devices.

The TGA relies on the public, healthcare professionals and industry to report problems
with medicines or medical devices. TGA investigates reports received by it to
determine any necessary regulatory action.

To report a problem with a medicine or medical device, please see the information on
the TGA website <https://www.tga.gov.au>.

About AusPARs

An Australian Public Assessment Report (AusPAR) provides information about the
evaluation of a prescription medicine and the considerations that led the TGA to
approve or not approve a prescription medicine submission.

AusPARs are prepared and published by the TGA.

An AusPAR is prepared for submissions that relate to new chemical entities, generic
medicines, major variations and extensions of indications.

An AusPAR is a static document; it provides information that relates to a submission at
a particular point in time.

A new AusPAR will be developed to reflect changes to indications and/or major
variations to a prescription medicine subject to evaluation by the TGA.

Copyright

© Commonwealth of Australia 2018

This work is copyright. You may reproduce the whole or part of this work in unaltered form for your own personal
use or, if you are part of an organisation, for internal use within your organisation, but only if you or your
organisation do not use the reproduction for any commercial purpose and retain this copyright notice and all
disclaimer notices as part of that reproduction. Apart from rights to use as permitted by the Copyright Act 1968 or
allowed by this copyright notice, all other rights are reserved and you are not allowed to reproduce the whole or any
part of this work in any way (electronic or otherwise) without first being given specific written permission from the
Commonwealth to do so. Requests and inquiries concerning reproduction and rights are to be sent to the TGA
Copyright Officer, Therapeutic Goods Administration, PO Box 100, Woden ACT 2606 or emailed to
<tga.copyright@tga.gov.au>.
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List of abbreviations

Abbreviation Meaning
Ab Antibody
ABN Australian Biological Name
ACM Advisory Committee on Medicines
ADA Anti-drug antibody
AE Adverse event (not necessarily treatment-related)
Anti-CCP Anti-cyclic citrullinated peptide
ALT Alanine aminotransferase
ARTG Australian Register of Therapeutic Goods
AST Aspartate aminotransferase
ATE Averaged treatment effect
BCC Basal cell carcinoma
BDRM Blinded data review meeting
BMI Body-mass index
BSA Body surface area
CNS Central nervous system
COX-2 Cyclooxygenase-2
CPU Clinical pharmacology unit
CRP C-reactive protein
CSR Clinical study report
CTCAE Common Terminology Criteria for Adverse Events
DAS28-CRP Disease Activity Score 28-CRP
DBL Database lock
DLQI Dermatology Life Quality Index
DMARD Disease-modifying anti-rheumatic drug
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Abbreviation Meaning
ECG Electrocardiogram
EQ-5D™ EuroQolL five dimensions questionnaire
ESR Erythrocyte sedimentation rate
IP Investigational product
IV Intravenous
HAQ-DI® Health assessment questionnaire disability index
Hb Haemoglobin
HBsAg Hepatitis B virus surface antigen
HBV Hepatitis B virus
HCV Hepatitis C virus
HIV Human immunodeficiency virus
HRQoL Health-related quality of life
IMP Investigational medicinal product
INN International Non-proprietary Name
LLOQ Lower limit of quantification
LOCF Last observation carried forward
LPLV Last patient, last visit
mbTNF-a transmembrane TNF alpha
MedDRA Medical Dictionary for Regulatory Activities
MMRM Mixed-model repeated measures
MTX Methotrexate
NSAID Non-steroidal anti-inflammatory drug
NYHA New York Heart Association
0A Overall analysis (in the EGALITY trial)
PASI Psoriasis Area and Severity Index
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Abbreviation Meaning
PBRER Periodic benefit-risk evaluation report
PsA Psoriatic arthritis
PSUR Periodic safety update report
RA Rheumatoid arthritis
RF Rheumatoid factor
SAE Serious adverse event
SAP Statistical analysis plan
SC Subcutaneous(ly)
SCC Squamous cell carcinoma
SD Standard deviation
sPGA static Physician’s Global Assessment
STNF-a soluble tumour necrosis factor alpha
TB Tuberculosis
TEAE Treatment emergent adverse event
TNF Tumour necrosis factor
ULN Upper limit of normal
UVB Ultraviolet B
VAS Visual analogue scale
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1. Submission details

1.1 Submission type

This is an application to register Erelzi as a medicinal product biosimilar to Enbrel. Throughout
the dossier, the sponsor also refers to Erelzi as Erelzi. Consequently, for the purposes of this
report, Erelzi and Erelzi can be and are used interchangeably.

1.2. Drug class and therapeutic indication

Etanercept is a human tumour necrosis factor receptor p75 Fc fusion protein produced by
recombinant DNA technology in a Chinese hamster ovary (CHO) mammalian expression system.
Etanercept is a dimer of a protein genetically engineered by fusing the extracellular ligand-
binding domain of human tumour necrosis factor receptor-2 (TNFR2/p75) to the Fc domain of
human IgG1. This Fc component contains the hinge, CH2 and CH3 regions but not the CH1
region of IgG1.

The sponsor states that the proposed indications for Erelzi are aligned with those currently
approved for Enbrel in Australia, namely:

Rheumatoid Arthritis (adults);

Psoriatic Arthritis (adults);

Plaque psoriasis (adults);

Ankylosing Spondylitis (adults);

Non-radiographic Axial Spondyloarthritis (adults);

Polyarticular Juvenile Idiopathic Arthritis (children and adolescents); and
Paediatric plaque psoriasis (children and adolescents).

The proposed indications for Erelzi as outlined in the proposed product information (PI)
document, are as follows (identical to the approved indications for Enbrel):

Erelzi is indicated for the treatment of:
Adults
Rheumatoid Arthritis

Active, adult rheumatoid arthritis (RA) in patients who have had inadequate response to
one or more disease-modifying antirheumatic drugs (DMARDs). Erelzi can be used in
combination with methotrexate.

Severe, active rheumatoid arthritis in adults to slow progression of disease-associated
structural damage in patients at high risk of erosive disease.

Psoriatic Arthritis

The signs and symptoms of active and progressive psoriatic arthritis in adults, when the
response to previous disease-modifying antirheumatic therapy has been inadequate. Erelzi
has been shown to reduce the rate of progression of joint damage as measured by X-ray
and to improve physical function.

Plaque Psoriasis
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Adult patients with moderate to severe chronic plaque psoriasis, who are candidates for
phototherapy or systemic therapy.

Ankylosing Spondylitis

The signs and symptoms of active ankylosing spondylitis in adults.

Non-radiographic Axial Spondyloarthritis

Treatment of adults with active* non-radiographic axial spondyloarthritis with objective
signs of inflammation as indicated by elevated C-reactive protein (CRP) and/or MRI
change who have had an inadequate response to NSAID:s.

*Active disease is defined as a Bath Ankylosing Spondylitis Disease Activity Index (BASDAI)
score of 2 4.

Children and Adolescents

Juvenile Idiopathic Arthritis

Active polyarthritis (rheumatoid factor positive or negative) in children and adolescents,
aged 2 to 17 years, who have had an inadequate response to one or more DMARDs.

Active extended oligoarthritis in children and adolescents, aged 2 to 17 years, who have
had an inadequate response to, or who have proved intolerant to, methotrexate.

Active enthesitis-related arthritis in adolescents, aged 12 to 17 years, who have had an
inadequate response to, or who have proved intolerant to, conventional therapy.

Active psoriatic arthritis in adolescents, aged 12 to 17 years, who have had an inadequate
response to, or who have proved intolerant to, methotrexate.

Etanercept has not been studied in children aged less than 2 years.

Paediatric Plaque Psoriasis

Chronic, severe plaque psoriasis in children and adolescents from 4 to 17 years, who are
inadequately controlled by, or are intolerant to, other systemic therapies or
phototherapies. Duration of therapy to be no longer than 24 weeks and treatment to be
ceased after 12 weeks if a significant PASI response is not achieved.

1.3.

Dosage forms and strengths

Table below compares the dosage form and strengths for Enbrel and Erelzi. Erelzi has the same
presentations as Enbrel, except for the powder for injection. Furthermore, the sponsor states

that not all pack sizes may be marketed in Australia.

Table 1: Comparison of dosage forms and strengths for Enbrel and Erelzi.

Enbrel Reference product

Erelzi Biosimilar medicine to Enbrel

Dosage Pre-filled syringe (solution for Pre-filled syringe (solution for injection)
forms injection) (25 mg” and 50 mg) (25 and 50 mg)
Pre-filled syringe (auto-injector) (50 Pre-filled syringe (auto-injector) (50
mg) mg)
Powder for injection* (25 mg and 50
mg")
Strengths 25 mg, 50 mg 25 mg, 50 mg

*not available for Erelzi “not marketed
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1.4 Dosage and administration

The recommended dosages for the proposed indications of Erelzi/current indications of Enbrel
are shown. It is noted that there is no suitable Erelzi presentation is available for paediatric
patients weighing 62.5 kg or less.

Table 2: Recommended dosages for the proposed indications of Erelzi/current
indications of Enbrel.

Indication Stage Dose
Rheumatoid N/A 50 mg per week, given as a subcutaneous injection,
arthritis, EITHER once weekly as a single 50 mg injection OR
psoriatic twice weekly as two separate 25 mg injections given 3-
arthritis, non- 4 days apart.
radiographic
axial
spondyloarthritis,
ankylosing
spondylitis
Plaque psoriasis Induction 50 mg given twice weekly for up to 12 weeks.
(optional)
Maintenance 50 mg per week, given as a subcutaneous injection,

EITHER once weekly as a single 50 mg injection OR
twice weekly as two separate 25 mg injections given 3-

4 days apart.
Juvenile N/A 0.8 mg/kg (up to a maximum of 50 mg per dose) given
idiopathic once weekly as a subcutaneous injection, or 0.4 mg/kg
arthritis (age 2 (up to a maximum of 25 mg), given twice weekly with
years and an interval of 3-4 days between doses.
above)*
Paediatric plaque N/A 0.8 mg/kg (up to a maximum of 50 mg per dose), given
psoriasis (age 4 once weekly as a subcutaneous injection for up to 24
years and weeks.
above)*

*no suitable Erelzi presentation is available for paediatric patients weighing less than 62.5 kg.

2. Background

2.1. Information on the condition being treated
2.1.1. Rheumatoid arthritis

Rheumatoid arthritis (RA) is an autoimmune multi-system disease, but mainly affects the small
joints, symmetrically on both sides. Its main feature is persistent synovitis, leading to
irreversible damage to soft tissues and bones in later stages.
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2.1.2. Ankylosing spondylitis

Ankylosing spondylitis (AS) is a chronic inflammatory spondyloarthritis of unknown aetiology,
but with genetic predisposition. It mainly affects the axial skeleton including the sacroiliac
region. Its main clinical features are back pain and progressive stiffness of the spine.

2.1.3. Psoriasis and psoriatic arthritis

Psoriasis is a chronic inflammatory skin disorder mainly characterised by erythematous
papules and plaques with a silvery scale (plaque psoriasis). However, the disease may also
manifest itself as guttate psoriasis, pustular psoriasis, inverse psoriasis, erythrodermic
psoriasis, or nail psoriasis. In some individuals, the inflammatory changes extend into joints,
leading to psoriatic arthritis.

2.1.4. Non-radiographic axial spondyloarthritis

Ankylosing spondylitis (AS) is a form of spondyloarthritis (SpA). It is a chronic, inflammatory
disease of the axial skeleton characterised by back pain and progressive spinal stiffness, even
though other joints and extra articular structures can be involved (e.g. uveitis).

2.1.5. Polyarticular juvenile idiopathic arthritis

Polyarticular juvenile idiopathic is a subset of juvenile idiopathic arthritis (JIA) and is defined by
the presence of more than four affected joints during the first six months of disease. JIA can be
further classified into polyarthritis rheumatoid factor-negative or polyarthritis rheumatoid
factor-positive.

2.2. Current treatment options
2.2.1. Rheumatoid arthritis
Pharmacological treatment options include:

Anti-inflammatory medications, e.g. nonsteroidal anti-inflammatory drugs (NSAIDs) and
glucocorticoids

Non-biological disease-modifying antirheumatic drugs (DMARDs) (e.g. methotrexate,
hydroxychloroquine, sulfasalazine, and leflunomide)

Biological DMARDs:

— Tumour necrosis factor (TNF)-alpha inhibitors (e.g. infliximab, adalimumab, etanercept,
golimumab, and certolizumab pegol)

— Interleukin-1 (IL-1) receptor antagonists (e.g. anakinra)
— Interleukin-6 (IL-6) receptor antagonists (e.g. tocilizumab)
— T-cell co-stimulation modulators (e.g. abatacept)
— Anti-CD20 monoclonal antibodies (e.g. rituximab)
— Janus kinase inhibitors (e.g. tofacitinib)
2.2.2. Ankylosing spondylitis
Pharmacological treatment options include:

Anti-inflammatory medications, e.g. nonsteroidal anti-inflammatory drugs (NSAIDs),
selective COX-2 inhibitors, and glucocorticoids

Non-biological disease-modifying antirheumatic drugs (DMARDs), often only in conjunction
with biological DMARDs

Biological DMARDs:
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— Tumour necrosis factor (TNF)-alpha inhibitors (e.g. infliximab, adalimumab, etanercept,
golimumab, and certolizumab pegol)

2.2.3. Psoriasis and psoriatic arthritis

Treatment options include:
Topical corticosteroids and emollients
Vitamin D analogues (e.g. calcipotriene, calcitriol)
Topical/systemic retinoids (e.g. tazarotene)
Topical tacrolimus or pimecrolimus
UVB phototherapy
Non-biological agents (e.g. methotrexate, cyclosporine, apremilast)

Biological immunomodulators (e.g. infliximab, adalimumab, etanercept, ustekinumab
secukinumab, ixekizumab)

2.2.4. Non-radiographic axial spondyloarthritis
Pharmacological treatment options include:

Anti-inflammatory medications, e.g. nonsteroidal anti-inflammatory drugs (NSAIDs),
selective COX-2 inhibitors, and glucocorticoids

Non-biological disease-modifying antirheumatic drugs (DMARDSs), often only in conjunction
with biological DMARDs

Biological DMARDs:

— Tumour necrosis factor (TNF)-alpha inhibitors (e.g. infliximab, adalimumab, etanercept,
and golimumab)

2.2.5. Polyarticular juvenile idiopathic arthritis
Pharmacological treatment options include:

Anti-inflammatory medications, e.g. nonsteroidal anti-inflammatory drugs (NSAIDs) and
glucocorticoids

Folic acid supplementation

Non-biological disease-modifying antirheumatic drugs (DMARDs)(e.g. methotrexate,
hydroxychloroquine, sulfasalazine, and leflunomide)

Biological DMARDs:

— Tumour necrosis factor (TNF)-alpha inhibitors (e.g. infliximab, adalimumab, etanercept)
— Interleukin-6 (IL-6) receptor antagonists (e.g. tocilizumab)

— T-cell co-stimulation modulators (e.g. abatacept)

— Anti-CD20 monoclonal antibodies (e.g. rituximab)

2.3. Clinical rationale

Erelzi has been developed by the sponsor as a similar biological product to the reference
product Enbrel. It can serve as an alternative to the reference product, if found to be biosimilar.
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2.4. Guidance
The following guidelines have been considered in relation to this submission.

General guidelines

— CPMP/ICH/135/95: Note for guidance on good clinical practice (CPMP/ICH/135/95 -
Annotated with TGA comments)

Guidelines regarding similar biological medicinal products
— TGA guidance on regulation of biosimilar medicines, Version 2.0, December 2015
— CHMP/437/04 Rev. 1: Guideline on similar biological medicinal products.

— EMEA/CHMP/BMWP/42832/2005 Rev1: Guideline on similar biological medicinal
products containing biotechnology-derived proteins as active substance: non-clinical
and clinical issues.

— EMA/CHMP/BWP/247713/2012: Guideline on similar biological medicinal products
containing biotechnology-derived proteins as active substance: quality issues (revision
iy

— EMA/CHMP/BMWP/403543/2010: Guideline on similar biological medicinal products
containing monoclonal antibodies - non-clinical and clinical issues.

— CPMP/EWP/QWP/1401/98 Rev. 1/ Corr: Guideline on the Investigation of
Bioequivalence.

General guidelines regarding biological medicinal products/therapeutic proteins

— EMEA/CHMP/BMWP/101695/2006: Guideline on Comparability of Biotechnology-
Derived Medicinal Products after a change in the Manufacturing Process - Non-Clinical
and Clinical Issues.

— EMEA/CHMP/BMWP/14327/2006: Guideline on Immunogenicity Assessment of
Biotechnology-Derived Therapeutic Proteins.

— CHMP/EWP/14327/2004: Guideline on the Clinical Investigation of the
Pharmacokinetics of Therapeutic Proteins.

Guidelines regarding products containing monoclonal antibodies

— EMA/CHMP/BMWP/86289/2010: Guideline on immunogenicity assessment of
monoclonal antibodies intended for in vivo clinical use.

— CPMP/ICH/5721/03: ICH Topic Q 5 E: Comparability of Biotechnological/ Biological
Products (Note for Guidance on Biotechnological/Biological Products Subject to Changes
in their Manufacturing Process).

Indication-specific guidelines

— CHMP/EWP/2454/02 corr: Guideline on clinical investigation of medicinal products
indicated for the treatment of Psoriasis.

Guidelines regarding products for long-term use

— Rules 1998 (3C) - 3CCé6a: Clinical Investigation of Medicinal Products for Long-Term
Use.

Specific guidance for this submission: Pre-submission advice was sought in August 2016.
The main items included:

— There were no objections to the trade name Erelzi at the time of the meeting.
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— The bridging study report comparing the Australian batches to overseas-sourced
batches of the reference product (Enbrel).

— The proposed PI will state that powder for injection vials of Erelzi will not be available
for use in weight-based dosage adjustments for children and adolescents weighing
below 62.5 kg.

2.5. Evaluator’'s commentary on the background information

The provided background information is acceptable overall.

3. Contents of the clinical dossier

3.1. Scope of the clinical dossier

The dossier does not contain a full development program. The sponsor supports their biosimilar
application with bioequivalence and equivalence studies that compare their product, Erelzi, to
the reference product, Enbrel.

Four pharmacokinetic studies (in healthy subjects); and

One efficacy study in patients with plaque psoriasis.
Clinical study reports were included for:

PK studies

— GP15-101: A randomized, double-blind, two-way cross-over study to determine the
pharmacokinetics and safety of Erelzi and Enbrel® (EU-licensed) following a single
subcutaneous injection in healthy subjects.

— GP15-102: A randomized, double-blind, two-way cross-over study to determine the
pharmacokinetics and safety of Erelzi and Enbrel® (US-licensed) following a single
subcutaneous injection in healthy subjects.

— GP15-103: A randomized, open label, two-way cross-over study to determine the
pharmacokinetics and safety of Erelzi following a single subcutaneous injection by an
autoinjector and by a pre-filled syringe in healthy male subjects.

— GP15-104 (PIVOTAL): A randomized, double blind, two-way cross-over study to
determine the pharmacokinetics and safety of Erelzi and Enbrel (EU-licensed) following
a single dose of 50 mg subcutaneous injection in healthy male subjects.

Efficacy studies

— GP15-302 (PIVOTAL): A randomized, double-blind, multicenter study to demonstrate
equivalent efficacy and to compare safety and immunogenicity of a biosimilar
etanercept (Erelzi) and Enbrel in patients with moderate to severe chronic plaque type
psoriasis (EGALITY).

3.2. Paediatric data

The provided studies did not include paediatric patients.
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3.3. Good clinical practice

All studies contained a statement claiming compliance with good clinical practice guidelines or
ethical principles of the Declaration of Helsinki.

3.4. Evaluator’s commentary on the clinical dossier
3.4.1. Extrapolation of indications

The sponsor has conducted equivalence trials in patients with plaque psoriasis only. The
sponsor has proposed the extrapolation to all reference indications and has provided a rather
short justification for this.

3.4.2. Clinical overviews

It is noted that no ISE or ISS has been provided. The Summary of Clinical Safety only contained
efficacy study data up to Week 30. A supplementary document provided study data until Week
52.1deally, these documents should have been combined into one Summary of Clinical Safety.

3.4.3. Paediatric data

No specific paediatric data have been provided.

4. Pharmacokinetics

4.1. Studies providing pharmacokinetic information

Studies GP15-101, GP15-102, GP15-103, GP15-104, and GP15-302 provided PK data. Studies
GP15-101, GP15-102, GP15-103, GP15-104 were dedicated PK studies in healthy subjects. Study
GP15-302 was an equivalence study that compared Erelzi to Enbrel with regard to efficacy in
plaque psoriasis. The PK component of that study was limited to a comparison of steady state
trough concentrations.

Submission PM-2016-03159-1-1 Extract from the Clinical Evaluation Report for Erelzi 150f 100



Therapeutic Goods Administration

Table 3: Summary of clinical pharmacology studies of Erelzi.

StudyNo.  Studytitle Study Study  Dosage PKPD endpoints
population duration [batch number]
Pivotal PK study

GP15-104 A randomized, double  Healthy Up to GP2015 [DROSIT s Primary PH;
blind. tewo-way volunteers 3 months  (S0014) or Conar, AUC 20t
crossover study to Total from EnbrelEL [HTE540] and AUCea of
delermine the M imi sCleening 7 gingle doses, etanercept
pharmacokinetics and s tofollow- =g mg:ic. +  Secondary PK:
safety of GP2015 and up o, Yo, Ko
Enbrel'EL) Tollowing a including and |1',‘, of i
5.€. injection in healthy washout
male subjects between
o doses

Supportive PK studies’

GP15-101 A randomized, double-  Healthy Up to GP2015 =  Primary PK;
blind, teo-way volumeers Imonths [2G2T062011] o AUCH tast, Conax
crossover study to Total: from EnbrelELI [EB205T] af etanercept
determine the PK and N (mif)=54 sereening 2 single doses, Secondary PK:
safety of GF2015 and (3321) tofollow-  gp ma sc. = AUCaur Em k‘ﬁ
Enbrel'ELl fellowing a up and kol
single s.¢. injection in including stanercept
healthy subjects Sdaysof

washout
between
doses

GP15-102 A randomized, double- Healthy Up to GP2015 *  Primary PK
blind, teo-way voluniesrs imonths [2G2T062011) or A nam, Coas
crossover study to Total: from EnbrallUs of etanercept
determine the PK and M (mA1=57 scresning  [1026663]: « Secondary PK:
satety of GP2015 and (4245 tafallow- 3 single doses, AUCour, tews, ke
Enbrel/LIS following a P SOmgse and tyz of
single 50 mg s.c. including etanercept
Injection in healthy ISdays of
subjects, washout

between
doses

GP15-103 A randomized, open Healthy Up to GP2015 PFS «  Primary PK.
label two-way volunteers Imonths  [DROMS (SO0ME) or AUCa 1z, AUCa
crossover stedy to N (mi=51 from GP2015 Al e, Covae 0OF
determine the PK and ) screening  [30771670 (S0016)]: etanercept
satety of GP2015 o follew= 2 gingle doses, Secands
fallowing a single s.c. Up 50 rrz:.c. i FK‘.AUC@L
injection by an Al and including Ao and
by a PFS in healthy ISdaysof Conar, by wenight
male subjects. washout ﬁt:ﬂ‘:ﬂ" i)

Dby Ker and th of
doses etanercept

Study No. Study title Study Study Dosage PHIPD endpoints

population duration [batch number]
Confirmatory efficacy and safety study i 3 i

GP15-202 A randomized, double- Pabents with 52 weeks GP2015[S0011. PK. trough serum
blind, mullicenter study  moderate to idata 50012, 50014 v concentrations at
o demaonsirate severe chronic  peydeg  Enbrel/EL baseline and
equivalent efficacy and  plaque-lype in this [GT5422, HTEBE40]  Weeks 2. 4, 8 and
to compare salety and  psoriases dossier up SP2015 ar 12
immunogenicity of Total: tocut-off EnbrelEL. PD: high sensitivity
GP2015, a proposed M=531 date of 50 mg s.c., hwice- C-reattive profein
biosimilar etanercept,  azam2021) 0.0t weekly up to (MsCRP)
arvd Enbrel'EL) in GEI015: 2014 e 12 weeks, then once  saneentrations at
patients with moderate 264 (157mI1071) LPLY far  weekly up to baseline and
ta severs chronic Week 30) 52 weoks Wesks 4 and 12
plaque-lype psoriasis,  Enbrel/ELL

267 (172m/951
P sub-study.
M=147 (B5mI521)

Al=auteinjector; EnbrelE=EU-authorized Enbrel; Enbrel/lUS=U5-icensed Enbrel. f=female; hseCRP=high
sensitraty C-reactive pratein; N=number of patents of subjects; m=male: PD=Pharmacodynamic; PFS=pre-liled
syringe. PK= pharmacokinebs, & ¢ =subcutaneousiy).
For defintions of AUCoen, AU o, Coas, Ke, tmasx, t1z refer to List of abbreviations
' GP15-101 and GP15-102 have idenfical study designs and were performed in the same phase | unil.
Additicnally, prospectively planned cross-study comparison of the studies GP15-102 {using Enbrel/US) and
GP15-101 (using Enbrel/EU) was performed (denoted as study GP15-105).
Source: [Module 533 1 GP15-101), [Medule 5.3 3.1 GP15-102). [Module 5.3 3 1 GP15-103), [Module 5.3 3.1
GP15-104] and [Module 5.3.5.1 GP15-302 Week 30]
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4.1.1. PK Study GP15-104 (PXL216311)
4.1.1.1. Title

A randomized, double blind, two-way cross-over study to determine the pharmacokinetics and
safety of Erelzi and Enbrel (EU-licensed) following a single dose of 50 mg subcutaneous
injection in healthy male subjects.

4.1.1.2. Objectives
Primary objective:

To determine bioequivalence between Erelzi and Enbrel in terms of the pharmacokinetic
(PK) parameters Cmax, AUCo.-tast, AUCo-inrand following a single subcutaneous (s.c.)
administration of 50 mg.

Secondary objectives:
To compare remaining PK parameters tmax, Kel, ty; between Erelzi and Enbrel.
To compare the immunogenicity of both products.

To evaluate and compare the overall safety, tolerability and local tolerance of Erelzi and
Enbrel.

4.1.1.3. Methodology

Design: Phase 1, double-blind, randomised, two-way crossover study in healthy adult male
subjects undertaken in one centre in the United Kingdom. Subjects, investigator staff, persons
performing the assessments, laboratory personnel and data analysts were blinded. Allocation
concealment did occur.

There were two protocol changes and one analysis change (three de facto protocol changes):

Before study start: open-label design was changed to a double-blind design (documentation
error only, as the study was not intended to be open-label); minor alterations to
measurement times.

After study start before DBL: ANOVA was changed to ANCOVA to include protein content of
the administered dose as a covariate; details on syringe weight analysis were provided.

Analysis change (after DBL): ANCOVA was changed back to ANOVA; the sponsor states that
“[m]ajor assumptions of ANCOVA were violated which invalidated the fitting of the model as
planned. Therefore, the primary PK parameters (Cpnax, AUCo-tias, and AUCy.ing) were normalized
by the protein content (multiplying PK parameter values by 50/[protein content value]) before
fitting the model and not as planned by including the protein content as a covariate in the
ANCOVA model.”

Inclusion criteria: The main inclusion criteria included:

Subjects had to give written informed consent before any study-related assessment was
performed;

Male subjects, aged 18 to 49 years inclusive;

Physically and mentally healthy, as determined by physical examination and safety
laboratory assessments;

Body weight between 50 to 99.9 kg and body mass index (BMI) between 19.0 to 29.9 kg/m?2
inclusively;

Non-smoker or ex-smoker, defined as not having smoked for at least 6 months before IP
administration.
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Treatments: Each subject received a single dose of 50 mg SC injection (highest approved dose of
etanercept) of Erelzi or Enbrel into the abdomen in the morning on day 1 following an overnight
(at least 8 hours) fast. Subjects were randomised on Day 1 of Period 1. The allocation was
concealed. The syringes (including cap, label and needle) were weighed before and after
administration to determine the actual dose given.

PK sampling and analysis: A study design and treatment schema is shown. The single dose was
given on Day 1. Pharmacokinetic (PK) blood sample (3.5 mL) collection occurred pre-dose (-0.5
hours), then 6, 12. 24, 36, 48, 60, 72, 84 hours post-dose, and then on days 5, 6, 8, 10, 12, 15, 19,
29 post-dose. The serum concentration of etanercept was determined using a validated enzyme
linked immunosorbent assay (ELISA). The lower limit of quantification (LLOQ) for etanercept
levels was 6.7 ng/mL. The lower limit of quantification (LLOQ) for immunogenicity purposes
was 200 ng/mL. The following sampling windows were allowed:

* 5% of the nominal time after dosing until Day 15 inclusive.
+ 1 day at Day 19 and Day 29 (Period 2).

The following PK parameters were measured/calculated from serum etanercept concentration
data using non-compartmental methods:

Primary PK parameters:
Cmax: The maximum observed serum concentration (ng/mL);

AUCo.uast: The area under the serum concentration-time curve measured from the time of
dosing to the last measurable concentration (ng.h/mL); and

AUC.inr: The area under the serum concentration-time curve measured from the time of
dosing and extrapolated to infinity (ng.h/mL).

Secondary PK parameters:
%AU Cexra: Percentage of AUCo.inr Obtained by extrapolation;
CLo-inr: Apparent clearance calculated as dose/AUCo.ins;
kei: Elimination rate constant (h-1);
tmax: The time to the maximum observed serum concentration (h); and
ty: The apparent terminal half-life of elimination phase (h).

Figure 1: Study GP15-104. Study design and treatment schema.
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Statistical Analysis Plan (SAP): An analysis of variance (ANOVA) was used for statistical analysis
of In transformed Cmax, AUCo-tast, AUCo-inr. The ANOVA model included sequence, treatment and
period as fixed effects, and subject nested within sequence as a random effect. The secondary PK
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parameters were only analysed descriptively. There were no covariates (e.g. weight or protein
content).

The null and alternative hypotheses were:
Ho: pexr/pekr < 0.80 and pexr/pexr > 1.25
Hq1: 0.80 < HPK,T/HPK,RS 1.25

Subgroup/sensitivity analyses: A sensitivity analysis was conducted for uncorrected (nominal
dose PK analysis) log-transformed pharmacokinetic parameters (the main analysis considered
normalised doses based on syringe weight differences).

Safety analyses: adverse events (AEs), vital signs, 12-lead Electrocardiogram (ECG) parameters,
clinical laboratory, physical examination findings and immunogenicity were recorded. Only
treatment emergent adverse events (TEAEs) were reported. Immunogenicity blood samples
were collected at -0.5 hour pre-dose on Day 1 of each period and on Day 29 of Period 2.

4.1.1.4. Study participants
Enrolled: N=54 (n=27 in each group)
Completed: N=54
Analysed (Pharmacokinetic Analysis Set): N=54
Analysed (Safety Analysis Set): N=54
A summary of baseline characteristics - the following terminology was used:

Pharmacokinetic Analysis Set: All subjects who received IP and completed the study without
a major protocol deviation and for whom the primary PK parameters (Cmax, AUCo-tast, and
AUCo.inf) could be calculated.

Safety Analysis Set: All randomised subjects who received Erelzi or Enbrel at least once and
had at least one post-baseline safety assessment.

Normalised dose: referred to the actual dose given based on syringe weight differences.
Nominal dose: 50 mg.
4.1.1.5. PK Results - primary analysis

The concentration-time profiles (linear and semi-logarithmic) comparing Erelzi and Enbrel (EU)
are shown (normalised dose).
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Figure 2: Study GP15-104. Concentration-time profiles (linear and semi-logarithmic)
comparing the arithmetic means (+SD) of each treatment group (normalised dose,
Pharmacokinetic Analysis Set).

-
-
*

A statistical analysis of the primary PK parameters (Cmax, AUCo-tast, AUCo-inf) (normalised dose) is
shown: The 90% ClIs of the mean parameter ratios (Erelzi/Enbrel) were contained within the
pre-specified limits of 0.8 to 1.25. Intra-individual CV values are also shown. Inter-individual CV

values were provided by the sponsor after Round 1.

Table 4: Study GP15-104. Statistical analyses of primary PK parameters (normalised
dose, Pharmacokinetic Analysis Set).

Parameter (unit) . LS Means - . ans;
GP2015 Enbrel Confidence Intra-
MN=54 MN=54 Mean Interval of individual
Ratio (%) Ratio CV (%)
Cimax (Ng/mL} 3355.35 32437 1.02 0.98 -1.09 16.3
AUC gz (W ng/mL) 61912894 674724 .85 0.92 0.88 - 095 121
AUC s (h*ng/mlL) GE6690.80 T40831.90 0.90 0.87 -0.94 12.2

CV=coefficient of variation; LS=least square mean.
Far definitions of Crpae, AUCH yas @nd AUC, e, refer to Table 9-4.

Source: Table 14.2-2.1

4.1.1.6. PK results - subgroup/sensitivity analyses

Only one sensitivity analysis was conducted, i.e. the consideration of the nominal dose rather
than the normalised dose (i.e. without adjustment for different protein content). The results of
this analysis are shown in this subsection.

The concentration-time profiles (linear and semi-logarithmic) comparing Erelzi and Enbrel (EU)
are shown (nominal dose).
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Figure 3: Study GP15-104. Concentration-time profiles (linear and semi-logarithmic)
comparing the arithmetic means (+SD) of each treatment group (nominal dose,
Pharmacokinetic Analysis Set).

A statistical analysis of the primary PK parameters (Cmax, AUCo-tast, AUCo.inf) (nominal dose) is
shown: The 90% ClIs of the mean parameter ratios (Erelzi/Enbrel) were contained within the
pre-specified limits of 0.8 to 1.25. Intra-individual CV values are also shown. Inter-individual CV
values were provided by the sponsor after Round 1.

Table 5: Study GP15-104. Statistical analyses of primary PK parameters (nominal dose,
Pharmacokinetic Analysis Set).

Parameter (unit) LS Mean Mean a0% Intra-
GP2015 Enbrel Ratio (%) Confidence individual CV
N=54 N=54 Interval of tnr’i:.]
Ratio
Corax (NG/mL) 3416.22 3087.00 1.11 1.06-1.17 16.4
AUC yaes (h°ng/mL) 630363.18 64223526 0.98 0.84-1.02 12.1
AUC, u (h™ng/mL) 678786 .96 705159.10 0.6 0.93 - 1.00 123

L5=least square mean; C\V=coefficient of variation
For definitions of Gy, AUCH s, AUC i, refer to Table 9-4.

Data source: Table 14.2-2.3

4.1.1.7. Immunogenicity

All pre-dose samples were negative. 3 subjects (and additionally 1 indeterminate) had
confirmed binding anti-etanercept antibodies on Day 65, but the concentrations were below the
LLOQ. None of the detected ADAs were neutralising. No sensitivity analysis for ADA positive
subjects was conducted.

Comment: Design: The crossover design is acceptable. However, the switch may have
increased the risk of immunogenicity for individual subjects. The inclusion and
exclusion criteria are acceptable. The use of one strength (in this case the higher
strength) is acceptable in a drug displaying linear pharmacokinetics.

Blinding: The blinding methods are acceptable. Subjects, investigator staff, persons
performing the assessments, laboratory personnel and data analysts were blinded.
There was allocation concealment.

Dosing: This was a single-dose study only. Analyses of bioequivalence at steady
state during the maintenance phase were not possible. Results from the clinical
equivalence studies allowed a comparison of steady state PK.
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4.1.2.
4.1.2.1.

PK sampling and analysis: was acceptable. Regarding sampling windows, there was
no information given whether the actual sampling time was considered in the data
analysis.

Statistical methods: The statistical methods used are compliant with regulatory
guidance.

Methodology: The use of the 50 mg dose was acceptable due to relevant etanercept
dose proportionality.

The methodology had some deficiencies (e.g. single dosing only, protocol changes,
changes to the data analysis methodology post hoc). Most of the protocol changes
were minor and would not have affected the study results. However, the post hoc
changes were not ideal (with regard to protein adjustment/dose normalisation).
However, the sponsor has provided both sets of results (adjusted and unadjusted).

Immunogenicity: All pre-dose samples were negative. 3 subjects (and additionally 1
indeterminate) had confirmed binding anti-etanercept antibodies on Day 65, but
the concentrations were below the LLOQ. None of the detected ADAs were
neutralising. Based on the results, a sensitivity analysis of ADA positive subjects
would not have been practical.

Results: The results support bioequivalence of Erelzi to Enbrel (EU). When
comparing Erelzi to Enbrel (EU), Cmax, AUCo.tast, AUCo-int Were, on average, 11%
higher, 2% lower, and 4% lower respectively, in Erelzi subjects. Inter-individual
variability values were low to medium and similar between groups. PK parameter
results unadjusted for protein content are usually preferred. However, both the
adjusted and the unadjusted results were provided. Of note, the protein adjustment
appeared to have been based on the normalised dosing calculations rather than
serum protein measurements.

Summary: Overall, the bioequivalence criteria for Erelzi were met. The parameters
assessed are within the prescribed bioequivalence margins and support
bioequivalence.

PK Study GP15-101
Title

A randomized, double-blind, two-way cross-over study to determine the pharmacokinetics and
safety of Erelzi and Enbrel (EU-licensed) following a single subcutaneous injection in healthy

subjects.

4.1.2.2.

Objectives

Primary objective:

To determine bioequivalence between Erelzi and Enbrel in terms of the pharmacokinetic
parameters AUCo.uast and Ciay, and following a single subcutaneous injection of 50 mg.

Secondary objectives:

To further compare Erelzi and Enbrel® with respect to the following criteria:

— Remaining pharmacokinetic parameters (AUCo.c0, tmax, Ketand ty,).

— Immunogenicity of both products.

— Overall safety and local tolerance.
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4.1.2.3. Methodology

Design: Phase 1, double-blind, randomised, two-way crossover study in healthy, male and
female, adult subjects undertaken in one centre in Leeds, United Kingdom. Subjects, investigator
staff, persons performing the assessments, laboratory personnel, and data analysts were
blinded. Allocation concealment did occur. Only non-substantial protocol changes occurred.
However, a post hoc analysis changed was implemented: an additional analysis (that considered
operator differences, i.e. the operator that administered Enbrel or Erelzi to subjects) was
created.

Inclusion criteria: the main inclusion criteria included:

Subjects must give written informed consent before any study-related assessment is
performed.

Male or female subjects, aged 18 to 49 years inclusive.

Physically and mentally healthy, as determined by physical examination and safety
laboratory assessments.

Body weight between 50 to 99.9 kg and body mass index (BMI) between 19.0 to 29.9 kg/m?2
inclusively.

Non-smoker or ex-smoker, defined as not having smoked for at least 6 months before IMP
administration.

Treatments: Subjects were randomly assigned in a 1:1 ratio to one of the following treatment
sequences:

50 mg Erelzi in Period I and 50 mg Enbrel® in Period II.
50 mg Enbrel in Period I and 50 mg Erelzi in Period II.

The single dose was given on Day 1. Pharmacokinetic (PK) blood sample (3.5 mL) collection
occurred pre-dose, then 6, 12, 24, 36, 48, 60, 72, 84, 96, 120, 168, 216, 264, 336, and 432 hours
post-dose in each period.

The serum concentration of etanercept was determined using a validated enzyme linked
immunosorbent assay (ELISA). The lower limit of quantification (LLOQ) for etanercept levels
was 8 ng/mL. The lower limit of quantification (LLOQ) for immunogenicity purposes was 200
ng/mlL.

The following PK parameters were measured/calculated from serum etanercept concentration
data using non-compartmental methods.

Table 6: PK parameters measured/calculated from serum etanercept concentration data.

AUCH g area under the serum concentration-time curve measured from the time of dosing to the
last measurable concentration [ng.h/mL]

Ca maximum observed serum concentration [ng/mL]

AUCH- area under the serum concentration-time curve measure from the time of dosing

extrapolated to infinity [ng.h/mL]
UAUCamp percentage of AUC that is due to extrapolation from tya.: to infinity (%)

tmas time to the maximum observed serum concentration [h]
Ke elimination rate constant [h™']

L the apparent terminal half-life of elimination phase [h]
CL/F* apparent total serum clearance
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Figure 4: Study GP15-101. Study design and treatment schema.
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Statistical Analysis Plan (SAP): An analysis of variance (ANOVA) was used for statistical analysis
of In transformed Cmax and AUCo.uast. The ANOVA model included sequence, treatment and
period as fixed effects, and subject nested within sequence as a random effect. All other PK
parameters were only analysed descriptively. There were no covariates (e.g. weight or protein
content).

Subgroup/sensitivity analyses: None were planned originally, but then an ‘ad hoc analysis’ was
conducted post hoc which considered the of operator effect on PK parameters.

Safety analyses: adverse events (AEs), vital signs, ECG parameters, clinical laboratory, physical
examination findings, local tolerance and immunogenicity were recorded.

4.1.2.4. Study participants
Enrolled: N=54
Completed: N=51
Analysed (Per-protocol Analysis Set): N=49 (50 for some parameters)
Analysed (Safety Analysis Set): N=53
A summary of baseline characteristics - the following terminology was used:

Per-protocol Analysis Set: all subjects who received both IMPs, provided a pharmacokinetic
profile for each IMP, and completed the study without a major protocol violation.

Safety Analysis Set: All randomised subjects who received study medication at least once
were included in the safety evaluation. Subjects were analysed according to treatment
received.

4.1.2.5. PK results - overview

Two sets of analyses were conducted: a primary analysis and a secondary analysis (termed ‘ad
hoc analysis’ by the sponsor). The sponsor chose to use the results of the ad hoc analysis, as they
support bioequivalence, whereas the results of the primary analysis are narrowly outside the
pre-specified interval of 80 to 125%.

4.1.2.6. PK results - primary analysis

A statistical analysis of PK parameters is shown. Not all 90% CIs of the mean parameter ratios
(Erelzi/Enbrel) were contained within the pre-specified limits of 0.8 to 1.25: AUCo.tast and AUCo.
« were slightly outside that range.
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Table 7: Study GP15-101. Statistical analyses of PK parameters (without operator
adjustment, Per-protocol Analysis Set).

Geomelric L3 mean Ratio of geometric LS mean Within
50 mg GP2015 50 mg Enbrel” GP2015 : Enbrel” subject
M (80%: CI) CV%
ALCH g - 0 8540
inghimL)  +° 31961 SRET08 (0.7835, 0.9309) A8
Crr - 05124
ng/ml) 0 e e {0.8247, 1.0094) i
ALIC, . oo 08454
nghimL) 4 b gk, (0.7815, 0.9233) o
AUCy.sam 0.8777
f y 5 j
{ng.h I_'|:1'|L] 45 337042 383992 (0.8037. 0.9586) 26.44
LN |
Ciras 0.9360
{ng.'mlL) a0 1836 1957 =) 31 38
{nom (0.B463, 1.0397)

Cl = confidance interval, CV = coefficient of variation; LS = least squares, N = Number of subjects
studied; [norm) = normalized for actual dose administered
* Parameter calculated based on actual dose received,

Source; PT-Table 14_2-1a
4.1.2.7. PK Results - ad hoc analysis

Only one secondary analysis was conducted, i.e. the consideration of operator effect on PK
parameters. The results of this analysis are shown in this subsection.

A statistical analysis of the main PK parameters (Cmax and AUCo.uast,) (With operator adjustment)
is shown: The 90% CIs of the mean parameter ratios (Erelzi/Enbrel) were contained within the
pre-specified limits of 0.8 to 1.25. AUCo... was not reported.

Table 8: Study GP15-104. Statistical analyses of primary PK parameters (nominal dose,
Pharmacokinetic Analysis Set).

Geometric LS mean Ratio of geometric LS mean Within

50 mg GP2015 50 mg Enbrel® GP2015 : Enbrel® subject
N (90% CI) CV%
AUC ot 0.8757
(B AL 49 272617 311318 (0.8130, 0.9432) 21.41
Cimax 0.9357
{ng./mL) 50 1466 1567 (0.8535, 1.0258) 21.06

Cl = confidence interval; CV = coefficient of variation; LS = least squares; N = Number of subjects
studied.
Source: PT-Table 14.2-1b

4.1.2.8. Immunogenicity
The sponsor states that all antibody results were negative.

Comment: Design: The crossover design is acceptable. However, the switch may have
increased the risk of immunogenicity for individual subjects. The inclusion and
exclusion criteria are acceptable. The use of one strength (in this case the higher
strength) is acceptable in a drug displaying linear pharmacokinetics.

Blinding: The blinding methods are acceptable. Subjects, investigator staff, persons
performing the assessments, laboratory personnel and data analysts were blinded.
There was allocation concealment.

Dosing: This was a single-dose study only. Analyses of bioequivalence at steady
state during the maintenance phase were not possible. Results from the clinical
equivalence studies allowed a comparison of steady state PK.
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PK sampling and analysis: was acceptable. Regarding sampling windows, there was
no information given whether the actual sampling time was considered in the data
analysis.

Statistical methods: The statistical methods used are compliant with regulatory
guidance.

Methodology: The methodology had many deficiencies. The main deficiency is the
post hoc changes to the analysis to introduce operator adjustment. The sponsor
provided the following justification:

Not all subjects were dosed by the same operator in Periods I and II. The
subjects who were dosed by different operators in Periods I and Il revealed
different pharmacokinetic profiles and subsequently exposure. As a small
volume of etanercept of approximately 1 mL had to be injected, any minor
deviation might have an impact on the exposure.

The operator adjustment rationale and the adjustment process (after the primary
analysis had revealed PK parameters outside the pre-determined range) were
difficult to follow and would have affected the internal validity. Consequently, the
PK results from this study were excluded from consideration. It is noted that the
issues with methodology lead to the design of another PK study which became the
pivotal bioequivalence PK study for this submission.

Immunogenicity: All samples were negative.

Summary: The PK results were not used for the purposes of this evaluation due to
issues with the methodology. However, the safety data could still be used.

4.1.3. PK Study GP15-102
4.1.3.1. Title

A randomized, double-blind, two-way cross-over study to determine the pharmacokinetics and
safety of Erelzi and Enbrel® (US-licensed) following a single subcutaneous injection in healthy
subjects.

4.1.3.2. Objectives
Primary objective:

To determine bioequivalence between Erelzi and Enbrel in terms of the pharmacokinetic
parameters area under the serum concentration-time curve measured from the time of
dosing to the last measurable concentration (AUCo.uast) and maximum observed serum
concentration (Cmax) following a single subcutaneous injection of 50 mg.

Secondary objectives:
To further compare Erelzi and Enbrel® with respect to the following criteria:
— Remaining pharmacokinetic parameters (AUCo.c0, tmax, Ketand t,).
— Immunogenicity of both products.
— Overall safety and local tolerance.
4.1.3.3. Methodology

Design: Phase 1, double-blind, randomised, two-way crossover study in healthy, male and
female, adult subjects undertaken in one centre in Leeds, United Kingdom, in 2012. Subjects,
investigator staff, persons performing the assessments, laboratory personnel, and data analysts
were blinded. Allocation concealment did occur.

No protocol changes occurred after the start of the study.
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Inclusion criteria: The main inclusion criteria included:

Subjects must give written informed consent before any study-related assessment is
performed.

Male or female subjects, aged 18 to 49 years inclusive.

Physically and mentally healthy, as determined by physical examination and safety
laboratory assessments.

Body weight between 50 to 99.9 kg and body mass index (BMI) between 19.0 to 29.9 kg/m?2
inclusively.

Non-smoker or ex-smoker, defined as not having smoked for at least 6 months before IMP
administration.

Treatments: Subjects were randomly assigned in a 1:1 ratio to one of the following treatment
sequences:

50 mg Erelzi in Period I and 50 mg Enbrel® in Period Il
50 mg Enbrel® in Period I and 50 mg Erelzi in Period Il
PK sampling and analysis: A study design and treatment schema is shown.

The single dose was given on Day 1. Pharmacokinetic (PK) blood sample (3.5 mL) collection
occurred pre-dose, then 6, 12. 24, 36, 48, 60, 72, 84, 96, 120, 168, 216, 264, 336, and 432 hours
post-dose in each period.

The serum concentration of etanercept was determined using a validated enzyme linked
immunosorbent assay (ELISA). The lower limit of quantification (LLOQ) for etanercept levels
was 8 ng/mL. The lower limit of quantification (LLOQ) for immunogenicity purposes was 200
ng/mlL.

The following PK parameters were measured/calculated from serum etanercept concentration
data using non-compartmental methods.

Table 9: PK parameters measured/calculated from serum etanercept concentration data.

AUC ga0 area under the serum concentration-time curve measured from the time of dosing to
the last measurable concentration [ng.h/mlL]

Cinas maximum observed serum concentration [ng/mL]

AUC,.. area under the serum concentration-time curve measured from the time of dosing

extrapolated to infinity [ng.h/mL]
B AUC airan percentage of AUC that is due to extrapolation from t,, to infinity (%)

time to the maximum cbserved serum concentration [h]
ky elimination rate constant (h™')

tss the apparent terminal half-life of the elimination phase [h]
CL/F* _ apparent total serum clearance

Figure 5: Study GP15-101. Study design and treatment schema.
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Statistical Analysis Plan (SAP): An analysis of variance (ANOVA) was used for statistical analysis
of In transformed Cmax and AUCo.uast. The ANOVA model included sequence, treatment, operator
and period as fixed effects, and subject nested within sequence as a random effect. All other PK
parameters were only analysed descriptively. There were no covariates (e.g. weight or protein
content). The inclusion of operator effect was added due to the experience in study GP15-101.

The remaining pharmacokinetic parameters were analysed descriptively. Additional non-
parametric analyses were conducted using the Wilcoxon-Mann-Whitney two one-sided test
procedures including the calculation of distribution-free CIs based on the Hodges-Lehman
estimator.

Subgroup/sensitivity analyses: A sensitivity analysis that excluded operator effect was
performed.

Safety analyses: adverse events (AEs), vital signs, ECG parameters, clinical laboratory, physical
examination findings, local tolerance and immunogenicity were recorded.

4.1.3.4. Study participants
Enrolled: N=57
Completed: N=54
Analysed (Per-protocol Analysis Set): N=53 (54 for AUCo.uast)
Analysed (Safety Analysis Set): N=57 (Erelzi: N=55; Enbrel (US): N=56)
A summary of baseline characteristics - the following terminology was used:

Per-protocol Analysis Set: all subjects who received both IMPs, provided a pharmacokinetic
profile for each IMP, and completed the study without a major protocol violation.

Safety Analysis Set: All randomised subjects who received study medication at least once
were included in the safety evaluation. Subjects were analysed according to treatment
received.

4.1.3.5. PK results - overview

Two sets of analyses were conducted: a primary analysis (consideration of operator effect) and
a sensitivity analysis (no consideration of operator effect).

4.1.3.6. PK results - primary analysis

The concentration-time profiles (linear and semi-logarithmic) comparing Erelzi and Enbrel (US)
are shown.
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Figure 6: Study GP15-102. Concentration-time profiles (linear and semi-logarithmic)
comparing the arithmetic means (+SD) of each treatment group (Per-protocol Analysis
Set)
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All measured/calculated PK parameters (Per-protocol Analysis Set) are shown. A statistical
analysis of the primary PK parameters is shown: All 90% Cls of the mean parameter ratios
(Erelzi/Enbrel (US)) were contained within the pre-specified limits of 0.8 to 1.25.
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Table 10: Study GP15-102. Statistical analyses of PK parameters (with operator
adjustment, Per-protocol Analysis Set).

; Ratio of geometric LS mean Within
Geometric LS mean _ GP2015 : Enbrel” subject
N 50 mg GP2015 50 mg Enbrel” (90% CI) CV%
AUC e
(ng.h/mL 53 378279 418797 0.8985 (0.8422, 0.95886) 19.88
)
Cm." 54 2055 2163 0.9500 (0.8797, 1.0260) 23.97
(ng/mL)
AUCH .
(ng.himL 54 397239 445118 0.8924 (0.8401, 0.9481) 18.75

)
Cl = confidence interval; CV = coefficient of variation: LS = least squares; N = Number of subjects
Source: PT-Table 14 2-1.1

4.1.3.7. PK results - sensitivity analysis

Only one sensitivity analysis was conducted, i.e. the non-consideration of operator effect on PK
parameters. The results of this analysis are shown in this subsection.

The statistical analysis of the main PK parameters (Cmax, AUCo-0, and AUCo.t1ast) (without
operator adjustment) is shown. The 90% CIs of the mean parameter ratios (Erelzi/Enbrel (US))
were contained within the pre-specified limits of 0.8 to 1.25.

Table 11: Study GP15-102. Statistical analyses of PK parameters (without operator
adjustment, Per-protocol Analysis Set).

Ratio of geometric LS Within

Geometric LS mean mean subject
N - GP2015 : Enbrel CcV%
50 mg GP2015 50 mg Enbrel” (90% Cl)

AUCogo 5o 365808 410263 0.8919 (0.8319, 09561) 2163
(ng h/mL)
AUC).x 54 386489 435143 0.8882 (0.8328, 0.9473) 20.18
{ng.himL})
{':.'“.‘“ 54 2028 2146 0.9450 (08695, 1.0271) 26.27
(no/mL)

4.1.3.8. Immunogenicity
The sponsor states that all antibody results were negative.

Comment: Design: The crossover design is acceptable. However, the switch may have
increased the risk of immunogenicity for individual subjects. The inclusion and
exclusion criteria are acceptable. The use of one strength (in this case the higher
strength) is acceptable in a drug displaying linear pharmacokinetics.

Blinding: The blinding methods were acceptable. Subjects, investigator staff,
persons performing the assessments, laboratory personnel and data analysts were
blinded. There was allocation concealment.

Dosing: This was a single-dose study only. Analyses of bioequivalence at steady
state during the maintenance phase were not possible. Results from the clinical
equivalence studies allowed a comparison of steady state PK.
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PK sampling and analysis: was acceptable. Regarding sampling windows, there was
no information given whether the actual sampling time was considered in the data
analysis.

Statistical methods: The statistical methods used are compliant with regulatory
guidance.

Methodology: The study is very similar to study GP15-101 and was conducted in the
same centre. The deficiencies in methodology of GP15-101 were addressed in GP15-
102. Operator effect was included in the analysis, but the sponsor has also
conducted a sensitivity analysis of the results without operator effect. In both
analyses, the 90% Cls of the mean parameter ratios (Erelzi/Enbrel (US)) were
contained within the pre-specified limits of 0.8 to 1.25. This supports
bioequivalence between Erelzi and Enbrel (US).

Immunogenicity: All samples were negative.

Summary: Overall, the bioequivalence criteria for Erelzi (compared to Enbrel (US)
were met. The parameters assessed are within the prescribed bioequivalence
margins and support bioequivalence. However, the results are only supportive, as
the reference product, Enbrel (US), was not tested against the Australian Enbrel
product.

4.1.4. PK Study GP15-103
4.1.4.1. Title

A randomized, open label, two-way cross-over study to determine the pharmacokinetics and
safety of Erelzi following a single subcutaneous injection by an autoinjector and by a pre-filled
syringe in healthy male subjects.

4.1.4.2. Objectives

Primary objective: To demonstrate bioequivalence of Erelzi administered by an autoinjector
(delta-Erelzi_50) and a pre-filled syringe (PFS) as single subcutaneous (s.c.) injection of 50 mg
to healthy adult male subjects in terms of the PK parameters AUCo.iast, AUCo-inrand Cmax.

Secondary objectives:

To study and compare the primary PK parameters AUCo.iast, AUCo-inrand Cmax, by weight
category (low: 50.0-79.9 kg, medium: 80.0-99.9 kg, and high: 100.0-140.0 kg) between
delta-Erelzi_50 and PFS, when Erelzi was administered as a single s.c. injection of 50 mg.

To compare remaining PK parameters tmax, Kel, t1/2 between delta-Erelzi_50 and PFS, both
administered Erelzi as a single s.c. injection of 50 mg, across the total population as well as
by weight categories.

To evaluate and compare the overall safety, tolerability and local tolerance of Erelzi
administered by delta-Erelzi_50 and PFS as a single s.c. injection of 50 mg.

4.1.4.3. Methodology

Design: Phase 1, open-label, randomised, two-way crossover study in healthy adult male
subjects undertaken in one centre in The Netherlands in 2014.

There were only minor protocol changes prior to study commencement. One analysis change
occurred post hoc: one outlier subject was removed from analysis (the subject was the subject
with the highest body mass in the study; the PK parameters were significantly lower compared
to the other subjects).

Inclusion criteria: The inclusion criteria were:

Subjects were to provide written informed consent before any assessment was performed;
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Male subjects, aged 18 to 45 years inclusive;

Physically and mentally healthy, as determined by physical examination and safety

laboratory [assessments];

Body weight between 50 to 140 kg and body mass index (BMI) between 18.5 to 49.9 kg/m?2

inclusively;

Non-smoker or ex-smoker, defined as a subject who did not smoke for at least 6 months
before IMP administration.

Treatments: Each subject received a single dose of Erelzi via PFS followed by a single injection
of Erelzi via autoinjector, or vice versa. The CSR did not specify whether the syringes were
weighed before and after administration to determine the actual dose given.

Table 12: Study GP15-103. Comparison of PFS and autoinjector treatments.

GP2015 GP2015

PF3 Autoinjector {delta-GP2015_50)
Active ingredient Etanercept Etanercept
Batch number DRO919 (30016) 30771670 (S0016)

Expiry date
Formulation ! Strength
Presentation

Appearance

Inactive ingredients

Route of administration

13 December 2013
50 mg in 1.0 mL solution

Solution for injection in a pre-filled
syringe

Clear to faint opalescent, colorless
to slightly yvellowish liguid. May
contain small, translucent or white
floating particles of protein

Citric acid

Tri-sodium citrate x 2 H.0

MaCl

Saccharose (= Sucrose)

L-Lysine hydrochlanide

Water for injections

5.C.

13 December 2015
50 mg in 1.0 mL solution

Solution for injection in a pre-filled
syringe aszembled into autcinjector
Clear to faint opalescent, colorless
to slightly yellowish liquid. May
contain small, translucent or white
floating particles of protein

Citric acid

Tri-sodium citrate x 2 H,0

MNaCl

Saccharose (= Sucrose)

L-Lysine hydrochloride

Water for injections

5.C.

MaCl = natriumchloride; PFS = Pre-filled syringe; s.c. = subcutanaous

PK sampling and analysis: A study design and treatment schema is shown. The single dose was
given on Day 1. Pharmacokinetic (PK) blood sample (3.5 mL) collection occurred pre-dose, then
ondays 1,2, 3,4,5,6,8,10,12, 15, 19, 29 post-dose. The serum concentration of etanercept
was determined using a validated enzyme linked immunosorbent assay (ELISA). . The lower
limit of quantification (LLOQ) for etanercept levels was 6.7 ng/mL. The lower limit of
quantification (LLOQ) for immunogenicity purposes was 200 ng/mL.

The following sampling windows were allowed:
* 5% of the nominal time after dosing until Day 15 inclusive.
+ 1 day at Day 19 and Day 29 (Period 2).

The following PK parameters were measured/calculated from serum etanercept concentration
data using non-compartmental methods:

Cmax: Maximum observed serum concentration (ng/mL);
tmax: Time to the maximum observed serum concentration (h);

AUCo.1ast: Area under the serum concentration-time curve measured from the time of dosing
to the last measurable concentration (ng.h/mL);

AUCo.int: Area under the serum concentration-time curve measured from the time of dosing
and extrapolated to infinity (ng.h/mL);
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AUCexira: Percentage of AUCo.in Obtained by extrapolation;
kei: Elimination rate constant (h-1);

ty,: Apparent terminal half-life of elimination phase (h); and
CLo-ins: Apparent clearance calculated as dose/AUCo.int.

Figure 7: Study GP15-103. Study design and treatment schema.
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Statistical Analysis Plan (SAP): An analysis of covariance (ANCOVA) was used for statistical
analysis of In transformed Cmax, AUCo-tast, AUCo.int. The ANCOVA model included treatment
administration, sequence and period as fixed effects, and subject nested within sequence as a
random effect. The subject’s weight was the covariate. Each ANCOVA included least-squares
means (LSM) calculation for the treatment administered and LSM ratios were calculated. If non-
normal distribution became apparent, a non-parametric analysis was to be performed (two 1-
sided tests). The Hodges-Lehmann estimator associated with the Wilcoxon'’s signed rank test
was used to calculate a distribution-free CI for the difference in treatment administrations.

The null and alternative hypotheses were:
Ho: pexr/pekr < 0.80 and pexr/pexr > 1.25
H1: 0.80 < HPK,T/HPK,RS 1.25

The secondary PK parameters were mainly analysed descriptively. For ti, the same analysis as
for the primary endpoints was applied. For tmax, the Hodges-Lehmann estimates for the
differences between treatment administrations and the corresponding 90% Cls according to
Tukey were computed.

Subgroup/sensitivity analyses: Subgroup analyses were conducted using different body mass
categories (Low (50.0-79.9 kg); Medium (80.0-99.9 kg); High (100.0-140.0 kg)). Within that
subgroup analyses, a sensitivity analysis was conducted that involved removing a subject with
outlier results.

Safety analyses: adverse events (AEs), vital signs, Electrocardiogram (ECG) parameters, clinical
laboratory, physical examination findings, local tolerance at the injection site and
immunogenicity (including whether ADAs were neutralising) were recorded.

4.1.4.4. Study participants
The study disposition was as follows:
Enrolled: N=51
Completed: N=49
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Analysed (Pharmacokinetic Analysis Set): N=48 (one subject was found to have a have a
pre-dose PK concentration of >5% of Cmax in Period 2 and was excluded from the
Pharmacokinetic Analysis Set).

Analysed (Safety Analysis Set): N=51
Table 13: Study GP15-103. Subject disposition.

Number of subjects

Subjects . . M
Screened 132
Mot dosed _ _ _ a1
Delta-GP2015_507 GP2015-PFS/! Total
GP2015-FF3 Delta-GP2015_50
N=25 N=26 N=51
; n (%) ; n (%) N (%)
Randomized 25 (100) 26 (100) 51 (100}
Exposed 26 (100) 26 (100) 51 (100)
Completed 24 (98) 25 (96) 40 (96)
Completed Period 1 25 (100) 25 (96) 50 (9B)
Completed Period 2 24 (298) 25 (96) 49 (08)
Discontinued 1(4) 1(4) 2(4)
Main reason of discontinuation
Adverse event(s) 1(4) 0 1i(2)
Protocol violation : 0 ; 1(4) ; 112}

FF3 = pre-filled syringe
Source; [Appendix 16.2.1-1], PT-Table 14.1-1

A summary of baseline characteristics - the following terminology was used:

Pharmacokinetic Analysis Set: all subjects completing both study periods, i.e. subject

received both IMPs and completed Period 1 and Period 2 to the follow-up visit after the last
IMP administration.

Safety Analysis Set: All randomised subjects who received Erelzi at least once and had at
least one post-baseline safety assessment were included in the safety evaluation. Subjects
were analysed according to the administration method they actually received.

4.1.4.5. PK Results - primary analysis

The concentration-time profiles (linear and semi-logarithmic) comparing PFS and autoinjector
are shown.
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Figure 8: Study GP15-103. Concentration-time profiles (linear and semi-logarithmic)
comparing the arithmetic means (+SD) of each treatment group (Pharmacokinetic
Analysis Set).
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A statistical analysis of the primary PK parameters (Cmax, AUCo-1ast, AUCo.inf) is shown. The 90%
CIs of the mean parameter ratios (autoinjector/PFS) were contained within the pre-specified
limits of 0.8 to 1.25.

Table 14: Study GP15-103. Statistical analyses of primary PK parameters (normalised
dose, Pharmacokinetic Analysis Set).

Ratio
Delta-GP2015_50/GFP2015-PF5
Geometric LS means 90% Confidence interval
Delta-
PK parameter GP2015_50 _GFENE--FFS_ Estimate _ Lower _ Upper
Crnax (HGfmL) a7 38 1.01 0.54 1.08
AUC 0 (h*pgimL) 684.1 675.4 1.01 0.95 1.07
AUCqm (h'pgimL) 7452 7374 1.01 0.86 1.07

- Using PROC MIXED (ANCOVA) with treatment, period and sequence as fixed effects. body weight
as covanate, and subject within sequence as random effect.

L5 = least squares; PFS = pre-filled syringe; PK = pharmacokinetic

For definitions of C, .., AUCH 1w, AUCh . refer to Table -4

Source: PT-Table 14.2-8

4.1.4.6. PK Results - subgroup/sensitivity analyses

Subgroup analyses were conducted using different body mass categories (Low (50.0-79.9 kg);
Medium (80.0-99.9 kg); High (100.0-140.0 kg)). Within that subgroup analyses, a sensitivity
analysis was conducted that involved removing a subject with outlier results. The results are
shown in this subsection.

The statistical analysis of the main PK parameters (Cmax, AUCo-1ast, AUCo.inf) stratified by body
mass (with the outlying subject included) is shown (Table 15). The 90% CIs of the mean
parameter ratios (autoinjector/PFS) were contained within the pre-specified limits of 0.8 to
1.25 in the low and medium body mass strata. In the high body mass stratum, Cmax and AUCo.1ast
ratio Cls were not contained within the target interval (the upper bound was 1.29 and 1.26,
respectively), whereas the AUCo.inr CIs were.

The statistical analysis of the main PK parameters (Cmax, AUCo-1ast, AUCo.in¢) stratified by body
mass (with the outlying subject excluded) is shown (Table 16). The 90% Cls of the mean
parameter ratios (autoinjector/PFS) were contained within the pre-specified limits of 0.8 to
1.25 in all three body mass strata.

Submission PM-2016-03159-1-1 Extract from the Clinical Evaluation Report for Erelzi 350f 100



Therapeutic Goods Administration

Table 15: Study GP15-103. Statistical analyses of primary PK parameters
(Pharmacokinetic Analysis Set) stratified by body mass (with the outlying subject
included).

Ratio
Dalta-GP2015_50/GP2015-
FFS
90% Confidence
Geometric LS means interval
Delta- GP2015-
Body weight category  PK parameter GP2015_50 PFS Estimate Lower Upper
Low (50.0-79.9 kg) Cos. (H9/mL}) 5.1 54 054 0.86 1.02
AL e (RTp/ML) 823 6 i1 R 0 86 080 102
AUC o (h*paimiL ) O86.6 1030.5 0.96 090 1.02
Medium (80.0.99.9 kg)  C_.. (pgiml) 14 14 1.00 0.89 1.12
AL g1 (M pg/mlL ) 6023 6357 0.95 .86 1.05
AL, o (h™pgimlL) BE0.0 684 5 058 0.E9 105
High {100.0-140.0 kg) Ciss {pg/mL} 29 26 1.10 0.95 1.20
AUC g 4 (hpmL) 5640 5000 .11 047 1.26
AUC o (h*pamL) G23.0 240 110 0.98 1.24

- Lsing PROC MIXED (ANCWA) for each weight category with treatment, penod and sequence as
fixed effects, and subject within sequence as random effect

LS = least squares, PFS = pre-hilled synnge, PK = Phamacolanalsc

For defnitions Cas. AUC o AU o, refer 1o Table 94

Source: PT-Table 14.2-13

Table 16: Study GP15-103. Statistical analyses of primary PK parameters
(Pharmacokinetic Analysis Set) stratified by body mass (with the outlying subject
excluded).

Ratio
Delta-GP20156_BO/GP20156-PFS
Geometric LS means 90% Confidence
interval
Dalta- GP2015-
Body weight category PK parameter GP2015_5&0 PFS Estimate Lower Upper

Low (50.0-79.9 kg) '3_,_. (pg/mL) 51 54 094 0.86 1.02
AUCos (R°WOML)  goq 554 8 0,56 090 102
AL g (W pgimL) 9866 1030.5 0.96 0.20 1.02
Medium (80.0-88.9 kg) C... (pa'mL) 1.4 3.4 1.00 n.8a 112
AUCo i (W pgiml) 6023 6357 085 0.86 1.05
AUC,.. (hpg/mL) G600 G845 0.06 0.89 1.05
High {100.0-140.0 kg)® Ca.. (pa/ml) 28 28 1.03 0 54 114
AUC,,. (hpgiml) 5699 546.4 1.04 0.47 1.12
AUCo (h'pgmL) 6284 6004 105 0.68 1.12

- Using PROC MIXED {ANOVA) for each wedght category with treatment, peniod and sequence as
fixed affects, and subject within sequence as random effect

*Cutlier analyses excluding Subject 214

LS = least squares, PFS = pre-filled synnge; PK = Phamacokinetic

Faor definitions Ca.., AUCh . AUCs, refer to Table 8.4

Source: PT-Tabde 14.2-14 and [Appendix 162 5-6]

4.1.4.7. Immunogenicity
All subjects had negative ADA results on Day 1 of both treatment periods and at follow-up.

Comment: Design: The crossover design is acceptable. However, the switch may have
increased the risk of immunogenicity for individual subjects. The inclusion and
exclusion criteria are acceptable. The use of one strength (in this case the higher
strength) is acceptable in a drug displaying linear pharmacokinetics.

Dosing: This was a single-dose study only. Analyses of bioequivalence at steady
state during the maintenance phase were not possible.

PK sampling and analysis: was acceptable. Regarding sampling windows, there was
no information given whether the actual sampling time was considered in the data
analysis.
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Statistical methods: The statistical methods used were acceptable.

Methodology: The use of the 50 mg dose was acceptable due to relevant etanercept
dose proportionality. A blinded study would have been advantageous, but given that
this was mainly dependent on objective serum concentration measurements, the
open-label approach is acceptable.

Results: The primary results support bioequivalence of PFS compared to the
autoinjector. In the subgroup analyses of different body mass categories (Low
(50.0-79.9 kg); Medium (80.0-99.9 kg); High (100.0-140.0 kg)), the 90% Cls of the
mean parameter ratios (autoinjector/PFS) were contained within the pre-specified
limits of 0.8 to 1.25 in the low and medium body mass strata. In the high body mass
stratum, Cmax and AUCo.1asc ratios were not contained within the target interval (the
upper bound was 1.29 and 1.26, respectively), but AUCo.inf was within the target.
The Cmax and AUCo.1asc ratios were only slightly over the target interval. Furthermore,
AUCo.int is generally the more important and meaningful parameter (when
compared to Cmax)- A sensitivity analysis of the same parameters excluded one
obvious outlier. The exclusion is acceptable. The sensitivity analysis of the same PK
parameters (Cmax, AUCo.1ast, AUCo.inf) stratified by body mass (with the outlying
subject excluded) revealed that 90% Cls of the mean parameter ratios
(autoinjector/PFS) were contained within the pre-specified limits in all three body
mass strata.

Summary: Overall, the bioequivalence criteria comparing the PFS and the
autoinjector were met. The primary parameters assessed are within the prescribed
bioequivalence margins and support bioequivalence.

4.1.5. Study GP15-302 (PK study data only)

Supportive PK data were supplied by study GP15-302. One of the secondary objectives was to
compare the pharmacokinetics (PK) of Erelzi and Enbrel in terms of trough serum
concentrations in a subset of 100 patients. However, 147 patients were enrolled, as more
consent forms were received after the required patient number had been reached.

Trough serum concentrations of etanercept were determined in a subset of 147 patients (72
patients treated with Erelzi and 75 patients treated with Enbrel) at baseline (Day 1) and at
Weeks 2, 4, 8, and 12.

The PK Analysis Set was used to analyse the data. The PK Analysis Set included patients with
quantifiable PK measurements of etanercept. Patients with major protocol deviations related to
PK sampling as determined in the BDRM were excluded from the PK analysis set. Patients were
analysed according to the actual treatment they received.

Trough serum concentration levels after multiple dosing of Erelzi 50 mg or Enbrel 50 mg at
Weeks 2, 4, 8 and 12 were similar in the two treatment groups.
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Table 17: Study GP15-302. Arithmetic Mean Summary of Trough Serum
Pharmacokinetics Concentrations (ng/mL) by Visit and Treatment (PK Analysis Set).

GP2015 50 mg . Enbrel 50 mg
MN=T2 HN=T5
Mean (SO) Mean (SD)
Week y n ~ (ngimL)  CV(%) n  (ngimL) €V (%)
5338.03 5879.39
Week 2 &0 {1493 648) 27881 55 {1921.668) 12 688
5448.04 4561.57
Week 4 &0 {1725.252) 31,660 56 (1700.804) 37.482
5677.59 5323.35
Week 8 &0 (1568.213) 27 621 83 (1702.528) 31.082
5640.81 5474.32
Week 12 80  (2263.144) 40.121 62  (1931.050)  35.275

CV=¢oefficient of variance, LLOQ=lower limit of quantification; n=number of evaluable patients,
N=number of patients in PK analysis sel for each treatment group; PE=pharmacokinetic; SD=standard
deviation.

Summary statistics were calculated by setting concentration valuas balow the LLOO to 2&ra.

Source: Table 14.2-8.1

Table 18: Study GP15-302. Geometric LS Mean Summary of Trough Serum
Pharmacokinetics Concentrations (ng/mL) and Ratios by Visit and Treatment (PK
Analysis Set).

Sampling time point  Parameter Geometric least Ratio and 90% confidence interval
square means
GP2015 Enbrel/EU  Estimate Lower Upper
Week 2 Crrough (ng/mL)  5115.42 551473 093 0.83 1.03
Week 4 Chrougn (ng/mL)  5030.87 417871 1.20 1.04 1.40
Week & Chrough (n@/mL)  5459.10 5023 .69 1.09 0.99 1.20
Week 12 Cirougn (ng/mL)  5081.28 5195.03 0.98 0.84 1.14

Comment: Trough serum concentration levels after multiple dosing of Erelzi 50 mg or Enbrel
50 mg at Weeks 2, 4, 8 and 12 appeared to be similar in the two treatment groups.
They were contained within the 0.80-1.25 ratio range for Weeks 2, 4, and 12, but
not for Week 8. Nevertheless, the results are supportive of bioequivalence.

4.1.6. Pharmacokinetic results excluded from consideration

A summary of pharmacokinetic results excluded from consideration are listed. The PK results in
Study GP15-101 were not used for the purposes of this evaluation due to issues with the
methodology.

Table 19: Pharmacokinetic results excluded from consideration.

Study ID Subtopics PK results excluded

GP15-101 PK data PK data

4.2. Summary of pharmacokinetics
4.2.1. Physicochemical characteristics of the active substance

The following information on physicochemical characteristics is derived from the proposed PI
document for Erelzi and refers to the reference product Enbrel. The section with regard to
physicochemical characteristics is essentially identical to the corresponding section in the
reference product PI document.
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Etanercept is a human tumour necrosis factor receptor p75 Fc fusion protein produced by
recombinant DNA technology in a Chinese hamster ovary (CHO) mammalian expression
system. Etanercept is a dimer of a protein genetically engineered by fusing the
extracellular ligand-binding domain of human tumour necrosis factor receptor-2
(TNFRZ2/p75) to the Fc domain of human IgG1. This Fc component contains the hinge, CH2
and CH3 regions but not the CH1 region of IgG1. Etanercept contains 934 amino acids and
has an apparent molecular weight of approximately 150 kilodaltons. Erelzi is
manufactured using a serum-free process.

4.2.2. Pharmacokinetics in healthy subjects, the target population, and special
populations

The following information on pharmacokinetics is derived from the proposed PI document for
Erelzi and refers to the reference product Enbrel. The section with regard to pharmacokinetics
is essentially identical to the corresponding section in the reference product Pl document.

Absorption

Etanercept is slowly absorbed from the site of subcutaneous (SC) injection, reaching
maximum concentration between 24 and 96 hours after a single dose. The absolute
bioavailability is 76% as calculated in a population pharmacokinetic analysis of several
studies. With twice weekly doses, it is anticipated that steady-state concentrations may be
two to five-fold greater than those observed after single doses. After a single SC dose of 25
mg etanercept, the average maximum serum concentration observed in healthy volunteers
was 1.65 + 0.66 mg/L, and area under the curve was 235 + 96.6 mg.hr/L. Dose
proportionality has not been formally evaluated, but there is no apparent saturation of
clearance across the dosing range.

Distribution

A bi-exponential curve is required to describe the concentration time curve of etanercept.
The central volume of distribution of etanercept is 7.6 L, while the volume of distribution at
steady state is 10.4 L.

After continued dosing of RA patients (n = 25) with etanercept for 6 months with 25 mg
twice weekly, the median observed level was 3.0 mg/L (range 1.7 to 5.6 mg/L).

Excretion

Etanercept is cleared slowly from the body. The half-life is approximately 80 hours.
Clearance is approximately 0.066 L/hr in patients with RA, somewhat lower than the value
of 0.11 L/hr observed in healthy volunteers. Additionally, the pharmacokinetics of
etanercept in rheumatoid arthritis patients, plaque psoriasis and ankylosing spondylitis
patients are similar.

Serum concentration profiles at steady state were comparable among patients with RA
treated with 50 mg etanercept powder for injection formulation once weekly and those
treated with 25 mg etanercept powder for injection formulation twice weekly. A single 50
mg/mL injection of etanercept was also found to be bioequivalent to two simultaneous
injections of 25 mg/mL. The mean (# standard deviation) Cnax, Cmin and partial AUC were
24+1.5mg/L, 1.2 +0.7 mg/L and 297 + 166 mg.h/L, respectively, for patients treated
with 50 mg etanercept once weekly (n =21); and 2.6 + 1.2 mg/L, 1.4 + 0.7 mg/L and 316 +
135 mg.h/L for patients treated with 25 mg etanercept twice weekly (n = 16). Serum
concentrations in patients with RA have not been measured for periods of dosing that
exceed 6 months. In an open-label, single-dose, two treatment crossover study in healthy
volunteers, etanercept administered as a single injection of etanercept 50 mg solution for
injection was found to be bioequivalent to two simultaneous injections of etanercept 25 mg
powder for injection formulation. The mean (# standard deviation) Cmax and AUC.y are
expressed in the table below.
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Table 20: The mean (* standard deviation) Cmax and AUC(0-t) from two treatment
crossover study in healthy volunteers

. | AUCp (me.h/L) | Comax (mig/L)
1 x 50 mg solation SC (n=33) 333 £192 3.590+1.49
2 x 25 mg powder SC (n=33) 590 £208 | 09 £1.65
Point Estimate (%) 905 C1 91.3(80.9, 103.1) : 968 (84.1,111.3)

Although there is elimination of radioactivity in urine after administration of radiolabelled
etanercept to patients and volunteers, increased etanercept concentrations were not
observed in patients with acute renal or hepatic failure. The presence of renal and hepatic
impairment should not require a change in dosage. There is no apparent pharmacokinetic
difference between men and women.

No formal pharmacokinetic studies have been conducted to examine the metabolism of
etanercept or the effects of renal or hepatic impairment. Methotrexate has no effect on the
pharmacokinetics of etanercept. The effect of etanercept on the human pharmacokinetics
of methotrexate has not been investigated.

The data described above were derived from studies using etanercept manufactured using
a serum-based process.

Special populations
Elderly (>65 years)

The impact of advanced age was studied in the population pharmacokinetic analysis of
etanercept serum concentrations. Clearance and volume estimates in patients aged 65 to
87 years were similar to estimates in patients less than 65 years of age.

Patients with juvenile idiopathic arthritis

In a polyarticular juvenile idiopathic arthritis (JIA) trial with etanercept, 69 patients (age
4 to 17 years) were administered 0.4 mg etanercept/kg twice weekly for three months.
Serum concentration profiles were similar to those seen in adult rheumatoid arthritis
patients. The youngest children (4 years of age) had reduced clearance (increased
clearance when normalised by weight) compared with older children (12 years of age) and
adults. Simulation of dosing suggests that while older children (10-17 years of age) will
have serum levels close to those seen in adults, younger children will have appreciably
lower levels.

Paediatric patients with plaque psoriasis

Patients with paediatric plaque psoriasis (aged 4 to 17 years) were administered 0.8
mg/kg (up to a maximum dose of 50 mg per week) of etanercept once weekly for up to 48
weeks. The mean serum steady state trough concentrations ranged from 1.6 to 2.1 mg/L at
weeks 12, 24, and 48. These mean concentrations in patients with paediatric plaque
psoriasis were similar to the concentrations observed in patients with juvenile idiopathic
arthritis (treated with 0.4 mg/kg etanercept twice weekly, up to maximum dose of 50 mg
per week). These mean concentrations were similar to those seen in adult patients with
plaque psoriasis treated with 25 mg etanercept twice weekly.

4.3. Evaluator’s overall conclusions on pharmacokinetics

Overall, the bioequivalence criteria for Erelzi were met. The main results were within the
prescribed bioequivalence margins and are acceptable.

Enbrel is currently approved in Australia and its PK study data and their description in the
product information (PI) document have previously been accepted by the TGA. Consequently,
the product information (PI) document of any approved biosimilar to Enbrel without separate
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PK studies should contain the identical information with regard to pharmacokinetics. The
proposed PI document for Erelzi fulfils this requirement. However, in the ‘Pharmacology’
section, in the ‘Pharmacokinetics’ subsection, under a ‘Comparability of Erelzi with Enbrel’
subheading, comparability data should be added.

Nearly no subjects in the PK studies developed ADAs. More detail and questions are directed to
the sponsor.

As stated above, the clinical efficacy study reporting did not show the trough concentration
mean ratios and associated 90% Cls. All of the information necessary is presented in tables.

5. Pharmacodynamics

Pharmacodynamic data pertaining to Enbrel are proposed to be included in the Erelzi PI. In the
proposed PI for Erelzi, the section with regard to pharmacodynamic data is identical to the
corresponding section in the reference product PI document. However, in the ‘Pharmacology’
section, in the ‘Pharmacodynamics’ subsection, under a ‘Comparability of Erelzi with Enbrel’
subheading, comparability data should be added.

Study GP15-302 had a small pharmacodynamic component, in which high sensitivity C-reactive
protein (hsCRP) was used as a pharmacodynamic marker. This marker was compared between
the treatment groups at baseline, and at Weeks 4 and 12.

The mean hsCRP levels (+ SD) (Erelzi vs. Enbrel) were 4.390 + 5.8540 mg/L vs. 4.529 + 12.0969
mg/L, 1.993 + 3.5787 mg/L vs 1.810 + 2.6836 mg/L, and 1.889 * 2.7920 mg/L vs. 1.747
3.0309 mg/L at baseline, Week 4, and Week 12, respectively. The proportions of patients with
high hsCRP levels as well as the mean hsCRP levels were similar between the Erelzi and Enbrel
groups.

The results are generally supportive of biosimilarity, but a pharmacodynamic assessment was
not necessarily required to establish this.

6. Dosage selection for the pivotal studies

The doses used in clinical equivalence study were identical to the usual recommended dosing
regimen for the respective adult indications in the reference product Enbrel.

7. Clinical efficacy

7.1. Studies providing evaluable efficacy data
One study provided evaluable efficacy data for plaque psoriasis:

Study GP15-302: a phase 3, double-blind, randomised, active comparator-controlled study
in 531 subjects with moderate to severe psoriasis evaluating the efficacy and safety of Erelzi
compared with Enbrel (EU).
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7.2. Pivotal or main efficacy studies
7.2.1.  Study GP15-302 (EGALITY)
7.2.1.1. Title

A randomized, double-blind, multicenter study to demonstrate equivalent efficacy and to
compare safety and immunogenicity of a biosimilar etanercept (Erelzi) and Enbrel in patients
with moderate to severe chronic plaque-type psoriasis (EGALITY).

7.2.1.2. Design

A phase 3, double-blind, randomised, active comparator-controlled study in 774 subjects with
moderate to severe psoriasis evaluating the efficacy and safety of Erelzi compared with Enbrel
(EU).

Figure 9: Study GP15-302: Study design schema.
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The outline of the study design is shown. The total duration of the study was up to 52 weeks:
Screening period: Subjects were screened and randomised before drug administration.
Treatment Period 1 (12 weeks): Subjects received Erelzi (Group 1) or Enbrel (Group 2).

— The primary efficacy endpoint was assessed at Week 12. The subjects that showed a
PASI 50 response (50% or better improvement) continued in the study until up to Week
52. Subjects without a PASI 50 response at week 12 were discontinued from the study.

Treatment Period 2 (Week 12 to 30):
— Group 1 was split:
8 Group 1a continued on Erelzi.

8 Group 1b switched to Enbrel at Week 12, then switched to Erelzi at Week 18, then
switched to Enbrel at Week 24.

— Group 2 was split:

8  Group 2a continued on Enbrel.
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8 Group 2b switched to Erelzi at Week 12, then switched to Enbrel at Week 18, then
switched to Erelzi at Week 24.

Extension Period (Week 30 to 52):

— Group 1a continued on Erelzi.

— Group 1b continued on Enbrel.

— Group 2a continued on Enbrel.

— Group 2b continued on Erelzi.
7.2.1.3. Objectives

Primary Study Objective: to demonstrate equivalent efficacy of Erelzi and Enbrel (EU-
authorized) in patients with moderate to severe chronic plaque-type psoriasis with respect to
Psoriasis Area and Severity Index (PASI) 75 response rate at Week 12.

Secondary Study Objectives in Treatment Period 1 (TP1) (up to Week 12):
To compare PASI 50, PASI 75, and PASI 90 response rates of Erelzi and Enbrel.

To compare the response of patients treated with Erelzi and Enbrel over time based on the
PASI score.

To compare the response rates of Erelzi and Enbrel determined by the Investigator’s Global
Assessment (IGA) of disease activity.

To compare the health-related quality of life (HRQoL) during treatment with Erelzi and
Enbrel by the Dermatology Life Quality Index (DLQI) and the EuroQol 5-Dimension Health
Status Questionnaire (EQ-5D).

To compare functional ability by the Health Assessment Questionnaire-Disability Index
(HAQ-DI) only in patients with a medical history of psoriatic arthritis (PsA).

To compare the clinical safety and tolerability of Erelzi and Enbrel as assessed by vital signs,
clinical laboratory variables, electrocardiograms (ECGs), and adverse event (AE)
monitoring.

To compare injection site reactions (ISRs).

To compare the pharmacokinetics (PK) of Erelzi and Enbrel in terms of trough serum
concentrations in a subset of 100 patients [Appendix 16.1.1-Protocol amendment 1].

To compare immunogenicity as determined by measuring the rate of anti-drug antibody
(ADA) formation against Erelzi and Enbrel.

Secondary Study Objectives in Treatment Period 2 (TP2) (Week 12 to Week 30):

To compare efficacy, safety, and immunogenicity data from patients who were continually
treated with Erelzi (Group 1a) versus those from patients who were continually treated
with Enbrel (Group 2a).

To compare efficacy, safety, and immunogenicity of pooled data from patients who
underwent repeated switches (Groups 1b and 2b; pooled switched) with pooled data from
patients who were continually treated with Erelzi and Enbrel (Groups 1a and 2a; pooled
continued).

Secondary Study Objectives in the Extension Period (EP) (Week 30 to 52):

To compare efficacy, long term safety, and immunogenicity data from patients who were
continually treated with Erelzi (Group 1a) versus those of patients who were continually
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treated with Enbrel (Group 2a) after Week 30 up to Week 52 [Appendix 16.1.1-Protocol
amendment 1].

To compare efficacy, long term safety, and immunogenicity of pooled data from patients
who underwent repeated switches and then continued with the last treatment after Week
30 for a further 22 weeks (Groups 1b and 2b; pooled switched) with pooled data from
patients who were continually treated with Erelzi and Enbrel (Groups 1a and 2a; pooled
continued) for 52 weeks.

7.2.1.4. Location and dates

The study was conducted at 71 centres in Bulgaria, Czech Republic, Estonia, Germany, Hungary,
Poland, Romania, Russia, Slovakia, South Africa, United Kingdom and Ukraine, between 24 June
2013 (first patient first visit) and 30 March 2015 (last patient last visit).

7.2.1.5. Inclusion and exclusion criteria
The inclusion criteria were:

Patients had to be able to understand and communicate with the investigator and comply
with the requirements of the study (including administration of s.c. injections at home) and
had to give a written, signed and dated informed consent before any study related activity
was performed. Where relevant, a legal representative was also to sign the informed study
consent according to local laws and regulations.

Men or women at least 18 years of age at time of screening.

Chronic plaque-type psoriasis diagnosed at least 6 months before baseline.
Moderate to severe psoriasis as defined at baseline by:

— PASI score of 10 or greater and,

— IGA score of 3 or greater (based on a scale of 0 - 4) and,

— BSA affected by plaque-type psoriasis of 10% or greater.

Chronic plaque-type psoriasis patients who had previously received phototherapy or
systemic psoriasis therapy at least once or who were candidates for such therapies in the
opinion of the investigator.

The exclusion criteria included:
Forms of psoriasis other than chronic plaque-type.

Ongoing use of prohibited psoriasis treatments (e.g., topical corticosteroids, UV-therapy) or
other non-psoriasis prohibited treatments.

Previous exposure to etanercept.
Pregnant or nursing (lactating) women.

Women of child-bearing potential, unless they used effective contraception during the study
and for 4 weeks after stopping treatment, such as: barrier methods, total abstinence, female
or male sterilisation, or hormonal methods of contraception, intrauterine device or
intrauterine system.

Active ongoing inflammatory diseases other than psoriasis that could confound the
evaluation of the benefit of treatment with etanercept.

Underlying condition which significantly immunocompromised the patient and/or placed
the patient at unacceptable risk for receiving an immunomodulatory therapy.

History of clinically significant liver disease or liver injury.
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Pre-existing or recent-onset central or peripheral nervous system demyelinating disorders
or patients who were considered to have an increased risk of developing a demyelinating
disease.

Significant cardiovascular problems.
Patients with a serum creatinine level exceeding 176.8 umol/L (2.0 mg/dL).

Screening total white blood cell count < 3500/uL, or neutrophils < 2000/pL or platelets <
125000/uL or hemoglobin < 10.0 g/dL.

Radiographic evidence of ongoing infectious or malignant process obtained within 3 months
prior to baseline.

History of an ongoing, chronic or recurrent infectious disease (including tuberculosis (TB),
HIV, hepatitis B or hepatitis C.

Active systemic infections during the last 2 weeks (exception: common cold) or patients
with a history or evidence of opportunistic infections.

History of lymphoproliferative disease or any known malignancy or history of malignancy of
any organ system (except some skin and cervical conditions).

Current severe progressive or uncontrolled disease, or any medical or psychiatric condition
which, could preclude the participant from adhering to the protocol or completing the study
per protocol.

History of hypersensitivity to any recombinant protein drugs or any of the excipients used
in Erelzi or Enbrel, or to rubber or latex.

History or evidence of ongoing alcohol or drug abuse, within the last 6 months before
baseline.

Plans for administration of live vaccines during the study period or live vaccination within 6
weeks prior to baseline.

Use of investigational treatment within 4 weeks before screening, or within a period of 5
half-lives of the investigational treatment, whichever was longer.

Patients not willing to limit UV light exposure during the course of the study.

Comment: The inclusion and exclusion criteria that were used in the study are acceptable, as
they provide a reasonable balance between internal and external validity.

The main inclusion criteria in the two pivotal trials for etanercept in plaque
psoriasis (Leonardi, et al. (2003) and Papp, et al. (2005)) were very similar to the
main inclusion criteria in EGALITY

7.2.1.6. Study treatments

Both Erelzi and Enbrel (EU) were administered by subcutaneous injection at a dose of 50 mg
twice weekly for the first 12 weeks and 50 mg once weekly thereafter. Both products were
supplied as pre-filled syringes of identical appearance.

The dosing regimen in the currently registered Pl document for Enbrel specifies:

The recommended dose of Enbrel is 50 mg per week, given once weekly (single 50 mg
injection) or twice weekly (single 25 mg injections given 3-4 days apart) as a subcutaneous
injection. Higher responses may be achieved from initial treatment for up to 12 weeks with
a dose of 50 mg given twice weekly, after which, the dose should be reduced to the
standard dose of 50 mg per week. Treatment should be discontinued in patients who do not
show a significant PASI response after 12 weeks. If re-treatment with Enbrel is indicated,
the dose used should be 50 mg per week.
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Therefore, the dosing schedule in EGALITY was identical to the higher dosing regimen in
currently registered Enbrel Pl document.

During the screening period, certain active topical treatments limited to mild or moderate
potency corticosteroids on face, scalp, and genitoanal area were permitted. These treatments
had to cease at the randomisation stage. Topical treatments used on other body areas were
subject to a 2 week washout. Furthermore, patients were to be advised to limit exposure to UV
light (including sunbathing and/or use of UV tanning devices) during the study to avoid possible
effects on psoriasis. Prohibited treatments are listed.

Table 21: Study GP15-302. Prohibited treatments.

Frohibited treatments'” Washout period

Washout period relative to randomization

Elanaroepl No prior use allowed
THF anlagomists (mveshaabonal or approved), e.g., adahmaemat,

inflximet B monins
Biclogical immunomadulating sgems other than above, 8.q., e
alotacept, bnakinumab, ustekmumab, abalacept, anakinra )

Oiher systamic immunomodulating reatments (e.g., & nicoks

muzthotrexate, cyclosporme A coricosierods™)
Cyclophosphamids & months
B wedhks (unless a chalastyraming

LeBunoiide wiash-out has besn parfommed)

Oittver systamic psoriasis reatmentsie g, retinoids, fumarales) A weaks
FPhotochamatherapy (8.9, PUVA] A weeks
Fhototherapy (e.g., UWA, LVE) 2 waaks

Topical treatment that is ikely fo impact signs and symptoms of
psonass (eog, vilanmin D analogues, pimeciohmus, retinods,

sahcyl vaseling, salcylic acid, Bactic acid, wacrolimus, 1ar, urea, - 2 Wes
hydircuey or Truil acids
Live vaccmatons & weoks
Prohibstad regemen of iopical comicostenoids
Topical comticosterolds with higher than moderake potency on £ wiaaks
any body location
Topncal corbicosteronds with mid to moderabe polency on any 2 waeks

biody kxcation other than the face, scalp and'or ganitoanal anss

Topical cormicostaroids with méd o moderabe polency on the

face, scalp andior genitoanal ared I day
‘Washout period relative to scresning
Any mvestigational reatmeant (other than hose mentioned above) 4 weeks or 5 hatl-bves (whichever
of partcipation in any imlarventional trial 15 longer)

PLAA=psonalen ulina violet betwaen 320 and 400 nanometers; THF=tumor necrosis factor; UV A=ulira
viodet between 320 and 400 nanometers; LVE=ulira viclet B

" If the prohibited treatment was used during the study for any indication, the patient had to discontinue
use of the prohibited réatment if hishe wishad 1o continus in the study

*In case of undug safety nsk for the patient, the patent had to disconbinue siudy treatment al the

discration of the investigator. If the patent received a e vaccination during the study, the patient had

1o discontmse Study treatment

* Inhalative: corcostennids with only a topical effect (e.g., to freal asthma) wene nol conssdered
Systemic mmunomodulaing raatments” and wers therelone acceptable a5 co-medication

Comment: The dosing schedule and rules were appropriate. The choice of comparator was
appropriate. The list of prohibited medications was reasonable and strengthened
internal validity. In contrast, the two pivotal trials for Enbrel in plaque psoriasis
(Leonardi, et al. (2003) and Papp, et al. (2005)) both permitted patients to continue
on stable doses of topical steroids only on the scalp, axilla, and groin during the
study.

The 50 mg twice weekly regimen for the first 12 weeks was one of the regimens
used in the Enbrel pivotal trials. The pivotal trials also included treatment arms
with lower doses, but they were found to be less efficacious

7.2.1.7. PASI score

For the purposes of this study, the PASI score was used a key psoriasis assessment tool. The
PASI measures the average redness (erythema), thickness (induration), and scaliness (each
graded on a 0 to 4 scale) of psoriasis lesions, weighted by the area of involvement (Fredriksson
& Pettersson, 1978; Feldman & Krueger, 2005; Spuls et al, 2010.). This will result in a score
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from O (no disease) to 72 (maximal disease), but that the upper end of the scale is rarely used.
Typically, a PASI score < 10 is considered to be mild disease, and a score of 10-20 moderate, and
a score > 20 is considered severe. In this study, the assessments for a given subject were made
by the same observer whenever possible.

To be eligible for the study, a PASI score of = 10 and = 10% total BSA involved was required at
baseline.

7.2.1.8. Investigator’s global assessment

The investigator’s global assessment scoring system was also used. The system used was static,
i.e. no comparison with previous states was used. In this study, the assessments for a given
subject were made by the same observer whenever possible.

To be eligible to participate in the study an IGA score of 3 or 4 at baseline was necessary.
Patients were considered IGA responders if they achieved a score of 0 (“clear”) or 1 (“almost
clear”) and improved by at least 2 points compared to baseline.

7.2.1.9. Primary efficacy variable (endpoint)

The primary efficacy endpoint was the proportion of PASI 75 responders at Week 12 (TP1).
7.2.1.10.  Secondary efficacy variables (endpoints)

The secondary efficacy endpoints up to Week 12 (TP1) were:

PASI percent improvement from baseline up to Week 12 (TP1) (MMRM analysis and mean
ATE).

The secondary efficacy endpoints in all study periods (TP1, TP2, EP, and in the overall analysis
(OA)) were:

PASI 50, 75, and 90 response proportions.
Percentage change from baseline in PASI scores.
IGA (proportion of patients achieving clear (0) or almost clear (1) disease state).

HRQoL as assessed with regard to relative changes in the DLQI, the EQ-5D™, and the
proportion of patients achieving a DLQI of 0 or 1.

Functional ability in patients with a medical history of PsA as assessed with regard to
relative changes in the HAQ-DI and visual analogue scale (VAS) of pain.

Comment: There are multiple known issues with the PASI score, including: uncertain clinical
significance of a change in PASI score; reduced usefulness beyond a PASI score of
30; overestimation of the surface area affected. However, there are no widely
accepted alternatives and the PASI score has been commonly used in the past and
allows for comparison with historical trials.

The PASI score is an indicator for psoriasis that had been used in the reference
product pivotal trials (Leonardi, et al. (2003) and Papp, et al. (2005) as the primary
endpoint in each trial: both used the proportion of PASI 75 responders at Week 12.

[t could be argued that, for an equivalence trial, the use of a continuous PASI
variable, e.g. Percentage change from baseline, is more suitable to detect smaller
differences in treatment effect than a categorical variable, e.g. PASI 75.

The relevant EU guidance “Guideline on the clinical investigation of medicinal
products indicated for the treatment of psoriasis (CHMP/EWP/2454/02 corr)”
specifies that the PASI score alone is not sufficient to evaluate psoriasis severity.
Consequently, in EGALITY, the secondary endpoints include other scoring systems,
e.g. static IGA, DLQI, EQ-5D, HAQ-DI and a pain VAS. Global assessments were also
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used in the pivotal trials, with one of the trials using a physician assessment (similar
to EGALITY) (Papp, et al. (2005)), but the other trial used a patient’s global
assessments (Leonardi, et al. (2003)).

It is noted that BSA was not a separate endpoint which is unusual for a psoriasis
trial. However, the PASI score includes a BSA component. Both the PASI score and
another validated score for psoriasis assessment (e.g. the IGA score) should be used
to adequately assess efficacy. But given that this equivalence trial did not aim to
establish efficacy de novo, but aimed to establish equivalence, and given that the
results for scores other than PASI have been provided, the chosen endpoints are
acceptable for the purposes of this study

7.2.1.11. Randomisation

On Treatment Day 1 (Visit 2), all eligible patients were randomised via the Interactive Response
Technology (IRT) in a 1:1 ratio to one of two treatment arms for TP1.

At Week 12 (Visit 6), PASI 50 responders were to be re-assigned via IRT to one of four
treatment arms:

Patients from Group 1 were to be randomised 6:1 to Group 1a or Group 1b.
Patients from Group 2 were to be randomised 6:1 to Group 2a or Group 2b.
This would have given a ratio of 3:1 (continuous treatment : alternating treatment).

The re-assignment ratio of 6:1 was set up in the IRT system to obtain an overall randomisation
ratio of 3:1 (at Week 12) between the continuous versus the alternating treatment arms to
balance the initial re-assignment ratio of 1:1. However, this ratio could not be reached. The
sponsor provided the following justification for this:

Due to the fact that in the IRT system the re-assignment rate of 6:1 was effective relatively
late into the study only for patients who had signed the amended ICF and when such ICF
signature had been registered in the IRT system, the intended overall randomization ratio
of 3:1 could not be reached. Finally, an actual randomization ratio of about 3:2 was
reached.

For TP1, randomisation was stratified by body mass (< 90 kg; =2 90 kg) and prior systemic
therapy (no prior systemic therapy, any prior systemic therapy including biologic
immunomodulating agents but no prior treatment with a TNF antagonist, or prior treatment
with a TNF antagonist). The re-assignment at Week 12 (Visit 6) was not stratified.

7.2.1.12.  Blinding

The following were blinded from the time of randomisation until final database lock: patients,
investigator staff, persons performing the assessments, and data analysts.

After all patients had completed Week 12, designated sponsor team members were unblinded
to the treatment assignment at baseline (Visit 2). Blinded and unblinded sponsor teams were
maintained until the end of the study.

The study drug was to be discontinued for any patient whose treatment code had been broken
by the investigator for any reason.

7.2.1.13.  Allocation concealment
Allocation concealment was implemented.

Comment: The randomisation methods were adequate
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7.2.1.14. PP population (primary analysis sets)

The primary efficacy analysis was conducted using the per-protocol (PP) population. Patients
were analysed according to the actual treatment they received. Any patients incorrectly
assigned to a stratum were analysed as per the actual stratum as determined by the clinical
database.

Treatment Period 1 Per-protocol Set (TP1 PPS): all patients that completed the study until
Week 12 without major protocol deviations. Dropouts due to unsatisfactory therapeutic
effect were included in the TP1 PPS as non-responders provided they received at least 4
weeks of treatment. Potential exclusions based on missed applications were assessed during
the blinded data review meeting prior to unblinding.

Treatment Period 2 Per-protocol Set (TP2 PPS): all patients in the TP2 FAS who completed
the study until Week 30 without major protocol deviations. Dropouts due to unsatisfactory
therapeutic effect were to be included in the TP2 PPS as non-responders. Potential
exclusions based on missed treatment applications were to be assessed during the blinded
data review meeting prior to unblinding.

Extension Period Per-protocol Set (EP PPS): all patients in the EP FAS who completed the
study until Week 52 without major protocol deviations. Dropouts during the EP due to
unsatisfactory therapeutic effect were included in the EP PPS as non-responders.

Overall Analysis Per-protocol Set (OA PPS): all patients that completed the study (Week 52)
without major protocol deviations. All patients with major protocol deviations during any of
the treatment periods were excluded from the OA PPS. Dropouts due to unsatisfactory
therapeutic effect were included in the PPS as non-responders provided they received at
least 4 weeks of treatment. The OA PPS was not planned in the protocol or amendments but
was added in an OA SAP (CSR Appendix 16.1.9) before final database lock in order to
provide cumulative analyses across all of the treatment periods.

7.2.1.15. ITT population
The intention to treat analysis populations consisted of the following:

Treatment Period 1 Full Analysis Set (TP1 FAS): all randomised patients to whom study
treatment was assigned. Patients were analysed according to the treatment assigned to at
randomisation.

Treatment Period 2 Full Analysis Set (TP2 FAS): all patients who underwent re-assignment
at Week 12 and who took at least one dose of study treatment during TP2.

Extension Period Full Analysis Set (EP FAS): all patients who underwent re-assignment at
Week 12 and who took at least one dose of study treatment during the EP after Week 30.

Overall Analysis Full Analysis Set (OA FAS): all patients to whom study treatment was
assigned in TP1. Patients were analysed according to the treatment assigned to at
randomisation.

For TP1 FAS and OA FAS: If the actual stratum was different from the assigned stratum in the
IRT, patients were to be analysed as per the actual stratum as determined by the clinical
database.

7.2.1.16.  Safety population
All patients were analysed according to treatment received.

Treatment Period 1 Safety Set (TP1 Safety set): all patients who took at least 1 dose of study
treatment during the treatment period.
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Treatment Period 2 Safety Set (TP2 Safety set): all patients who took at least 1 dose of study
treatment during TP2.

Extension Period Safety Set (EP Safety set): all patients who took at least 1 dose of study
treatment during the EP.

Overall Analysis Safety Set (OA Safety set): all patients who took at least 1 dose of study
treatment during the study. The OA safety set was not planned in the protocol or
amendments but was added in an OA SAP (CSR Appendix 16.1.9) before final database lock
in order to provide cumulative analyses across all of the treatment periods.

7.2.1.17.  Immunogenicity population
Patients were analysed according to the actual treatment they received.

Treatment Period 1 Immunogenicity Set: Patients who provided data for ADA assessment of
etanercept at baseline Visit were included in the TP1 Immunogenicity set.

Treatment Period 2 Immunogenicity Set: All patients in the TP2 FAS were included in the
TP2 Immunogenicity set, which is the same as TP2 FAS.

Extension Period Immunogenicity Set: All patients in the EP Safety set were included in the
EP Immunogenicity set, which is the same as EP Safety set.

7.2.1.18.  Pharmacokinetic population
Patients were analysed according to the actual treatment they received.

PK Analysis Set: Patients with quantifiable PK measurements of etanercept were to be included
in the PK analysis set. Patients with major protocol deviations related to PK sampling as
determined in the blinded data review meeting were excluded from the PK analysis set.

Comment: The primary efficacy analysis was conducted using the per-protocol (PP) population
and is the usually preferred method for equivalence trials. There is no overall
consensus on whether intention-to-treat population (ITT) or per-protocol (PP)
population is preferable for equivalence trials. ITT analyses often tend to bias the
results toward equivalence. The preferred method is to provide analyses of both PP
and ITT population sets, and the sponsor has done so.

The main analysis population matched the population specified in the study
protocol.

7.2.1.19. Treatment period 1

The equivalence margin for the PASI 75 response at Week 12 was based on response
proportions from the two pivotal trials (difference in response proportion: 46% (Papp, et al.
(2005), and 45% (Leonardi, et al. (2003)).

The following assumptions appeared to have been made:
1:1 randomisation (Erelzi : Enbrel (EU)) (until week 12 only) (assumed assumption).
Power > 90%.
Equivalence margin of +18% (for with a significance level of 0.025).

The sponsor stated that based on the assumptions made, a sample size of approximately 546
patients (to maintain 464 evaluable patients with an assumed drop-out and major protocol
deviation rate of 15%) was needed. Due to the low dropout rate, only 531 patients were
randomised.
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7.2.1.20.  Treatment period 2

The sponsor assumed that 20% of patients would drop out before the first switch (if PASI 50 not
achieved) and 5% of patients dropped out at each of the three switching periods resulting in
236 patients under continued treatment (groups 1la and 2a) and 78 patients under switched
treatment (groups 1b and 2b) after 30 weeks. The sponsor stated that with these sample sizes,
equivalence within margins of + 18% could still be shown with a power of 63% (as opposed to a
power of 90% with 232 evaluable patients per arm for the primary analysis at Week 12)
provided that the response rate remained at the same level (49%) over time and no difference
was expected.

7.2.1.21.  Extension period

The sample size determination would be the same as for the end of Treatment Period 2, as
patients continued in the same treatment groups as in the last part of Treatment Period 2.

7.2.1.22.  Secondary endpoints

The sponsor used MMRM and ATE to perform power calculations for the key secondary efficacy
analyses (in TP1 only). Given the greater sensitivity of percent PASI change as compared to PASI
75, an assumed equivalence margin of 15% was used.

Comment: The assumptions used for determining the sample size are reasonable.
7.2.1.23.  Statistical methods

Summary statistics for continuous variables included N, mean, standard deviation (SD),
minimum, median, and maximum. Summary statistics for discrete variables were presented in
contingency tables and included absolute and relative frequencies. Unless otherwise specified,
p-values were presented as 2-sided p-values with 2-sided confidence intervals (CIs).

7.2.1.24.  Primary endpoint

An equivalence margin of 18% was used to test equivalence on the primary variable, namely the
proportion of PASI 75 responders at Week 12 using a 2-sided 95% confidence interval.

The primary analysis was performed adjusting for stratification factors using logistic regression.
For TP1 only, stratification factors were: body mass (< 90 kg; = 90 kg) and prior systemic
therapy (no prior systemic therapy, any prior systemic therapy including biologic
immunomodulating agents but no prior treatment with a TNF antagonist, or prior treatment
with a TNF antagonist). Additionally, summary tables were stratified descriptively by country.

No imputation for missing PASI scores and components of PASI score was performed for the
main analysis; for a sensitivity analysis, missing data was imputed as non-response.

7.2.1.25.  Secondary endpoint
The secondary efficacy endpoints up to Week 12 (TP1) were:
PASI percent improvement from baseline up to Week 12 (TP1):

— MMRM analysis was conducted on the Full Analysis Set and the Per-protocol Set; the
factors were: treatment group (Erelzi or Enbrel), body mass (< 90 kg; = 90 kg), and prior
systemic therapy (no prior systemic therapy, any prior systemic therapy including
biologic immunomodulating agents but no prior treatment with a TNF antagonist, or
prior treatment with a TNF antagonist); the baseline PASI score was fitted as a
continuous covariate).

— Mean ATE was conducted on the Full Analysis Set and the Per-protocol Set; an ANCOVA
was conducted using treatment group (Erelzi or Enbrel), body mass (< 90 kg; = 90 kg),
and prior systemic therapy (no prior systemic therapy, any prior systemic therapy
including biologic immunomodulating agents but no prior treatment with a TNF
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antagonist, or prior treatment with a TNF antagonist) as factors, and baseline PASI score
as covariate).

The secondary efficacy endpoints in all study periods (TP1, TP2, EP, and in the overall analysis
(OA)) were:

PASI 50, 75, and 90 response proportions (logistic regression model adjusting for the
stratification factors: treatment group, body mass, and prior systemic therapy).

Percentage change from baseline in PASI scores (summary statistics).

IGA (proportion of patients achieving clear (0) or almost clear (1) disease state) (summary
statistics).

Change from baseline in I[GA (summary statistics).

HRQoL as assessed with regard to relative changes in the DLQI, the EQ-5DTM, and the
proportion of patients achieving a DLQI of 0 or 1 (summary statistics).

Functional ability in patients with a medical history of PsA as assessed with regard to
relative changes in the HAQ-DI and visual analogue scale (VAS) of pain (summary statistics).

7.2.1.26.  Primary endpoint equivalence margin

As stated in the previous section, there is not much information on the methodology that was
used to determine the primary endpoint equivalence margin.

Comment: The sponsor’s proposed methodology in the statistical analysis plan is acceptable,
with a few exceptions, outlined below:

An equivalence margin of 18% in both directions is too wide,! even when a
categorical variable such as PASI 75 rather than PASI improvement from baseline is
involved. For psoriasis, using the PASI score, a maximum equivalence margin of
15% would usually be acceptable.

Only descriptive statistics were provided for the endpoints other than those
involving PASI scores. Given that any psoriasis trial assessment should not solely
rely on PASI scores, it is important to also provide an appropriate statistical analysis
of the other endpoints, i.e. data comparing the treatment groups, and comparing the
pooled continued group and the pooled switched group (difference and 95% Cis).

7.2.1.27.  Participant flow
Patients who were prematurely withdrawn from the study were not replaced.
The participant flow and analysis sets are shown in the following figures/tables:
Treatment period 1 (TP1)
Treatment period 2 (TP2)
Extension period (EP)
Combined analysis (overall) (OA)

1 The sponsor points out that this was agreed with other health authorities.
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Table 22: Study GP15-302. Analysis sets (TP1).

Analysis set GP2015 Enbrel Taotal
N=264 N=26T N=531
) n (%) ) n (%) ) n (%)
Screened 774
Randomized 264 (100.0) 287 (100.0) 531 (100.0)
TE1 FAS' 264 (100.0) 257 (100.0) 531 {100.0)
TP1 PFS’ 239 (90.5) 241 (90.3) 480 (90.4)
TP1 Safety” 264 (100.0) 267 (100.0) 531 (100.0)
TP1 Immunogenicity set 264 (100.0) 287 (100.0) 531 {100.0)
TP1 PK set 72 (27.3) ) 75 (28.1) 147 (27.7)

PK=pharmacokinetcs; TP 1=treatment period 1; TP1 FAS=treatment pericd 1 full analysis set; TP1
PPS=treatment period 1 per-protocol set.

. Comprised of all randomized patients to whom study treatment was assigned,

© Patients completed 12 weeks withou! any major protocel deviation.

¥ Included al patients who took at least 1 dose of study trealtment during the treatment period.
Percentages are based on the number of patients within the treatment groups in the FAS (N).
Source: Table 14.1-2.1

Figure 10: Study GP15-302. Patient disposition (TP1).

Patienis screenad (n=774)

]

Screen fallures (n=243)

:

Fandomized (n=531) Randomized but not treated
in TP {n=0)

: :

TP Full analysis set TP Immuncgenicity
{n=531) sat (1=531)

‘ "
ho F¥ data TF1 P set
(n=384) (n=14T)

TR Safety set (n=531)

Exciuded from
P set (n=3)

| |

ﬁﬂrﬁﬂﬁ]ﬂ“ TP1 Per-profocol set (n=480)

Lyl Mot treated in TPZ (n=14)

! Patients with hajor PDs
who wene not Discontinuations in
discantinued in TP1 TP1 {n=20)
Treated in TPZ (n=457) (=31

n=numer of patients; PD=protocol deviation; PK=phammacokinetics, TP=treatmenl period.

* O the total 34 patients with majer protocsl deviations. 3 patients were discontinued fram the shedy
during TP 1.

Source: Table 14.1-2.1, Table 14.1-2.2, Table 14.1-2.3, Table 14.1-3.1, and [4ppendix 16,1.8-BDRM
Minutes dated 07-Mowv-2014),
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Table 23: Study GP15-302. Analysis sets (TP2).

Analysis st

Re-assigned

TPZ Fas'

TP2 PPS’

TP2 Safety’

TPZ Immunagenicity set

Continued Continued
GP2015 Enbrel
N=150 N=151
f %) Nt
150 (100) 151 (100)
150 {100) 151 {1009
138 (82.0) 129 (85.4)
150 (100) 151 (100)
_1s0{100) | 1101007

Pooled cominued

treatment
N=301
_nOAF
301 {100}
304 (104}
267 (£8.7)
301 (100)
301 (100)

Poolad switched
treatmeant

H=196
%)
106 (100]
188 (100)
179 (91.3)
186 (100)
196 (100)

Total

=497

niw)
407 (100)
407 (100)
445 (89.7)
487 (100)
457 (100}

r-protocol set.

TRZ=treatmant period 2. TP2 FAS=treatment peried 2 full analysis set. TPZ PRS3=treatment period 2

. Comprised of all re-assigned patients who took at least 1 dose of study treatment during TP2
 Patients completed 30 weeks without any major protocol deviation, Two patients who discontinued
due to lack of efficacy were still included in the TP2 PPS as non-responders, consistent with the
definition of the TPZ PPS in Section 9.7.2
? included all patients who took at least 1 dose of siudy treatment during TR2
Percenlages aré based on the number of patients within the reatrment groups in the TP2 FAS (M)

Figure 11: Study GP15-302. Patient disposition (TP2)
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P who were not
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{n=26p

Discontinueations in
TR2 (n=25)

Completed TF2 (n=4T2)

n=number of patients in each sub-group; PD=protocol deviation; TP=treatmant period

* Of the total 28 patients with major protocol deviations, 2 patients were also discontinued from the

study in TP2, These 2 patients are included under discontinuations.
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Table 24: Study GP15-302. Analysis sets (EP).

Analysis set Continuéad Continuad Pooled continuad Pooled switched

GF2015 Enbral treatment Ireatiment Total

H=140 H=142 N=282 N=185 N=467

n (%) n (%) n (%) n (%) n (%)
Continued 140 (100.0) 142 (100.0% 282 (100) 185 (100) 467 (100)
EP Fas' 140 (100) 142 (100) 282 (100) 185 (100) 467 (100)
EP PR3’ 126 (50.0) 128 (90.8) 255 (90.4) 173 (93.5) 428 (91.6)
EF Safaty’ 140 (100) 142 (100) 282 (100} 185 (100) 467 (100}
_EP Immunagenicity set | 140 (100) 142 (100) 282 0100 —jesninny A87T (100)

EP=extension period, EP FAS=extension period full analysis set; EP PPS=extension period per-
protocel set.

" Comprised of all re-assigned patients who took at least 1 dose of study treatment during EP

? Patients complated 52 weeks without any major protocol deviation. Two patients wha discontinued
due 1o lack of efficacy were still included in the EP PPS as non-responders, consistent with the
definition of the EF PFS in Section 8.7.2.

! Included all patients who took at least 1 dose of study treatment during EP

Percentages are based on the number of patients within the treatment groups in the EP FAS (N).

Figure 12: Study GP15-302. Patient disposition (EP)

Completed TP2
{n=472)

*| Mol treated in EF (n=3)

Treated in EP (n=46T)

EP Salety set EP Immunogenicity }
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Fatients with Major | | Discontmnuations n
POs (n=21) EP{n=18p

¥

Completed EP {n=447)

EP=axtension pericd, n=numbear of patiants in each sub-group; PD=protocol deviation, TP=treatmeant
period

* Of tha total 20 patients who discontinued dunng the EP, 2 of thase patients discontinuad dua to lack
of afficacy and so ware still included in tha EP PPS as non-respondars
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Table 25: Study GP15-302. Analysis sets (overall).

Analysis set Continued Continued Pooled continued Poolad switched
GP2015 Enbrel treatment treatment Total
N=164 N=1T1 N=335 N=196 N=531
I o ni%) _ ni%) n (%) n (%) n (%)
oA Fas!! 164 (100) 171 (100) 335 (100) 196 (100) 531 (1009
oA pps 122(74.4) 118 (69.0) 240 (71.6) 168 (85.7) 408 (76.8)
OA Safety™ 164 (100) 171 (100} 335 (100) 196 (100) 531 (100)

? Included all patients who took at least 1 dose

OA=gverall analysis, OA FAS=gverall analysis full analysis set; OA PPS=overall analysis per-protocol

'Il‘:nmpriud of all patients to whom study treatment was assigned in TP1
* Patients completed 52 weeks without any major protocol deviation.

of study treatment.

Percentages are based on the number of patients within the treatment groups in the OA FAS (N)

Figure 13: Study GP15-302. Patient disposition (combined analysis - all periods).
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Table 26: Study GP15-302. Patient disposition (combined analysis - all periods).

Disposition/Reason Pooled Pooled
continued switched
treatment treatment Total
N=335 N=196 N=531
n (%) n (%) n (%)
Completed TP1 312 (93.1) 196 (100) 508 (95.7)
Completed TP2 283 (84 .5) 186 (94.9) 469 (88.3)
Completed EP 269 (80.3) 178 (90.8) 447 (84.2)
Completed Study’ 269 (80.3) 178 (20.8) 447 (84 .2)
Discontinued the study” 58 (17.3) 18 (9.2) 76 (14.3)
Patient/guardian decision 22 (6.6) 6(3.1) 28 (5.3)
Adverse events 17 (5.1) 7{3.8) 24 (4.5)
Study terminated for site by sponsor 3(0.9) 2(1.0) 5(0.9)
Lost to follow-up 5(1.5) 0 5(0.9)
Lack of efficacy 21(0.8) 3(1.5) 5(0.9)
Physician decision 3(0.9) 0 3 (0.6}
Protocol deviation 2(0.8) 0 2(0.4)
Pregnancy 1(0.3) 0 1(0.2)
Death 1{0.3) 0 1(0.2)
Injection site reaction 1(0.3) 0 1(0.2)
Non-compliance with study drug 1(0.3) 0 1(0.2)

EP=extension period; TP=Treatment period.

?For the continued groups, the number of patients who discontinued the study plus the number of
patients who completed the study does not add up to the total N for each group. This is because

8 patients were not included in this summary table; 5 patients discontinued at Week 12 as they did not
achieve PASI 50, data was missing for 2 patients at a Ukrainian site which was closed due to the war
situation, and 1 patient did not continue to TP2 after completing TP1.

Percentages are based on the number of patients within each treatment group (N}, n (% )=number of
patients (percentage) with events.

Source: Table 14.1-2.6

Comment: The most important part of this equivalence trial was Treatment period 1, as it
provided the results for the primary endpoint. In that period, discontinuations were
minimal (96.2% of randomised patients completed TP1) and relatively similar
between treatment groups.

It is noted that, for TP1, the per-protocol population is much smaller than the
intention-to-treat population (N=511 vs. N=480) due to patients with major
protocol deviations being excluded.

Overall, 76 (of 531) (14.3%) discontinued from the study (17.3% in the pooled
continued group and 9.2% in the pooled switched group) which is a reasonable
proportion in a 52-week study.

7.2.1.28.  Major protocol violations/deviations

In Treatment Period 1, 34 out of 531 patients (6.4%) had one or more major protocol violations,
and the proportion was reasonably similar in each group (6.8% in the Erelzi group, and 6.0% in
the Enbrel group.
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Table 27: Study GP15-302. Protocol deviations in TP1.

Protocol deviation GP2015 Enbrel Total
MN=264 N=267 N=531
_ n (%) _ n (%) . n(%)
Patients with at least one protocaol 202 (76.5) 200 (74.9) 402 (75.7)
deviation
Patients with at least one major 18 (6.8) 16 (8.0) 34 (6.4)
protocol deviation'
Visit window 6(2.3) 7 (2.6) 13(2.4)
Prohibited medication 3(1.1) 5(1.9) g (1.5)
Exclusion criteria 5(1.9) 2(0.7) 7{1.3)
Inclusion criteria 21(0.8) 3(1.1) 5 (0.9)
Compliance to study drug 3(1.1) 1(04) 4 (0.8)
administration
Patients with at least one major 2(0.8) 1(0.4) 3(0.8)
protocol deviation for PK
Compliance to study drug 2(0.8) 10(0.4) 3(0.6)
administration
Patients with at least one minor 199 (75.4) 198 (74.2) 397 (74.8)
protocol deviation
FProcedures 84 (31.8) 78 (29.2) 162 (30.5)
Strata allocation 51(19.3) 58 (22.1) 110 (20.7)
Exclusion criteria 49 (18.8) 52 (19.5) 101 (19.0)
Visit window 47 (17.8) 49 (18.4) 96 (18.1)
FK deviation 44 (16.7) 47 (17.8) 81(17.1)
Prohibited medication 24 (9.1) 36 (13.5) 60 (11.3)
Temperature excursion 14 (5.3) 18 (6.7) 32 (6.0)
ADA assessment 14 (5.3) 16 (6.0) 30 (5.6)
Laboratory assessment 14 (5.3) 14 (5.2) 28 (5.3)
GCP deviations 15 (5.7} 12 (4.5) 27 (5.1)
Compliance to study drug 10 (3.8) 12 (4.5) 22(4.1)
administration
COther 3(1.1) 3(1.1) 6(1.1)
PD deviation 3(1.1) v} 31(0.8)
Efficacy 0 1(0.4) ~1(0.2)

ADA=anti-drug antibodies;, GCP=good clinical practice; PD=pharmacodynamics;
PK=pharmacokinetics; TP1=treatment period 1.

' Of the total 34 patients with major protocol deviations, 3 patients were already discontinued from the
study.

Percintages are based on the number of patients within each treatment group in TP1 (N),

n (% )=number of patients (percentage) with events.

Source: Table 14.1-3.1

Overall (baseline to Week 52), 57 out of 531 patients (10.7%) had one or more major protocol
violations. In the pooled continued treatment group, 44 out of 335 (13.1%) had one or more
major protocol violations; in the pooled switched treatment group 13 out of 169 (6.6%).

Within the pooled continued treatment group, the proportion of patients with at least one
deviation was higher in the continued Enbrel groups (vs. the continued Erelzi group) (15.8% vs.
10.4%).
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Table 28: Study GP15-302. Protocol deviations by continued treatment groups from
baseline to Week 52.

Protocol deviation Continued Continued
GP2015 Enbrel
N=164 N=171
n (%) n (%)
Patients with at least one protocol deviation 141 (86.0) 152 (88.9)
::::;::::“With at least one major protocol 17 (10.4) 27 (15.8)
Visit window 7(4.3) 11 (6.4)
Compliance to study drug administration 3(1.8) 4(2.3)
Exclusion criteria 3(1.8) 1(0.6)
Prohibited medication 3(1.8) 9 (5.3)
Inclusion criteria 1(0.8) 3(1.8)
Incorrect IMP kits received 1(0.8) 1 (0.8)
Re-assignment criteria 0 2(1.2)
SS:riiir:itusnwith at least one minor protocol 141 (86.0) 151 (88.3)
Wisit window 69 (42.1) TS5 (43.9)
Study procedures criteria 68 (41.5) 66 (38.6)
Stratification criteria 34 (20.7) 41 (24.0)
Prohibited medication 32 (19.5) 44 (25.7)
Exclusion criteria 31 {18.9) 33{19.3)
FK deviation 29 (17.7) 28 (16.4)
Compliance to study drug administration 20 {12.2) 16 (9.4)
Laboratory assessment 18 (11.6) 20(11.7)
Temperature excursion 15 (9.1} 13 (7.6)
ADA assessment 13(7.9) 13 (8.8)
GCP deviations 12 (7.3) 11 (6.4)
FD deviation 2(1.2) 0
Incorrect IMP Kits received 2{1.2) 1(0.6)
Efficacy (missing data) 0 1 (0.6)
Other 0 2(1.2)

ADA=anti-drug antibodies; GCP=good clinical practice; IMP=investigational medicinal product;;
PD=pharmaceodynamics; PKk=pharmacckinetics.

Percentages are based on the number of patients within each treatment group (N}, n (% )=number of
patients (percentage) with events,

Source: Table 14.1-3.6
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Table 29: Study GP15-302. Protocol deviations by pooled treatment groups from baseline
to Week 52.

Protocol deviation . Pooled continued i Pooled switched
treatmeant treatmeant Total
N=335 N=196 N=531
n (%) ) n (%) ) n (%)

Patients with at least one

protocol deviation 293 (87.5) 168 (B5.7) 461 (BE.B)

Patients with at least one

major protocol deviation 44 (13.1) 13 (6.6) 5T (10.7)
Wisit window 18 (5.4) 4 (2.0) 22(4.1)
Prohibited medication 12 (3.6) 3{(1.5) 15 (2.8)
Compliance to study drug
administration 7(2.1) 2(1.0) (1.7
Exclusion criteria 4(1.2) 3(1.3) T(1.3)
Inclusion criteria 4(1.2) 1({0.5) 5(0.9)
Re-assignment criteria 2 (0.6) 1{0.5) 3{0.6)
Incorrect IMP kits
received 2(0.6) 1] 2(0.4)

Patients with at lsast one .

minor protocol deviation 202 (87.2) 167 (B5.2) 450 (86.4)
Visit window 144 (43.0) 93 (47.4) 237 (44.8)
Prohibited medication 76 (22.7) 49 (25.0) 125 {23.5)
Stratification criteria 75 (22.4) 36(18.4) 111 (20.9)
Study procedures criteria 134 (40.0) 81 (41.3) 215 (40.5)
Exclusion criteria 64 (19.1) 37 (18.9) 101 (19.0)
PK deviation 57 (17.0) 34 (17.3) a1 {(17.1)
Laboratory assessment 39 (11.6) 20 (10.2) 59 (11.1)
Temperature excursion 28 (8.4) 18 (8.7) 47 (8.9)
ADA assessment 28 (8.4) 13 (6.6) 41 (7.7}
GCP deviations 23(89) 14 (7.1) 37 (7.0)
Compliance to study drug i
s iedbratian 36 (10.7) 22(11.2) 58 (10.9)
Other 2 (0.8) 4(2.0) 6(1.1)
PD deviation 2 (0.8) 1(0.5) 3 (0.8)
Incarrect IMP kits
received 3(0.9) 2 (1.0} 5(0.9)
Efficacy (missing data) 1(0.3) 1] 1{0.2)

ADA=anti-drug antibodies; GCP=good clinical practice; IMP=investigational medicinal product;
PD=pharmacodynamics; PK=pharmacckinetics.

Percentages are based on the number of patients within each treatment group (M), n (% )=number of
patients {percentage) with events,

Source: Table 14.1-3.8

Comment: The most important part of this equivalence trial was Treatment period 1, as it
provided the results for the primary endpoint. In that period, 34 out of 531 patients
had one or more major protocol deviations (6.8% in the Erelzi group vs. 6.0% in the
Enbrel group). Both major and minor deviations were similar in the different
treatment groups. The overall amount of minor deviations is rather high (86.4% of
patients overall).

7.2.1.29. Baseline data

The sponsor has provided multiple tables with baseline characteristics. Nearly all baseline
tables used a Full Analysis Set. Baseline characteristics for the Per-protocol Set (PPS) were only
provided for TP1.
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The following data refer to the Full Analysis Set in Treatment Period 1 (TP1) (i.e. the largest
analysis set.

The overall mean age was 42.4 years (range 18 to 78 years). The majority of subjects were male
(62.0%, 329/531). The majority of subjects were Caucasian (99.2%, 527/531). 321 (60.5%) had
a weight <90kg, and 210 (39.5%) 290 kg. The mean BMI was 28.509+5.7809 kg/mz2. The
duration of psoriasis refers to the time since diagnosis. The mean duration was 17.688+11.5623
years and the median duration was 15.97 years (range: 0.64 to 55.01 years).

The mean PASI score was 22.51+£9.218 (a PASI score > 20 is considered severe disease) and the
median score was 20.3 (range 9.4 to 55.2) (a PASI score of 10-20 is considered moderate
disease). The mean BSA affected by psoriasis was 30.70% and the median score was 28.5%
(range 8.7 to 77%). With regard to sPGA/IGA scores (clear, almost clear, mild, moderate, severe,
very severe), the number of subjects were: 1 (mild), 377 (moderate), and 153 (severe).

68.9% of subjects did not have prior systemic therapy for psoriasis, 30.1% had some prior
systemic therapy, and 0.9% had prior systemic therapy with a TNF antagonist.

The characteristics were reasonably balanced between groups, and as the trial progressed (with
the usual discontinuations) the balance remained.

Comment: As EGALITY is an equivalence study, the Per-protocol Set was used for the primary
analysis. However, nearly all baseline data is provided using the Full Analysis Set,
but the baseline patient characteristics in the Per-protocol Set were very similar to
the Full Analysis Set.

The sets in Treatment Period 1 (first 12 weeks) are the most relevant sets, as they
can be directly compared to the primary outcomes in the two etanercept psoriasis
pivotal trials (Papp, et al. (2005); Leonardi, et al. (2003)).

The characteristics shown reflect the population of patients with moderate to
severe psoriasis reasonably well (e.g. when comparing the study population to the
population described in Daudén et al. (2013), which assessed the characteristics of
1217 patients with moderate to severe psoriasis in 123 centres in Spain) even
though the Spanish study had more patients with milder psoriasis, and a smaller
mean body mass. The similarity with the Spanish study is supporting the external
validity of the study.

The baseline characteristics were also similar to the pivotal etanercept psoriasis
trials. However, the other trials had patients with slightly lower PASI scores
(median 16.4; range: 7.8-62.4 in Papp, et al. (2005) and a mean in the 50 mg twice
weekly group of 18.4 in Leonardi, et al. (2003) compared to a mean of 22.51 and a
median of 20.3 in EGALITY).

In summary, the baseline data is sufficiently balanced between treatment groups
and sufficiently similar to the pivotal etanercept trials for psoriasis to support
internal validity and sufficiently similar to a real-world moderate to severe
psoriasis population to support external validity.

7.2.1.30.  Results for the primary efficacy outcome

The primary efficacy endpoint was the proportion of PASI 75 responders at Week 12 (TP1). The
result for this endpoint is shown. Relevant sensitivity/subgroup analyses for the primary
endpoint are summarised.
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Table 30: Study GP15-302. Primary endpoint: Logistic regression analysis on PASI 75
response at Week 12 (TP1 PPS).

Adjusted Adjusted response
response rate rate differeance (%) 5% CI
PASI 75 response N n (%) (GP2015 = Enbrel) (%)
GP2015 238 178 T34 2.3 [-2.85, 5.20]
Enbrel 241 182 8.7

EW=body weight, Cl=confidence interval; M=total number of patients with evaluable data within each
treatment group; n=number of patients achieving PASI 75 response; PASI=psoriasis area and severity
index; TP1 PPS=treatment pericd 1 per-protocol sel.

The adjusted response rates for the treatment groups were derived from the logistic regression
analysis including treatment, BW strata and prior systemic therapy in the model; the 95% Cl for the
rates difference was derived based on the normal approximation, the SE was computed using the
delta methad.

Source: Table 14.2-1.1.1

Table 31: Study GP15-302. Primary endpoint: sensitivity/subgroup analyses.

Endpoint Stratum Set Adjusted 9504 CI [%4]
response
difference [%4]
PASI 75 response at Week 12 All TP1PPS([N=480) -2.3 -9.85, 5.30
(primary analysis)
PASI 75 response at Week 12 All TP1FAS (N=531) -1.2 -8.77,6.45
PASI 75 response at Week 12 Excluding patients TP1PPSsubset -1.4 -8.99,6.24
who rejected the study | (N=464)
drugor hada
temperature excursiomn
PASI 75 response at Week 12 Excluding patients TP1PPSsubset -1.7 -9,25,5.88
without diary data (M=478)
PASI 75 response at Week 12 Excluding prior TP1PPS(N=480) | -2.2 -9.82,5.37
systemic therapyasa
stratification factor
PASI 75 response at Week 12 Patients without pricr | TP1 PPS subset -1.8 -11.13,7.52
systemic therapy (M=331)
PASI 75 response at Week 12 Patients with prior TP1PPSsubset -3.7 -16.58,9.16
systemic therapy (M=149)
PASI 75 response at Week 12 Weight <90kg TP1PPSsubset -3.1 -11.89,5.72
(N=283)
PASI 75 response at Week 12 Weight =90kg TP1PPSsubset -1.4 -14.83,12.02
(N=197)

Comment: The sponsor’s criterion for establishing equivalence between Erelzi and Enbrel for
patients with moderate to severe psoriasis is for the 95% CI of the primary
endpoint from the PPS population to fall within the pre-determined margin of
(¥18%). The results fulfil the stated criterion. However, in the evaluator’s option the
18% margin is too wide and only a maximum of 15% is acceptable. However, the
results fall within a 15% margin as well. All sensitivity/subgroup analyses (with the
exception of patients with prior systemic therapy) are confined within a 15%
equivalence margin.
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From the available primary endpoint data, equivalence between Erelzi and Enbrel
for patients with moderate to severe psoriasis, was established

7.2.1.31.  Results for other efficacy outcomes
The secondary efficacy endpoints up to Week 12 (TP1) were:

PASI percent improvement from baseline up to Week 12 (TP1) (MMRM analysis and mean
ATE).

The secondary efficacy endpoints in all study periods (TP1, TP2, EP, and in the overall analysis
(OA)) were:

Percentage change from baseline in PASI scores.
PASI 50, 75, and 90 response proportions.
IGA (proportion of patients achieving clear (0) or almost clear (1) disease state).

HRQoL as assessed with regard to relative changes in the DLQI, the EQ-5D™, and the
proportion of patients achieving a DLQI of 0 or 1.

Functional ability in patients with a medical history of PsA as assessed with regard to
relative changes in the HAQ-DI® and visual analogue scale (VAS) of pain.

For the secondary efficacy endpoints (other than PASI percent improvement from baseline up to
Week 12 and PASI 50/75/90 responders for all time periods), only descriptive statistics were
provided originally, i.e. no adjusted response difference and corresponding 95% CI were
supplied. The sponsor has provided some the analyses for the Round 2 report.

7.2.1.32.  Percentage change from baseline in PASI scores

See table below.

Table 32: Study GP15-302. Secondary endpoints: PASI percent improvement from
baseline up to Week 12 with sensitivity analyses.

Endpoint Stratum/analysis Adjusted 95% CI
type response [%]
difference
[%]
PASI percent MMRM TP1 PPS -0.64 -3.474,
improvement (N=480) 2.204
from baseline up
to Week 12
PASI percent Mean ATE using TP1 PPS -0.88 -3.610,
improvement ANCOVA (N=480) 1.845
from baseline up
to Week 12
PASI percent MMRM TP1 FAS subset -1.59 -4.367,
improvement (N=530) 1.178
from baseline up
to Week 12
PASI percent Mean ATE using TP1 FAS subset -2.14 -4.966,
improvement ANCOVA (N=530) 0.686
from baseline up
to Week 12
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Endpoint Stratum/analysis Adjusted 95% CI
type response [%]
difference
[%]
PASI percent MMRM excluding TP1PPS -0.63 -3.475,
improvement prior systemic (N=480) 2.212
from baseline up therapy as a
to Week 12 stratification
factor
PASI percent Mean ATE using TP1 PPS -0.88 -3.608,
improvement ANCOVA (N=480) 1.851
from baseline up excluding prior
to Week 12 systemic therapy
as a stratification
factor

The results with regard to PASI percent improvement from baseline up to Week 12 (TP1)
(MMRM analysis and mean ATE) were supportive of equivalence (all 95% Cls contained within
a 15% margin).

7.2.1.33. PASI 50, 75, and 90 response

Nearly all 95% ClIs for the PASI 50, 75, and 90 responder differences are contained within the
15% equivalence margin.

Furthermore, an additional analysis that compared the responder proportion difference
between pooled switched and pooled continued treatment receivers was conducted, the 95%
Cls of which are all contained within the 15% equivalence margin.

7.2.1.34.  PASI percent improvement outside TP1
PASI percent improvement results outside TP1 were only provided for the OA Set.
7.2.1.35. IGA

An overall analysis (baseline to Week 52) was not conducted for the IGA scores, even though
such analysis was part of the study protocol.

7.2.1.36.  HRQoL and functional ability

Only descriptive statistics were originally provided which is not sufficient to evaluate the data.
The sponsor was asked to provide additional statistical analysis. For the Round 2 report, results
for the OA Set were provided. Overall, HRQoL and functional ability generally improved, and
there appeared to be no significant differences between treatment groups.

Comment: The results are generally supportive of equivalence. There were no significant
differences between comparison groups. IGA/PGA is a categorical variable and
hence not as sensitive to smaller changes, but may still detect significant or
clinically meaningful changes.

Furthermore, these results cannot really be correlated with immunogenicity, as no
Erelzi patient developed ADAs (and only a very small proportion in the Enbrel
group). A comment on the immunogenicity results is provided in the safety section
of this report.

7.2.1.37.  Evaluator commentary

Evaluator’s comments are provided under each subsection (where applicable) and are not
repeated here.
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7.3. Justification for extrapolation to other indications approved for
the reference product

The sponsor has provided a justification for extrapolation of indications located in the Clinical
Overview:

At the initial EMA Scientific Advice Meeting (02-Dec-2010), the EMA assessed that when
therapeutic equivalence is demonstrated in a sufficiently sensitive population in an
indication where pathogenesis appears to be dominated by soluble TNFa, such as plaque
PsO or RA, extrapolation to other indications with similar pathogenesis, such as AS or PsA4,
is considered acceptable. Robust analytical data to demonstrate a high degree of
comparability between Erelzi and Enbrel/EU are provided.

As elaborated in detail, based on the published literature evidence, the indications for
which Enbrel/EU is approved are inmune-mediated inflammatory diseases. Although
these diseases have different clinical manifestations, their inmunologic backgrounds are
comparable as TNFa plays a major role in disease development and progression. The
pharmacological activity by which etanercept modulates disease activity is the same in all
indications i.e. inhibition of TNFa binding to its receptor.

It is considered justified to assume comparable efficacy of Erelzi to Enbrel/EU across all
indications for which Enbrel/EU is approved for the following reasons:

The totality of the evidence shows comparability of Erelzi and Enbrel/EU on an
analytical level, which is supported by nonclinical data and substantiated by
comparable PK properties of Erelzi and the reference product Enbrel/EU.
Efficacy of Erelzi was shown to be comparable to Enbrel/EU in a sensitive
indication (PsO). The rationale behind selecting PsO as the sensitive indication is
presented. In addition, the safety and immunogenicity profile of Erelzi was shown
to be comparable to Enbrel/EU in the plaque-type PsO indication.

In summary, Erelzi clinical development program supports extrapolation across all
indications in accordance with the EMA Guideline (EMA/CHMP/437/04 Rev.1), as well as
the US-FDA Guidance for Industry Scientific considerations in demonstrating biosimilarity
to a reference product (2015).

Comment: For extrapolation purposes, the factors to be considered for choosing appropriate
indications to investigate the biosimilar candidate include:

The expected /historical placebo-adjusted response rate in a particular
indication under investigation

A valid clinical model for this class of drug

An identical (or at least highly similar) dosing regimen

An identical (or at least highly similar) mechanism of action
A population that is sufficiently sensitive to immunogenicity

Generalisability (external validity) of the study sample with regard to
relevant populations (including paediatric populations)

The sponsor’s justification does not address all of the above considerations, but the
whole dossier was considered by the evaluator.

The highest placebo-adjusted response rate (i.e. the best signal-to noise ratio)
should be used to detect differences between treatments (Lee, 2014). The sponsor
has chosen an appropriate clinical study population (indication) to enable
extrapolation to the other approved indications of the reference product. The choice
plaque psoriasis as the indication in the equivalence study provided a better signal-
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to noise ratio and also a younger population more sensitive to immunogenicity
making it better for extrapolation.

As a comparison, the signal-to noise ratio in rheumatoid arthritis would have been
inferior to the relatively high ratio in a psoriasis study population. However, despite
its potentially lower signal-to noise ratio and concomitant immunomodulator
(methotrexate) administration, an equivalence study in rheumatoid arthritis would
have arguably had a more precise scoring system and the potential to include
radiographic data.

The dosing regimen is very similar for all approved reference product adult
indications. However, no paediatric population was investigated. Malignancies (in
particular lymphoma) have been associated with children and adolescents treated
with TNF-a antagonists, including etanercept. This is currently outlined in the
reference product product information.

Overall, taking into account the clinical equivalence study and the PK study,
extrapolation to all currently approved indications of the reference product is
supported from a clinical evaluation point of view. However, safety concerns remain
that require appropriate monitoring in the post-authorisation phase (especially
regarding immunogenicity, and paediatric indications).

7.4. Evaluator’s conclusions on clinical efficacy

The submission relies on one efficacy study to demonstrate biosimilarity, namely study GP15-
302 (EGALITY) (a phase 3, double-blind, randomised, active comparator-controlled study in 531
subjects with moderate to severe plaque psoriasis evaluating the efficacy and safety of Erelzi
compared with Enbrel (EU)). 531 patients were part of the study, and this number was
sufficient. The study was set up to follow patients for up to 52 weeks, with the primary
assessment being conducted at the end of Week 12 (identical to the pivotal psoriasis trials with
Enbrel).

The doses used in GP15-302 were at the upper end of clinically used adult doses for Enbrel (50
mg twice weekly for 12 weeks, then 50 mg weekly). This dosage regimen was also used in the
pivotal trials (in at least one treatment arm). This is considered appropriate. The study design
was acceptable overall.

The characteristics of the EGALITY study population were sufficiently similar to the populations
in the Enbrel pivotal trials, as well as a general psoriasis population. This supported the internal
and external validity of the study.

EGALITY appropriately used a per-protocol population as the main analysis population. PASI75
response at Week 12 was the primary endpoint which was also used by both pivotal reference
product trials (Leonardi, et al. (2003) and Papp, et al. (2005)). Arguably, for an equivalence trial,
the use of a continuous PASI variable, e.g. Percentage change from baseline, is more suitable to
detect smaller differences in treatment effect than a categorical variable. The sponsor has also
included continuous PASI variables as secondary endpoints. This is considered favourable, as
this made both a comparison to pivotal trial endpoints and a suitable accommodation for
equivalence trial design through use of continuous variables possible.

Only descriptive statistics were provided for the endpoints other than those involving PASI
scores. Given that any psoriasis trial assessment should not solely rely on PASI scores, it is
important to also provide an appropriate statistical analysis of the other endpoints, i.e. data
comparing the treatment groups, and comparing the pooled continued group and the pooled
switched group (difference and 95% Cls).
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Most trials of TNF-a antagonist biosimilars used rheumatoid arthritis as their main study
indication (Lai & La Noce, 2016). For Erelzi, the sponsor has chosen psoriasis as the target
indication for their equivalence study (GP15-302). There are advantages and disadvantages
with regard to that choice.

The investigation of medicines for rheumatoid arthritis has a better choice of endpoints: the
ACR score, for example, is highly validated and is also a composite endpoint. Additionally,
biomarkers and radiographic evidence can be used for rheumatoid arthritis.

The psoriasis assessment tools are often considered a limitation of clinical trials in psoriasis
patients. Psoriasis assessments appear to be more subjective with clinicians often
overestimating body surface area affected. The patient experience of severity is also rather
subjective. The PASI is still considered the gold standard and widely used in psoriasis clinical
trials, including the reference product pivotal trials. The PASI’s disadvantages are that the upper
end of the scale is rarely used (the highest score in study GP15-302 was 55.2/72), and may have
low response distribution and no consensus on interpretability, whereas PGA/IGA may not
necessarily discriminate small change and may not have a robust range (Feldman & Kruger,
2005; Spuls et al.,, 2010). In the relevant EU guideline (CHMP/EWP/2454/02 corr), a
combination of endpoint measures is recommended (e.g. PASI and sPGA or PASI and BSA)
which was used in study GP15-302. The use of the combination eliminates many of the
disadvantages associated with psoriasis assessments.

The advantage of a psoriasis trial is that the population will be comparatively younger with
fewer co-morbidities and fewer co-medications, and thus providing a better signal-to noise
ratio. Therefore, the use of a psoriasis target population can be considered as a valid population
for the purposes of assessing biosimilarity and especially with regard to extrapolation.

Based on the evidence available, the approval of extrapolation to the other reference product
indications is considered reasonable in conjunction with appropriate pharmacovigilance
activities (e.g. participation in relevant disease registries) and risk minimisation activities.

There is sufficient evidence to support clinical efficacy of Erelzi in psoriasis, and also
biosimilarity of Erelzi to the reference product Enbrel, pending a satisfactory sponsor response
to the outstanding issues.

8. Clinical safety

8.1. Studies providing evaluable safety data

All five studies (four PK bioequivalence studies and one equivalence study in psoriasis patients)
included in this submission provided safety data:

Study GP15-302: a phase 3, double-blind, randomised, active comparator-controlled study
in 531 subjects with moderate to severe psoriasis evaluating the efficacy and safety of Erelzi
compared with Enbrel (EU).

Study GP15-104: a randomized, double blind, two-way cross-over study to determine the
pharmacokinetics and safety of Erelzi and Enbrel (EU-licensed) following a single dose of 50
mg subcutaneous injection in healthy male subjects.

Study GP15-101: a randomized, double-blind, two-way cross-over study to determine the
pharmacokinetics and safety of Erelzi and Enbrel® (EU-licensed) following a single
subcutaneous injection in healthy subjects.
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Study GP15-102: A randomized, double-blind, two-way cross-over study to determine the
pharmacokinetics and safety of Erelzi and Enbrel® (US-licensed) following a single
subcutaneous injection in healthy subjects.

Study GP15-103: A randomized, open label, two-way cross-over study to determine the
pharmacokinetics and safety of Erelzi following a single subcutaneous injection by an
autoinjector and by a pre-filled syringe in healthy male subjects.

A summary of the studies providing safety data is below.

Table 33: Overview of studies providing evaluable safety data.

Study No. Study title “Study “Study ‘Dosage “Safety endpoints
population duration [batch number]

Pivotal PK study

GP13-104 A randomized, Healthy Upto GP2015 + AEs and SAEs
double blind, 2-way  volunteers 3 months from [DROS17 hamatod
cross-over study o Tgig)- screening to (S0014)] or : p::';iwi?: (including
determine the N (m)=54 fallow-up Enbrel/EU coagulation), blood
pharmacokinetics including [HTE640] chermis an.d urine
and safety of 35 days of 2 single doses, Y
GP2015 and washout 50 mg s.c. * local tolerance at the
Enbrel/EU following a between Injection site
single dose of 50 mg doses « vital signs

5.C. injection in
healthy male subjects

physical condition

+ 12-ead ECG
+ antibody formation
) against etanercept

Supportive PK studies’

GP18-101 A randomized, Healthy Upto GP2015 « AE= and SAEs
double-blind, 2-way  velunteers 3 months from  [2G27062011] er hematolog
craossover study to Total: sereening o Enbrel/EU pamrrmften:r{including
determine the PK MN=54 (33mv21f) follow-up [EBBOST): coagulation), blood
and safety of including 2 single doses,  chamistry and urine
GP2015 and 35 days of 50 mg 5.¢.

EnbrelEU following a washout . Incal_ : _tulerE_ln::eatthe
single s.c. injection in between injection site
healthy subjects doses + vital signs
+ physical condition
+ 12-lead ECG
+ antibody formation
] . ) ) ) against etanercept
GP15-102 A randomized, Healthy Upto GP2015 "4 AEs and SAEs
double-blind, 2-way  volunteers 3 months from  [2G2T0G2011] ar hematalogy
crossover study to Tatal: screening to Enbrel/US _rammm finciudin
determine the PK N=57 (42mi15f) followw-Lip [026663): &gdlaﬁm;‘. bload 4
and safety of including 2 single doses. f ;
GP2015 and Baaysof  50mgsc o
Enkrel/US following a washout * local tolerance at the
single 50 mg s.c. between injection site
injection in healthy doses » vital signs
subjects + physical condition
» 12-lead ECG
+ antibody formation
R ) . — __Sgainst etanercept
GF13-103 A randomized, open  Healthy Up to GP2015 PFS * AEs and SAEs
label, 2-way wvolunieers 3 months from  [DROS19 » hemalolog
crossover study 1 py =5 sereeningto  (SD016]] or parammr:-'inr-'uding
determine the PKs \ follow-up GP2015 Al coag..lla.b-on:ll. blood
and safety of including [30771670 chemistry and urine
GP2015 folowing a 35 days of {S0016)]:
gingle s.c. injection washout 2 single doses, + local tolerance at the
by an Al and by a betwesn 50 mg s.c. ' Injaction sie
PFS in healthy male doses = vital signs
subjects

physical condition
12-lead ECG

» antibody formation
against etanercept
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Pivotal confirmatory efficacy and safety study

GP15-302 A randomized,
double-blind,
multicenter study to
demonsirate
equivalent efficacy
and to compare
safety and
immunogenicity of a
biosimilar etanercept
(GP2015) and
Enbrel'EU in patients
with moderate to
severe chronic

plaque-type psoriasis

Fatients with
moderate to
severe chronic
plague-type
psorasis
Tatal:
MN=531"
(328m/202f)
GP2015:
264 -
(157m/107f)
Enbrel/EU:
267"

{17 2m/asf)

52 weeks
(including all
the data)

GP2015 [S0011,
50012, 50014] or

Enbrel/EL
[GTE422,
HTEE40,
H1B0ES,
H12012]:

50 mg s.c.,
twice-weekly up
to 12 weeks,

then once weekly

up to 52 weeks

AEs and SAEs

hematology
parameters (including
coagulation), blood
chemistry and urine
local wolerance at the
injection site

vital signs

physical condition
12-lead ECG

« antibody formation

against etanercept

* Mumber of patients included in the Treatment Period 1 (TP1) safety set, defined as all patients who took at least
1 dose of study treatment during TP1.

AE=adverse event; ECG=electrocardiogram; Enbrel/EU=EU-authorized Enbrel; f=female; m=male; N=number of
total patients; SAE=serious adverse evenl; s.c.=subcutaneously.

No formal hypotheses were tested in the safety parts of the studies. The safety endpoints mainly
related to overall safety, local tolerance, and immunogenicity.

The Medical Dictionary for Regulatory Activities (MedDRA) was used for coding (v14.1 for
GP15-101 and GP15-102; v17.0 for GP15-104, GP15-103, and GP15-302).

Comment: As thisis a biosimilar application, the main purpose of the clinical safety section was
to evaluate whether there were significant differences between the biosimilar and
the reference product. The efficacy and safety of the reference product has been
previously established for the currently approved indications. The list of TEAESs of
special interest is acceptable.

8.2.

Patient exposure

All subjects in the PK studies were exposed to single 50 mg doses of Erelzi and Enbrel (EU). The
baseline demographics were reasonably balanced in the studies. Subjects were exposed to both
treatments; hence the treatment groups were balanced automatically (subject to no dropouts

after period I).

Table 34: Exposure to Erelzi and comparators in PK studies.

GP2015 Enbrel/US Enbrel/EU
Duration of drug exposure single injection single injection single injection
Dose administered 50 mg 50 mg 50 mg
Subjects
enrolled 216 54 138
withdrawals 8 3 3
Subjects dosed 216 54 138

Source: [Module 5.3.3.1 GP15-101], [Module 5.3.3.1 GP15-102], [Module 5.3.3.1 GP15-103],

[Module 5.3.3.1 GP15-104]

All patients in the clinical equivalence study had plaque psoriasis and were exposed to 50 mg of
Erelzi or Enbrel (EU) twice weekly. The baseline demographics were reasonably balanced
between the treatment groups.
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Table 35: Exposure to Erelzi and comparators in the clinical equivalence study.

Exposure Erelzi Enbrel (EU)

Randomisation (Erelzi: N=264; Enbrel (EU}: N=267)

Any exposure Zn4 267
Exposure = 2 weeks 263 263
Exposure = 4 weeks 262 258
Exposure = 8 weeks 257 257

Re-randomisation at Week 12 (Erelzi: N=150; Enbrel (EU): N=151)

Exposure = 18 weeks 147 148
Exposure = 24 weeks 143 145
Exposure = 36 weeks 138 139
Exposure = 42 weeks 137 139
Exposure = 48 weeks 133 137
Exposure = 52 weeks 118 120

The maximum duration of IMP exposure was 52 weeks in the clinical psoriasis study (GP15-
302) which was reached by 118 patients (Erelzi) and 120 patients (Enbrel). Within the OA
Safety Set, patients were exposed (Erelzi vs. Enbrel) for a mean 318.3 days (vs. 309.9 days), for
a median 358.0 days (vs. 358.0 days). Within the OA Safety Set, patients were exposed (pooled
continued group vs. pooled switched group) for a mean 314.0 days (vs. 346.2 days), for a
median 358.0 days (vs. 358.0 days). The exposure was sufficient for comparability purposes.
The clinical studies were not powered to detect rarer adverse events.

Comment: Patient exposure was adequate to show comparability to the reference product.
Furthermore, a subset of study GP15-302 switched three times from one product to
the other between Week 12 and Week 30 providing data for a small group of
subjects until week 52 (40 weeks of data after the first switch).

8.3. Adverse events
8.3.1. Analysis sets
8.3.1.1. Pivotal efficacy study

Unless indicated otherwise, the data reported for all studies uses the Safety Analysis Set, defined
by the sponsor as follows:

The safety (SAF) population consisted of all randomized subjects who received at least one
dose of study drug. This was determined as flagged in the individual study data. Subjects
were analyzed according to the treatment they received.

All patients were analysed according to treatment received.

Treatment Period 1 Safety Set (TP1 Safety Set): all patients who took at least 1 dose of study
treatment during the treatment period.
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Teatment Period 2 Safety Set (TP2 Safety Set): all patients who took at least 1 dose of study
treatment during TP2.

Extension Period Safety Set (EP Safety Set): all patients who took at least 1 dose of study
treatment during the EP.

Overall Analysis Safety Set (OA Safety Set): all patients who took at least 1 dose of study
treatment during the study. The OA Safety Set was not planned in the protocol or
amendments but was added in an OA SAP (CSR Appendix 16.1.9) before final database lock
in order to provide cumulative analyses across all of the treatment periods.

Both the EP Safety Set and the OA Safety Set analysis was comprised of two comparisons: a
comparison of the continued Erelzi population vs. the continued Enbrel population; and a
comparison of the pooled continued population vs. the pooled switched population.

Furthermore, a post hoc analysis comparing TP2 continued treatment groups from baseline to
the end of TP2 was also conducted.

8.3.1.2. PK studies in healthy volunteers

The Safety Analysis Set was used for the pooled safety analyses of the PK studies in healthy
volunteers. The set consisted of all randomised subjects who received at least one dose of study
drug. Subjects were analysed according to the treatment they received.

TEAEs were assigned to each period using the following criteria:

Period I: AEs starting after the first period dosing of IMP but before second period dosing of
IMP; and

Period II - AEs starting after the second period dosing of IMP.
8.3.2. Treatment related adverse events (regardless of study drug relationship)

This section relates to treatment related adverse events (regardless of study drug relationship),
i.e. includes adverse events that are unrelated to the IMP.

8.3.2.1. Pivotal efficacy study

Overall, treatment related adverse events (regardless of study drug relationship) were
reasonably balanced between Erelzi and Enbrel (EU) treatment groups (including the
comparison between pooled continued and pooled switched groups) in all sets. The most
commonly reported TEAEs were ‘infections and infestations’, ‘skin and subcutaneous tissue
disorders’, ‘gastrointestinal disorders’, and ‘musculoskeletal and connective tissue disorders’.
The majority of events were mild or moderate in severity.

Table 36: Study GP15-302. Summary comments on treatment related adverse events
(regardless of study drug relationship).

Set Comment

TP1 There appear to be no overt clinically significant differences
between the two groups-~.

TP2 There appear to be no overt clinically significant differences
between the two groups-~.

Tp2" There appear to be no overt clinically significant differences
between the two groups-~.

EP* There appear to be no overt clinically significant differences
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Set Comment

between the two groups-~.

EP# There appear to be no overt clinically significant differences
between the two groups-~.

OA* There appear to be no overt clinically significant differences
between the two groups-~.

OA* There appear to be no overt clinically significant differences
between the two groups-~.

~ Post hoc analysis comparing TP2 continued treatment groups from baseline to the end of TP2; * Continued
Erelzi population vs. continued Enbrel population comparison; # Pooled continued population vs. pooled
switched population comparison; ~ The study was not powered to detect rarer adverse events or to make
meaningful conclusions about incidence and this should be taken into consideration.

8.3.2.2. PK studies in healthy volunteers

An overview of adverse events in the PK studies showed no serious events occurred in any
study.

TEAESs (regardless of study drug relationship) were most frequently reported in SOCs of blood
and lymphatic system disorders, nervous system disorders, and respiratory, thoracic and
mediastinal disorders. The most frequently reported TEAEs were neutropenia, headache,
nasopharyngitis and oropharyngeal pain. The TEAEs (regardless of study drug relationship)
were reasonably balanced between Erelzi and Enbrel (EU/US) treatment groups. Most TEAEs
were of mild or moderate severity.

Table 37: Pooled PK studies. Overall Summary of Adverse Events by Treatment.

GP2016 PFS GP2016 Delta Enbrel® EU Enbrek® US GP2015 Enbral® EU & US
[(N=212} {M=50) {N=107) [W=5&) [M=282} {N=183)

Humbser of patients with at least n (%) # n (%) & n (%) # n (%) # n (%) # n (%) #
Sailyects wilh adverse events 112 (52.8) 2% 26 {5200 56 555141119 28 [50.0) 52 120 (45 8) 282 83.(50.9) 171
Subjects with suspacted relabed adverss events T2 (3405113 11(220) 12 42 (39,3167 19 {33 9) 31 TT (294125 61 {37 4)08
Subpechs wrlh denous adesas evenla o ] L] o o 1]
Subjects decontinutd dus i advarse evenks 2953 1203 101 o 16 1{0E1
n = number of patents, # = numbier of events
FFS = Pree-hilled symnge, Defta = Delta dence

8.3.3. Treatment related adverse events (with suspected relationship to the study

drugs (adverse drug reactions))
8.3.3.1. Pivotal efficacy study

Overall, treatment related adverse events (with suspected relationship to the study drugs) were
reasonably balanced between Erelzi and Enbrel (EU) treatment groups (including the
comparison between pooled continued and pooled switched groups) in all sets. The most
commonly affected SOCs included ‘infections and infestations’ and ‘skin and subcutaneous
tissue disorders’.

Table 38: Study GP15-302. Summary comments on treatment related adverse events
(with suspected relationship to the study drugs (adverse drug reactions)).

TP1 There appear to be no overt clinically significant differences between the
two groups~.
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Set Comment

TP2 There appear to be no overt clinically significant differences between the
two groups~. It is assumed that ‘psoriasis’ in the Enbrel group refers to lack
of efficacy.

TpP2" There appear to be no overt clinically significant differences between the
two groups~.

EP* There appear to be no overt clinically significant differences between the
two groups~.

EP# There appear to be no overt clinically significant differences between the
two groups~.

OA* There appear to be no overt clinically significant differences between the
two groups~.

OA* There appear to be no overt clinically significant differences between the
two groups~.

~ Post hoc analysis comparing TP2 continued treatment groups from baseline to the end of TP2; * Continued
Erelzi population vs. continued Enbrel population comparison; # Pooled continued population vs. pooled
switched population comparison; ~ The study was not powered to detect rarer adverse events or to make
meaningful conclusions about incidence and this should be taken into consideration.

8.3.3.2. PK studies in healthy volunteers

A list of TEAEs (with suspected relationship to the study drugs (adverse drug reactions)) is
shown. The most frequently reported TEAEs (with suspected relationship to the study drugs)
were neutropenia, headache, nasopharyngitis and oropharyngeal pain. The TEAEs were
reasonably balanced between Erelzi and Enbrel (EU/US) treatment groups. Most TEAEs were of
mild or moderate severity.

8.3.4. Deaths and other serious adverse events
8.3.4.1. Pivotal efficacy study
8.3.4.2. Deaths

One death occurred during study GP15-302. One patient in the Enbrel group died during TP1 as
aresult of cardiopulmonary failure. The patient had a history of type Il diabetes mellitus and
was receiving concomitant glimepiride and metformin treatment. The death was considered
unrelated to study medication.

8.3.4.3. Serious adverse events (regardless of study drug relationship)

Overall, serious adverse events (SAEs) were reasonably balanced between Erelzi and Enbrel
(EU) treatment groups (including the comparison between pooled continued and pooled
switched groups) in all sets. There appeared to not have been any clustering of specific SAEs.
Additional comments are made.

Serious adverse events (SAEs) considered related to the study drugs were as follows:

1 patient (treatment sequence in Group 1b: Erelzi > Enbrel > Erelzi > Enbrel) experienced a
severe event of multiple sclerosis (suspected to be related to study drug), 1 year, 1 month,
and 7 days after the first dose of study drug. The event occurred outside the study period
and was reported to be resolved.
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1 patient (treatment sequence in Group 2: Enbrel) experienced a severe event of drug
induced toxic hepatitis (suspected to be related to study drug) apparent through deranged
liver function tests in TP1. Hepatitis B surface antigen (HBsAg), IgM toxoplasma (blood
[gM), and anti-hepatitis C virus (HCV) showed negative results. The study drug was
discontinued. The event resolved with treatment.

Table 39: Study GP15-302. Summary comments on serious adverse events (SAEs)
(regardless of study drug relationship).

Set Comment

TP1 There were 4 (1.5%) and 3 (1.1%) patients with SAEs in the Erelzi
and Enbrel groups, respectively. 1 (0.4%) patient in the Enbrel
group died of cardiopulmonary failure. Retinal detachment
(unlikely related), appendicitis and DILI (likely related and leading
to discontinuation) occurred in 1 patient each (0.4%) in the Enbrel
group. A malignant melanoma in 1 (0.4%) Erelzi patient lead to
discontinuation. Milk allergy and lower limb fracture were less
likely related to IMP.

TP2 1 (0.7%) patient in the Enbrel group experienced pneumonia.

TpP2" The same SAEs from TP1 and TP2 set appeared again in this set.

EP* Both the continued Erelzi group and the continued Enbrel group
had 3 patients with SAEs (2.1%). There appear to be no overt
clinically significant differences between the two groups-.

EP# There appear to be no overt clinically significant differences
between the two groups-~.

OA* There appear to be no overt clinically significant differences
between the two groups-~.

OA* There appear to be no overt clinically significant differences
between the two groups~. Of note is that more patients in the
pooled continued groups had more serious infections and
infestation when compared to the pooled switched groups (6
(1.8%) vs. 2 (1.0%)), but given the low absolute numbers overall,
this is not likely clinically significant.

~ Post hoc analysis comparing TP2 continued treatment groups from baseline to the end of TP2; * Continued
Erelzi population vs. continued Enbrel population comparison; # Pooled continued population vs. pooled
switched population comparison; ~ The study was not powered to detect rarer adverse events or to make
meaningful conclusions about incidence and this should be taken into consideration.

8.3.4.4. PK studies in healthy volunteers

There were no deaths in the PK studies in healthy volunteers. No serious adverse events
deemed related to the IMP occurred. One severe TEAE in study GP15-101 was not suspected to
be related to the study drug.
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8.3.5. Discontinuations due to adverse events
8.3.5.1. Pivotal efficacy study

Discontinuations due to TEAEs were infrequent and reasonably balanced between treatment
groups.

Table 40: Study GP15-302. Summary comments on discontinuations due to adverse
events.

Set Comment

TP1 There appear to be no overt clinically significant differences
between the two groups-~.

TP2 There appear to be no overt clinically significant differences
between the two groups-~.

TpP2" There appear to be no overt clinically significant differences
between the two groups-~.

EP* There appear to be no overt clinically significant differences
between the two groups-~.

EP# Nearly twice as many discontinuations occurred in the pooled
continued group compared to the pooled switched group (2.5% vs.
1.1%), but they were infrequent in absolute terms.

OA* There were slightly more discontinuations in the continued Erelzi
group compared to the continued Enbrel group (11/164 (6.7%) vs.
8/171 (4.7%), but the difference is only small and overall, the
groups were reasonably balanced.

OA# The discontinuations shown in the EP# set were reflected in this
set.

" Post hoc analysis comparing TP2 continued treatment groups from baseline to the end of TP2; * Continued
Erelzi population vs. continued Enbrel population comparison; # Pooled continued population vs. pooled
switched population comparison; ~ The study was not powered to detect rarer adverse events or to make
meaningful conclusions about incidence and this should be taken into consideration.

8.3.5.2. PK studies in healthy volunteers

In the PK studies, a total of 3 subjects discontinued the studies due to TEAEs. In GP15-101, there
were 2 discontinuations (1 subject receiving Erelzi with neutropenia, and 1 subject receiving
Enbrel/EU with body tinea), both of which were suspected to be related to the IMP. In GP15-
102, 1 subject receiving Erelzi discontinued IMP due to a TEAE of rash, but this event was not
suspected to be related to the IMP.

8.4. Evaluation of issues with possible regulatory impact
8.4.1. TEAE:s of special interest

The sponsor defined adverse events of special interest based on special warnings and
precautions given in the Enbrel product label.

Specific adverse events of interest for the safety analysis of the phase 3 study are listed
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Table 41: TEAEs of special interest.

Byslim argan class (30C) High kevel group lerm (HLGTY
High level term (HLT)Preferred torm [PT)

Intections and infestations Tuberculous infections (HLT)
Atypical mycobactarial infections (HLT)
Hepatis B (FT)
Acute hapatitis B (PT)
Chronic hepatitis B (FT)
Hepatitis © (PT)
Acute hepatitis © (PT)
Chronic hepatitis C (PT)
Sepsis, bacterenia, viremia and fungemia NEC (HLT)
Listeriosis (PT)
Legicnella infection (PT)
Pneumonia legioneiia (FT}
Fungal infectious disordars (HLET)
Preumacyslis infechons (HLT)
Aspergillus infections (HLT)
Herpes viral infections (HLT)

Neoplasms bemign, malignant and All PTs
umsparcified (incl. cysts and polyps)
Allgrgicianaphytaciic reachons Amgoedema and urbcanal (HLET)

Hypersensilivity (PT)

Drug hypersensitivity (PT)

Bronchospasm (PT)

Rubber sensiivity (FT)

Rashes, eruptions and exanthemas MEC (HLT)

Inninuine Systam disordens

Ao At Acute and chrond sarcoidosis (HLT)

Auioimmune pancylopenta (BT}
Autoimmune hepatitis (FT)
Autoantibody positive [FT)
Lupus-Eke syndrome (PT)
Vasculitdes (HLT)

\asculitides MEC (HLT)

Neurplogical events. Demyelinaling disorders (HLGT)

Hamatological events Pancytopania (FT)
Throembocylopenia (PT)
Anemia (PT)
Aptastic an=mia (PT)
Leukopenia (FT)
Meutropenia (PT)
White blood cell count decreased [FT)

Congestive Heart Failure Cardiac failure congestive (PT)
Interstitial ung disease (PT)

Source: [Module 5.3.5.1 GP15-302 Week E‘IZI-TuUk' 0-8]
HLGT=high level group term; HLT=high level term; NEC=not elsewhere classified; PT=prefemred term;
S0C=system organ ciass

Adverse events of special interest (AESIs) were relatively infrequent in all treatment groups.
Individual AESIs did not occur in more than one patient in any group. Overall, even though the
numbers are too small to determine a trend, infections and neoplasms/malignancies appeared
to occur more frequently in the continued Erelzi group, whereas hypersensitivity and associated
reactions occurred more often in the continued Enbrel group.

Table 42: Study GP15-302. Summary comments on TEAEs of special interest.

TP1 There were slightly more patients with TEAEs of special interest in the
Erelzi group (9 (3.4%) vs. 5 (1.9%), mainly due to a slightly bigger number
of neoplasms (only 1 malignant) in the Erelzi group (5 (1.9%) patients vs.
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Set

Comment

1 (0.4%) patient) with low absolute numbers. However, here appear to be
no overt clinically significant differences between the two groups-.

TP2

Infections and infestations (herpes simplex, blastomycosis, oral
candidiasis, and tinea) occurred in the Erelzi group, and urticaria and
hypersensitivity in the Enbrel group. The absolute numbers were rather
low (one patient for each condition).

TP27

This set essentially combines the results for TP1 and TP2.

EP~

As per TP1 and TP2 results, infections were more frequent in the
continued Erelzi group (additionally onychomycosis and single case of
sepsis in the Erelzi group, and herpes zoster in the Enbrel group).

EP#

There appear to be no overt clinically significant differences between the
two groups~.

OA*

There appear to be no overt clinically significant differences between the
two groups~, even though as for the previous sets, infections (mostly mild)
and neoplasms (only 1 malignant) occurred more frequently in the
continued Erelzi group, whereas hypersensitivity and associated reactions
occurred more often in the continued Enbrel group. Absolute numbers
were small.

OA*

There appear to be no overt clinically significant differences between the
two groups~.

~ Post hoc analysis comparing TP2 continued treatment groups from baseline to the end of TP2; * Continued
Erelzi population vs. continued Enbrel population comparison; # Pooled continued population vs. pooled
switched population comparison; ~ The study was not powered to detect rarer adverse events or to make
meaningful conclusions about incidence and this should be taken into consideration.

8.4.2.
84.2.1.

Liver function and liver toxicity

Pivotal efficacy study

There were a small number of liver-related events, the most significant of which are described

below:

One patient (treatment sequence in Group 2: Enbrel) experienced a severe event of drug
induced toxic hepatitis (suspected to be related to study drug) apparent through deranged
liver function tests in TP1. Hepatitis B surface antigen (HBsAg), IgM toxoplasma (blood

[gM), and anti-hepatitis C virus (HCV) testing showed negative results. The study drug was
discontinued. The event resolved with treatment. This was an isolated incidence that did not
occur in Erelzi, but in Enbrel.

One patient (treatment sequence in Group 1b: Erelzi > Enbrel > Erelzi) experienced a
moderate event of hepatic steatosis (suspected to be related to study drug) in TP2. The
study drug was discontinued. The event resolved.

One patient (Group 1: Erelzi) experienced a mild event of hepatic steatosis (suspected to be
related to study drug) in EP. The study drug was discontinued. The event was considered
ongoing at the end of the study.
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There was another liver event not deemed related to the study drugs: cholelithiasis in Group
1b.

84.2.2.  PK studies in healthy volunteers

In the PK studies, some liver function test derangements occurred: 1 subject experienced an
elevation of AST on Day 14 after dosing with Erelzi (GP15-101) (deemed related to IMP);1
subject experienced elevated ALT and AST approximately 41 days after Enbrel treatment in
Period I (GP15-101) (deemed unrated to IMP); 1 subject had elevated AST and ALT values on
Day 7 of Period II following Erelzi treatment (GP15-102). In GP15-103, several values outside
the reference range were observed, but none were considered to be clinically significant.

There appears to be no evidence for Erelzi to be different to Enbrel with regard to liver function
and liver toxicity events.

8.4.3. Renal function and renal toxicity

There were a small number of haematuria events in GP15-302, e.g. 3 (1.8%) in the continued
Erelzi group, and 1 (0.6%) in the continued Enbrel group (OA Set). One acute renal failure event
occurred:

One patient (treatment sequence in Group 1b: Erelzi > Enbrel > Erelzi > Enbrel) experienced
several severe events of acute renal failure with anaemia, respiratory failure, and acid-base
balance disorder. The acute renal failure (and the other severe adverse events) in this
patient were not suspected to be related to the study drug.

There appears to be no evidence for Erelzi to be different to Enbrel with regard to renal function
and renal toxicity events.

8.4.4. Other clinical chemistry
8.4.4.1. Pivotal efficacy study
Overall, there were also no notable differences between the treatment groups.
84.4.2.  PK studies in healthy volunteers
In the PK studies, some liver function test derangement occurred.
8.4.5. Haematology and haematological toxicity
8.4.5.1. Pivotal efficacy study

Overall, there were also no notable differences between the treatment groups, and only a small
number of neutropaenia events.

8.4.5.2. PK studies in healthy volunteers

In GP15-104, there were 18 occurrences of mild TEAEs of neutropenia (related to the IMP)
which resolved. GP15-102 and GP15-103 had a small number of neutropaenia. In GP15-101,
there was a case of clinically significant neutropenia which resolved 2 months after dosing.

8.4.6. Electrocardiograph findings and cardiovascular safety

The onset of new or the worsening of existing congestive heart failure is associated with TNF
blockers, including etanercept. The reference product PI states:

There have been post-marketing reports of worsening of congestive heart failure (CHF),
with and without identifiable precipitating factors, in patients taking Enbrel. There have
also been rare (< 0.1%) reports of new onset CHF, including CHF in patients without known
pre-existing cardiovascular disease.
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8.4.6.1. Pivotal efficacy study

A standard 12-lead ECG was performed at screening, Week 12 and Week 52. Therefore, only
limited ECG data were available. ECG findings were comparable for the Erelzi and Enbrel
treatment groups.

One death occurred during study GP15-302. One patient in the Enbrel group died during TP1 as
aresult of cardiopulmonary failure. The patient had a history of type Il diabetes mellitus and
was receiving concomitant glimepiride and metformin treatment. The death was considered
unrelated to the study medication.

There appears to be no evidence for Erelzi to be different to Enbrel with regard to
cardiovascular safety.

8.4.6.2. PK studies in healthy volunteers

In the PK studies in healthy volunteers, 12-lead ECGs were performed at screening, pre-dose
(only pre-dose of period Il in GP15-103 study) and the follow-up visit. No clinically important
findings in ECG morphology, heart rate or intervals were apparent in any of the studies.

8.4.7. Vital signs and clinical examination findings

In both the PK studies and the efficacy study, there were no clinically meaningful differences
with regard to vital signs and clinical examination findings in the different treatment groups.

8.4.8. Immunogenicity and immunological events
8.4.8.1. Pivotal efficacy study

The lower limit of quantification (LLOQ) for immunogenicity purposes was 150 ng/mL. All
patients in the Erelzi treatment group had negative ADA results and a total of 5 patients (1.9%)
in the Enbrel group had a confirmed positive ADA result in TP1. None of the ADAs were
neutralising. No new patients with ADAs were detected in TP2. One ADA positive result was
detected at one time-point during the treatment with Erelzi in the EP, in a patient from the
pooled switched group.

8.4.8.2. PK studies in healthy volunteers

No binding ADAs were detected in the GP15-101, GP15-102, and GP15-103 studies. In the GP15-
104 study, 3 subjects had confirmed binding ADAs at the follow-up visit (Day 65) with titres
slightly above the detection limit. All 3 subjects were in the treatment sequence of Erelzi >
Enbrel (EU) (i.e. Erelzi in period I and Enbrel (EU) in Period II). None of the ADAs were
neutralising.

The sponsor stated that the binding ADA positive results were not considered clinically
meaningful due to the very low titres and that there were no other safety concerns with respect
to the ADA results.

Comment: Immunogenicity is one of the most important safety concerns in a biosimilar
evaluation. Immunogenicity (through both neutralising and non-neutralising anti-
drug-antibodies (ADAs)) has the potential to alter both efficacy and safety.
However, the clinical significance of ADAs remains uncertain. Limited data shows
that ADA positive patients are more likely to experience infusion reactions. The
development of ADAs is not necessarily linked to non-responder patients. However,
when comparing etanercept to adalimumab in rheumatoid arthritis patients, it
appears that adalimumab patients who develop ADAs have worse clinical outcome
compared to those who do not develop ADAs (Krieckaert et al., 2012).
Consequently, ADAs in etanercept do not seem to be as clinically significant as in
adalimumab in rheumatoid arthritis.
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The psoriasis study population (no RA equivalence study was conducted) was
better suited to detect any potential differences between treatment groups. A small
literature review of anti-etanercept antibodies (Hsu et al., 2014) revealed a
proportion range of 0-18.3% of subjects tested. However, when considering larger
RCTs only, the range was 2.7-18.3%. The immunogenicity results from EGALITY
seem to be within the data provided by the literature, albeit on the lower end of the
spectrum. Different testing methods in the literature review studies may have
contributed to different ADA proportions.

With regard to the methodology, the sponsor stated the following:

Immunogenicity of etanercept as determined by the formation of antibodies
against the drug will be evaluated by using validated immunoassays. The
validation procedure and serum sample analysis will follow international
guidelines. The study samples will be screened for anti-etanercept antibodies.
Evaluation of potential anti-etanercept antibodies will be done by testing
specificity and neutralizing effect. The assays will be performed by the study
sponsor. A detailed description of the analytical method will be further described in
the laboratory manual.

8.4.9. Serious skin reactions

Local tolerability was generally comparable between treatment groups in both PK studies and
the efficacy study.

In GP15-302 (EGALITY), injection site reactions were reported in a lower proportion of patients
in the Erelzi group (4.9%), compared with the Enbrel group (14.2%) in TP1, with the majority
being mild. The proportion of patients with a reaction was reasonably balanced in TP2 and the
EP. No injection site reactions were classified as an SAE.

8.5. Post marketing experience
In the Summary of Clinical Safety, the sponsor states:

There are no data on post-marketing exposure as Erelzi has not yet been marketed in any
region.

8.6. Evaluator’s overall conclusions on clinical safety

The reference product, etanercept (Enbrel) has been marketed for more than a decade and the
efficacy and safety has been established for the currently approved indications.

As this is a biosimilar application, the main purpose of the clinical safety section is to evaluate
whether there are significant differences between the biosimilar and the reference product.

The sponsor has not provided an integrated safety summary, but presented the safety data for
each study individually. The safety results from the clinical study was considered more
representative with regard to target population and administration duration compared to the
PK study which only administered a single dose in healthy subjects.

The maximum duration of IMP exposure was 52 weeks in the clinical psoriasis study (GP15-
302) which was reached by 118 patients (Erelzi) and 120 patients (Enbrel). Within the OA
Safety Set, patients were exposed (Erelzi vs. Enbrel) for a mean 318.3 days (vs. 309.9 days), for
amedian 358.0 days (vs. 358.0 days). Within the OA Safety Set, patients were exposed (pooled
continued group vs. pooled switched group) for a mean 314.0 days (vs. 346.2 days), for a
median 358.0 days (vs. 358.0 days). The exposure was sufficient for comparability purposes.
The clinical studies were not powered to detect rarer adverse events though.
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Overall, the adverse event profile was fairly similar in all treatment groups. The safety data from
the clinical studies and the PK study demonstrated that there were no clinically meaningful
differences between Erelzi and the reference product Enbrel. Furthermore, there appears to be
no evidence of clinically meaningful differences between the pooled continued group and the
pooled switched group, indicating no apparent safety disadvantages from switching. However,
the clinical studies were not powered sufficiently to provide statistical evidence of differences in
less common adverse events.

The proportion of patients that developed ADAs was rather low.

The absence of a difference in the studies not powered for uncommon events does not provide
evidence for the absence of safety concerns. There may be the possibility that the following are
different in Erelzi (Erelzi) and this should be particularly monitored in the post-market
environment and presented in PBRERs/PSURs: infections; malignancies (in particular in
children and adolescents). Post-market monitoring is essential and the role of the risk
management plan crucial in that regard. Furthermore, disease registries should be utilised as
well.

9. First round benefit-risk assessment

9.1. First round assessment of benefits
See below.

Table 4.3: First round assessment of benefits.

Psoriasis

Benefits Strengths and Uncertainties

Equivalence of Erelzi Strengths

to Enbl_‘el was shown Study GP15-302 (EGALITY) was very similar to the

for patients in f d . 1 trial with d d
derate to severe reference product pivotal trial with regard to study

mo population and endpoints. The study design and its

plz;f(_lue psor(llam? " endpoints were mainly based on the current gold standard
(efficacy and safety). for psoriasis clinical trials, the PASI score.

The primary endpoint, most of the primary endpoint
sensitivity analyses, and the PASI secondary endpoints were
supportive of equivalence based on a 15% margin.

The primary endpoint was identical to the reference
product pivotal trial primary endpoint.

Continuous PASI based endpoints were also used and
supportive of equivalence.

Longer term data were available, namely until Week 52.

The study did not allow subjects to use concomitant
systemic immunomodulators. The placebo-adjusted
response rate (i.e. signal-to noise ratio) with regard to
treatment effect was larger than in a study that allowed
concomitant immunomodulators.

The equivalence is supported by the PK study results.
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Psoriasis

Benefits Strengths and Uncertainties

The study provided sufficient data on switching from Enbrel
to Erelzi (and vice versa; this included 3 switches in the
switching group).

Uncertainties

The psoriasis assessment tools are often considered a
limitation of psoriasis clinical trials. Psoriasis assessments
appear to be more subjective with clinicians often
overestimating body surface area affected. The patient
experience of severity is also rather subjective. The PASI’s
disadvantages are that the upper end of the scale is rarely
used and may have low response distribution and no
consensus on interpretability, whereas PGA/IGA may not
necessarily discriminate small change and may not have a
robust range. However, the combination of validated
psoriasis scores can mitigate most of the limitations.

No data beyond 52 weeks are available.

Table 44: Indications approved for the reference product Enbrel (other than psoriasis).

Indications approved for the reference product Enbrel (other than psoriasis)

Benefits Strengths and Uncertainties
Efficacy can be Strengths
reasonably

A high signal-to noise ratio indication (psoriasis) was used
to detect potential differences between treatments, i.e. to
evaluate for equivalence.

extrapolated from the
conducted studies to
the other indications

approved for the The dosing regimen used in the clinical studies was within
reference product the recommended dose range for all approved reference
Enbrel product adult indications.

The other approved indications have a similar mechanism
of action (e.g. no approved IBD indication).

Uncertainties
Not all indications were investigated.

The dosing regimen used in the clinical studies differed
from the approved reference product paediatric
indications.

Malignancies (in particular lymphoma) have been
associated with children and adolescents treated with
TNF-a antagonists, including etanercept.

9.2. First round assessment of risks

See below.
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Table 4:5: First round assessment of risks.

Risks Strengths and Uncertainties

Concerns that efficacy Strengths
and safety are not
equivalent to the
reference product in a
real world setting Appropriate pharmacovigilance and risk minimisation
measures should be implemented to detect, monitor and
mitigate the risks.

The clinical studies provided robust efficacy and safety
data in the target indications.

Uncertainties

The clinical studies were not powered to detect more rare
adverse events.

Uncertainties remain with regard to extrapolation to
paediatric indications.

No data beyond 52 weeks are available.

Other unknown risks not detected in the provided studies,
including loss of efficacy or new emerging safety signals.

9.3. First round assessment of benefit-risk balance

Overall, the benefit-risk balance of Erelzi (etanercept) for the proposed usage is favourable. This
assessment is based on data evaluated from a clinical point of view. The assessment was made
by weighing up the risks and benefits as outlined in this evaluation report and summarised in
the previous section. However, the favourable assessment is dependent on the satisfactory
response to the evaluator questions, the agreement to implement an appropriate risk
management plan, and a favourable assessment by the quality, toxicology, and RMP evaluators.

10. First round recommendation regarding authorisation

Approval of Erelzi (etanercept) is recommended for the following indications (as per proposed
Erelzi PI document):

Rheumatoid Arthritis

Active, adult rheumatoid arthritis (RA) in patients who have had inadequate response to
one or more disease-modifying antirheumatic drugs (DMARDs). Erelzi can be used in
combination with methotrexate.

Severe, active rheumatoid arthritis in adults to slow progression of disease-associated
structural damage in patients at high risk of erosive disease.

Psoriatic Arthritis

The signs and symptoms of active and progressive psoriatic arthritis in adults, when the
response to previous disease-modifying antirheumatic therapy has been inadequate. Erelzi
has been shown to reduce the rate of progression of joint damage as measured by X-ray
and to improve physical function.

Plaque Psoriasis
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Adult patients with moderate to severe chronic plaque psoriasis, who are candidates for
phototherapy or systemic therapy.

Ankylosing Spondylitis
The signs and symptoms of active ankylosing spondylitis in adults.
Non-radiographic Axial Spondyloarthritis

Treatment of adults with active* non-radiographic axial spondyloarthritis with objective
signs of inflammation as indicated by elevated C-reactive protein (CRP) and/or MRI
change who have had an inadequate response to NSAID:s.

*Active disease is defined as a Bath Ankylosing Spondylitis Disease Activity Index (BASDAI)
score of 2 4.

Children and Adolescents
Juvenile Idiopathic Arthritis

Active polyarthritis (rheumatoid factor positive or negative) in children and adolescents,
aged 2 to 17 years, who have had an inadequate response to one or more DMARDs.

Active extended oligoarthritis in children and adolescents, aged 2 to 17 years, who have
had an inadequate response to, or who have proved intolerant to, methotrexate.

Active enthesitis-related arthritis in adolescents, aged 12 to 17 years, who have had an
inadequate response to, or who have proved intolerant to, conventional therapy.

Active psoriatic arthritis in adolescents, aged 12 to 17 years, who have had an inadequate
response to, or who have proved intolerant to, methotrexate.

Etanercept has not been studied in children aged less than 2 years.
Paediatric Plaque Psoriasis

Chronic, severe plaque psoriasis in children and adolescents from 4 to 17 years, who are
inadequately controlled by, or are intolerant to, other systemic therapies or
phototherapies. Duration of therapy to be no longer than 24 weeks and treatment to be
ceased after 12 weeks if a significant PASI response is not achieved.

However, the approval recommendation is dependent on the satisfactory response to the
evaluator questions, the agreement to implement an appropriate risk management plan, and a
favourable assessment by the quality, toxicology, and RMP evaluators.

11. Clinical questions

11.1.  Clinical questions
11.1.1. Pharmacokinetics

1. Instudy GP15-104, intra-individual variability values were given, but not inter-individual
variability values. The sponsor should provide those for the primary PK parameters.

2. Instudy GP15-102, no analysis of AUCy.., was reported in the sensitivity analysis. The
sponsor should provide these results.

3. Instudy GP15-103, it was noted that the design and methodology strongly resembled
protocol, GP15-104. That study included an adjustment for the given dose, in which the
actual dose was obtained by weighing the syringe before and after administration. This
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seems not to have occurred in study GP15-103. The sponsor should provide a compelling
justification why this was not deemed necessary in this study.

4. Instudy GP15-302, the trough concentration mean ratios and associated 90% Cls were not
provided by the sponsor. The sponsor should provide those results.

5.  With regard to all PK studies: the clinical evaluator was unable to locate the Lower Limit of
Quantification (LLOQ) in some of the PK studies. For all four PK studies provided, the
sponsor should provide the LLOQ for PK parameter purposes.

11.1.2. Pharmacodynamics
No questions.
11.1.3. Efficacy

1. For study GP15-302, the sponsor should provide more information on the role of the
designated unblinded sponsor team members at Week 12.

2. For study GP15-302, the determination of the equivalence margin (18% for PASI 75
responders and 15% for PASI improvement) requires more detail and explanation
(including the use or more than the two pivotal comparator trials, at least as a sensitivity
analysis, and a clinical assessment). The sponsor is asked to provide this information.

3. For study GP15-302, the sponsor should provide statistical data comparing the treatment
groups, and comparing the pooled continued group and the pooled switched group
(difference and 95% Cls) for the following (for all study periods and an overall analysis):

§ PASI percent improvement results outside of Treatment Period 1;
8§ IGA results; and
§ HRQoL and functional ability results.

11.1.4. Safety

1. The evaluator was unable to locate the laboratory manual for the EGALITY (GP15-302). The
evaluator could only locate the lower limit of quantification (LLOQ) (for ADA
measurements) in study GS15-104 which was given as 200 ng/mL. The sponsor should
provide, for all five studies, a summary of the methods used to measure ADAs (including
LLOQs).

2. Inthe Summary of Clinical Safety, the sponsor states: “There are no data on post-marketing
exposure as Erelzi has not yet been marketed in any region.” However, Erelzi has been
approved in the US on 30 August 2016. The sponsor should provide a summary of post-
marketing safety data, including PSURs/PBRERs (if available).

12. First round evaluation errata

12.1. Minor editorial changes
Not applicable.

12.2. Minor errors of fact

The sponsor has provided a document with sponsor comments and errors. They were
addressed by the evaluator.
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12.3.  Significant errors of fact
Not applicable.

13. Second round evaluation

13.1.1. Pharmacokinetics

1. In study GP15-104, intra-individual variability values were given, but not inter-
individual variability values. The sponsor should provide those for the primary PK
parameters.

Sponsor response

Inter-individual variability (% CV) has been added to the summary statistics of key PK
parameters after dose normalization as well as for nominal doses in the CSR summary as shown
below.
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Table 46: PK parameters by treatment.

Table 1-1 Descriptive statistics for the pharmacokinetic parameters by
treatment (PK parameters C, ., AUC ., and AUC, , are dose
normalized)

Baramdber Statistle GPZ015 Enbrel/EY

=54 =54

Comae” (NGIML) Geomelric mean 3325, 324317

haan (501 JOGT.36 (1200.92) F398.97 (1034.51)

Range 1432.30 = 7472.00 1456.40 = 5032.80

% CV 36.3 30.4
AUC ..., (W ngimL) Geometric mean GOGE00.80 T40831.90

klean (S0 BO3ITEAT(1D4T32 10) 764180 80 (183337 609)
Rangs 318TH3 64 - 1234984 32 38103529 - 1147116 03
Yo CV 281 24.0
AL sy th"ng'mL) geamalnc mean 6191289 84 674724 85
hoan (S0 G45120.83 (185458.85) 69506471 {(167636.24)
Range 20330370 - 116231811 340456.0- 101941568
Y CV 28.7T 241
Table 1-2 Descriptive statistics for the pharmacokinetic parameters by
treatment for nominal dose
Parametar _Stuttutic GP2015 Enbrel/EU
MN=54 M=54
Conax (MQML) Gaomatnc mean 3416.22 30T .00
Mean (5D} 3633.05 (1321.66) 3233 08 (980 26)
Range 1463 10 = T&11.00 1931 10 - 571660
% CV 36.4 0.3
Fl.[_li_:_;__lp:h'ng'm[_| Gaomatnic maan BEFfETEE 96 T5159.10

Mean (501 FOE158.33 (199223.51) F27200.08 (173879.56)
Range 32565060 - 1260373.35 36305039 - 1094618 36
% CV 28.2 239

AUC ftaer; (H*ngimL) Geomatrnc mean G30363.18 64223520

Mean (S0) BST012.54 (1BDGE4.TD) G62364 08 (158901.07)
Fange 2909620.76 - 118621325 325100 63 - 96597097
eV 8.9 24.0

Comment: The response has been noted. Relevant changes to the report body were made.

2. Instudy GP15-102, no analysis of AUCy.. was reported in the sensitivity analysis. The
sponsor should provide these results.

Sponsor response

For study GP15-102, a sensitivity analyses was performed where operator was not included in
the statistical model, the results were presented in the CSR. AUC(0-c0) has now been added to
this sensitivity analysis table as shown below.
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Table 47: PK parameters, per protocol set.

Table 2-1 Statistical analysis of the pharmacoKinetic parameters of etanercept
(per-protocol set) (excluding operator)

Ratio of geometric LS Within

Geometric LS mean mean subject
M GP2015 : EP“II}:I'&|r CV%
50 mg GP2015 50 mg Enbrel’ (80% CI)
f::'l’:r:f':l’lfl 53 65808 410263 0.8010 (08319, 09561) 2163
AUCs = ) 54 JIBE4E89 435143 0.8882 {0.3323, 0.9#?3] 20.18
(ng.himL) : :
Croan 54 2028 2146 0.0450 (0.8605, 1.0271) 2627

(ng'ml)

The results of the sensitivity analyses of all log transformed parameters showed that 50 mg
Erelzi was bioequivalent to 50 mg Enbrel. The 90% Cls for the mean estimated ratios were
entirely contained within the acceptance interval (0.80 to 1.25) required to declare
bioequivalence.

Comment: The response has been noted. Relevant changes to the report body were made.

3. Instudy GP15-103, it was noted that the design and methodology strongly resembled
protocol, GP15-104. That study included an adjustment for the given dose, in which the
actual dose was obtained by weighing the syringe before and after administration. This
seems not to have occurred in study GP15-103. The sponsor should provide a
compelling justification why this was not deemed necessary in this study.

Sponsor response

In contrast to studies GP15-101, -102 and -104, the objective of study GP15-103 was to compare
the PK resulting from Erelzi being administered with two different administration devices, i.e.
the pre-filled syringe (PFS) and the autoinjector (Al). As such, the study aimed to detect
differences related to the two devices, which included differences in the actual dose
administered. Therefore, the statistical analysis has not been corrected for differences in the
actual administered dose. In order to minimize product related variability, a single drug
substance batch was used in study, in order to increase the sensitivity of detecting possible
differences between the two devices studied.

Therefore, the data set presented for the PK parameters and analysis of study GP15-103 was
uncorrected for protein content, reflecting the nominal doses.

Comment: The response has been noted. Relevant changes to the report body were made.

4. In study GP15-302, the trough concentration mean ratios and associated 90% CIs were
not provided by the sponsor. The sponsor should provide those results.

Sponsor response
PK measurements in study GP15-302 were scheduled at Week 2, 4, 8 and 12 in study GP15-302.
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Table 48: Cirougn levels in study GP15-302.

Table 4-1 Summary of statistical analyses of Cyygn-levels in study GP15-302
collected after multiple doses of 50 mg GP2015/ Enbrel/EU
administered twice weekly

Sampling time point Parameter Geometric least Ratio and 90% confidence interval
square means
GP2015 Enbrel/EU Estimate Lower Upper
Week 2 Crrougn (ng/mL) 511542 5514.73 0.93 0.83 1.03
Week 4 Cirough (ng/mL)  5030.87 4178.71 1.20 1.04 1.40
Week 8 Chough (ng/mL)  5459.10 5023.69 1.09 0.99 1.20
Week 12 Crrougn (ng/mL)  5081.28 5195.03 0.98 0.84 1.14

The study was neither planned nor powered for a direct comparison of the pre-dose serum
concentrations (Cuough Values) nor was it pre-specified in the study protocol that the 90% ClIs for
ratios of geometric means of Erelzi Ciougn -levels over Enbrel/EU should be entirely contained
within the range of 0.80 - 1.25. However, the 90% Cls during weeks 2, 8 and 12 were entirely
contained within the range of 0.80 - 1.25, whereas Erelzi Ciough -levels were higher for samples
collected at Week 4.

Comment: The response has been noted. Relevant changes to the report body were made.

5. With regard to all PK studies: the clinical evaluator was unable to locate the Lower
Limit of Quantification (LLOQ) in some of the PK studies. For all four PK studies
provided, the sponsor should provide the LLOQ for PK parameter purposes.

Sponsor response

The sponsor acknowledges that the information regarding LLOQ may not have been located and
would therefore like to guide the reviewer to the relevant sections in our submission. The LLOQ
of the PK methods applied in all four PK studies is provided in “Summary of Biopharmaceutic
Studies and Associated Analytical Methods” and in the respective bioanalytical validation
reports.

Table 49: LLOQ data for PK studies.

Table 5-1 Summary of LLOQ data for all four PK studies
Study LLOQ Module Reference to corresponding PK
[ng/mL] method validation report
(see PM-2016-03159-1-1, Madule 5)
GP15-101 8 5314 BA12008-R, Section 5.1, 5.8
GP15-102 8 5314 BA12008-R, Section 5.1, 5.8
GP15-103 6.7 5314 BA14011-R, Section 5.8, 5.9
GP15-104 6.7 5314 BA14011-R, Section 5.8, 5.9

Comment: The response has been noted. Relevant changes to the report body were made.
13.1.2. Pharmacodynamics

No questions.
13.1.3. Efficacy

6. For study GP15-302, the sponsor should provide more information on the role of the
designated unblinded sponsor team members at Week 12.

Sponsor response

In order to maintain a blinded conduct of study GP15-302 until Week 52 an unblinded sponsor
team has been established after the Week 12 database lock for the preparation of the Erelzi
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dossier submissions to FDA and EMA which were based on two interim GP15-302 CSRs (Week
12 and Week 30).

The role of the unblinded sponsor team members is additionally described in the Unblinded
Team Charter. Please find the latest version of this Charter.

The adherence of the unblinded sponsor team to the processes as outlined in the Unblinded
Team Charter ensured that all patients, investigators and their staff, blinded CRO team
members, and blinded Sponsor’s Clinical Trial Team members remained blinded until final
database lock at the end of study GP15-302.

Comment: The response has been noted.

7. For study GP15-302, the determination of the equivalence margin (18% for PASI 75
responders and 15% for PASI improvement) requires more detail and explanation
(including the use or more than the two pivotal comparator trials, at least as a
sensitivity analysis, and a clinical assessment). The sponsor is asked to provide this
information.

Sponsor response

As predefined in the protocol, therapeutic equivalence for the primary endpoint, PASI 75
response rate at Week 12, was demonstrated if the 95% CI for the difference was contained
within the specified interval (-18%, 18%) after the first 12 weeks of treatment (TP1) for the
PPS. Selection of equivalence margins was based on response rates reported in earlier, double-
blind, placebo-controlled trials of the reference product (Leonardi et al 2003, Papp et al 2005,
Papp et al 2005). Based on a treatment effect size of 45%-46% observed in the Enbrel pivotal
studies referenced below, an equivalence margin of 18% was regarded as appropriate because
it ensures that at least 60% of the treatment effect observed for Enbrel can be maintained.

In addition to the above protocol statement the 18% margin for equivalence was justified on
two grounds: Clinical and Statistical. For the statistical justification a meta-analysis of the PASI
75 response rate of the two historical randomized double-blind, placebo controlled trials in a
similar population was performed by the sponsor.

Table 50: Meta analysis of PASI 75 response rate.

Table 7-1 Meta-analysis of PASI 75 response rate

Enbrel Placebo Difference

Response rate Response rate [95% Confidence Interval]
Leonardi et al 2003 494% (81 of 164) 36% (6 of 166) 45.8% [37.6%:54.0%]
Papp et al 2005 495% (96 of 194)  3.1% (6 of 193) 46 4% [39.0%;53.8%]
Meta-analysis 46 1% [40.6%:51.6%)]
by Sandoz

The selected margin of 18% retained more than 50% of treatment effect demonstrated by the
lower limit of the confidence interval of the meta-analysis, which is a generally accepted
approach to ensure that the biosimilar is substantially superior to placebo. Assuming a sample
size of 232 evaluable patients per treatment group in the per-protocol set and the 95%
confidence interval for difference in treatment groups remaining within predefined margin
range of +/-18% the PASI 75 response between treatment groups may maximally differ by 9%.
This maximum difference of 9% for PASI 75 response rates between treatment groups is not
considered clinically relevant and within the natural fluctuation in clinical studies in this
indication.
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Figure 14: Consideration for equivalence approach.
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Based on the above details it can be concluded that the 18% margin is well justified based on
careful considerations of clinical and statistical aspects.

Because of the greater sensitivity of percent PASI change as compared to PASI 75, an
equivalence margin of 15% (reduced from 18% for the PASI 75 equivalence test) was proposed.
Power values corresponding to this particular margin as presented in the study protocol
confirmed that the two methods allowed for a highly sensitive comparison of the treatment
effects of Erelzi and Enbrel over the whole course of the treatment period with the calculated
sample size.

Comment: The response has been noted. There is no definite objection to the sponsor’s
approach of determining the equivalence margin. However, in the evaluator’s
option a margin of 18% is too large and 15% would generally the acceptable
maximum depending on the circumstances. It is acknowledged that PASI score
determination is rather subjective and may suffer a smaller than usual inter-rater
reliability, and a large margin may be possible, or a scoring system with a larger
inter-rater reliability could be used. With regard to significance, as an example, a
percentage difference of 9% may not be clinically significant in an individual
patient, but may be clinically significant on a population level.

Relevant changes to the report body were made

8. For study GP15-302, the sponsor should provide statistical data comparing the
treatment groups, and comparing the pooled continued group and the pooled switched
group (difference and 95% ClIs) for the following (for all study periods and an overall
analysis):

PASI percent improvement results outside of Treatment Period 1;
IGA results; and
HRQol and functional ability results.

Sponsor response

Study GP15-302 is a biosimilar study aiming to show similar efficacy, safety and
immunogenicity between Erelzi and Enbrel. Additionally the study aimed to show that
switching between the two treatments had no meaningful impact on efficacy, safety and
immunogenicity in the sense that the pooled continued and pooled switched groups behaved
similarly.

In order to show similarity a clinical meaningful equivalence margin for each comparison would
be required. However, such margins were only defined for the primary and key secondary
endpoints and the study was only powered for those. The main objectives of the study were not
defined to detect differences for all endpoints. In addition, the likelihood is very high that some
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false-positive differences would have been identified just by chance due to many statistical
testings were performed.

Due to these reasons and to avoid misinterpretations of statistically significant differences it is
the sponsor’s strategy not to provide differences and 95% confidence intervals (Cls) for the
differences for all parameters. The sponsor considers descriptive analyses for other endpoints
as described in the Clinical Study Reports as adequate to demonstrate the totality of the
evidence for biosimilarity between Erelzi and Enbrel without these differences and 95% Cls.
Hence, the requested differences and 95% Cls have never been calculated for the parameters of
interest.

In response to your request, the sponsor selected some relevant efficacy parameters: PASI
percent change from baseline, the Investigator’s Global Assessment (IGA) responders and the
Dermatology life quality index (DLQI) total score for the Per-Protocol Set (PPS) up to Week 52.
For those three efficacy parameters the following tables present the differences and 95% Cls as
requested for the comparison of the two continued groups as well as for the pooled continued
versus pooled switched groups.

Table 51: Summary of % change from baseline in PASI score by visit for continued
treatment groups (OA PPS).

Table 8-1 Summary of % change from baseline in PASI score by visit for

continued treatment groups (OA PPS)

Continued GP2015 Continued Enbrel

(N=122) (N=118) Difference (95% CI)

Visit Maan (SD) Mean (SD)
Week 2 -23.9034 (19.4231) -25.7403 (18.8361) 18370 (-3.0306, 6.7046)
Week 4 -49.0798 (22 6823) -47 3140 (22 2250) -1.7658 (-7 4783, 3 9468)
Week 8 -71.2779 (17.7730) -70.0042 (17 8920) -1.2736 (-5 6093, 3. 2620)
Week 12 -84 3784 (12.4532) -83.4460 (11.6245) 09314 (-3.9972 2 1344)
Week 18 -B6 6035 (12.7174) -85 7845 (14,2671 -0.8190 (-4.2533, 2 6153)
Week 24 -B8.5202 (12.4812) -87.6009 (12.6383) -0.9192 (-4.1203, 2.2818)
Week 30 -89.2713 (12.2842) -B8.5019 (12 6515) -0.7694 (-3 9617, 2 4230)
Week 36 -89.9317 (11.5394) -B7 9617 (13.6916) -1.9700 (-5.1936, 1.2537T)
Week 42 -88.7598 (13.9455) -B8.0007 (13.9501) -0.6691 (-4.2241, 2.885%)
Week 48 -B87 8315 (15.5802) -B6.9654 (14 3901) 0.8661 (-4.6904, 2.9583)
Week 52 87 8975 (16.9970) 86.1276 (16.4291) 11,7699 (-6.0313, 2.4915)
DA PPS= averall analysis per-protocol sat; PASI=psoriasis area surface indax. Cl= confidence
interval; SD=standard deviation
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Table 52: Summary of % change from baseline in PASI score by visit for pooled treatment
groups (OA PPS).

Table 8-2

Summary of % change from baseline in PASI score by visit for pooled
treatment groups (OA PPS)

Pooled continued
treatments (N=240)

Pooled switched
treatments (N=168)

Difference (95% CI)

Visit

Mean (SD)

Mean (SD)

Week 2

-24 8065 (19.1189)

-24 0415 (18 1652)

-0.7650 (-4 4603, 2 9393)

Week 4

-48. 2116 (22.4291)

-48 4387 (22.5177)

02271 (-4.2154, 4 6697)

Week 8

-T0.6517 (17.8057)

-68.7195 (19.9899)

-1.8322 (-5.6370, 1.7726)

Week 12

-83 9204 (12.0368)

-83.0596 (13.3965)

-0.8608 (-3.3552, 1.6335)

Week 128

-56 2008 (13.4797)

-85.3017 (13.6843)

-0.8491 (-3.5814, 1.7832)

Week 24

-88.0663 (12.5410)

-87 1992 (14.7007)

-0.8672 (-3.5387, 1.8044)

Week 30

-58.6914 (12.4514)

-88.3309 (13.8626)

-0.5516 (-3.1440, 2.0409)

Week 36

-B8.9590 (12.6597)

-88.3534 (14 .6938)

-0.6057 (-3.2888, 2.0774)

Week 42

-88.4204 (13.9225)

-88 6622 (13.0769)

0.2328 (-2.4650, 2.9306)

Week 48

87 4039 (14.9792)

-87 4984 (16.2093)

0.0945 (-2.9830, 3.1721)

Week 52

-A7.0237 (16.7075)

-87.3545 (17.1332)

03308 (-3.0226, 3.6841)

0OA PPS= averall analysis per-protocol set; PASI=psonasis area surface index; Cl= confidence
interval; SD=standard deviation.

As described in the Week 52 CSR the proportion of patients achieving a response reported as
clear or almost clear (IGA 0 or 1), i.e., IGA response data, was not analyzed overall for the OA
PPS or OA FAS. Therefore, this parameter is provided for TP2 PPS and EP PPS separately as

shown in the CSR.

Table 53: Summary of IGA responders by visit for continued treatment groups (TP2 PPS).

Table 8-3 Summary of IGA responders by visit for continued treatment groups

(TP2 PPS)

Continued GP2015 Continued Enbrel

(N=138) (N=129) Difference in % (95% CI)

Visit n [%] n [%]
Week 2 0 5(3.9) -39na]
Week 4 11 (8.0) 14 (10.9) -2.9[-9.9; 4.1]
Week 8 48 (34.8) 35(27.1) 7.7 [3.3:18.7]
Week 12 80 (58.0) 76 (58.9) -0.9[-12.7; 10.9]
Week 18 85 (61.6) 83 (64.3) 2.7 [-14.3; 8.9]
Week 24 86 (62.8) 88 (68.2) -5.4[-16.8; 6.0]
Week 30 88 (64.2) 90 (69.8) -5.6[-16.9; 5.7]

IGA=investigator's global assessment; Cl= confidence interval; N=number of patients with evaluable
data within each treatment group; TP2 PPS=treatment period 2 per-protocol set.

Percentages are based on the total number of patients with evaluable data in each treatment group in
that visit. An IGA responder was defined as a patient who achieved a score of 0 (“clear”) or 1 (“almost
clear”) and improved by at least 2 points of the IGA scale compared to baseline.
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Table 54: Summary of patients with IGA response by visit for continued treatment groups
(EP PPS).

Table 8-4 Summary of patients with IGA response by visit for continued
treatment groups (EP PPS)

Continued Enbrel

Continued GP2015 (N=126) (N=129) Difference (95% CI)
Visit n [%] n [%]

Week 36 88 (69.8) 86 (66.7) 3.1 [-8.3; 14.5]
Week 42 84 (66.7) 81 (63.3) 3.4[-8.3; 15.1]
Week 48 79 (62.7) 82 (64.1) 1.4 [-13.2;10.4]
Week 52 81 (64.3) 80 (62.5) 1.8 [-10.0; 13.6]

EP PPS= extension period per-protocol set; IGA=investigator's global assessment; Cl= confidence
interval; N=number of patients with evaluable data within each treatment group.

Percentages are based on the total number of patients with evaluable data in each treatment group in
that visit. An IGA responder was defined as a patient who achieved a score of 0 (“clear”) or 1 (“almost
clear”) and improved by at least 2 points of the IGA scale compared to baseline.

Table 55: Summary of IGA responders by visit for pooled treatment groups (TP2 PPS).

Table 8-5 Summary of IGA responders by visit for pooled treatment groups (TP2
PPS)
Pooled continued Pooled switched Diffareance in %

treatments treatments (96% CI)
Visit IGA score N=26T N=179
Week 2 IGA responder (n [%]) 5(1.9) 0 1.9[na]
Week 4 IGA responder (n [%]) 25 (9.4) 19 (10.6) -1.2 [-6.9; 4.5]
Week 8 IGA responder (n [%]) 83 (31.1) 56 (31.3) -0.2 [-9.0; 8.6)
Week 12 IGA responder (n [%]) 156 (58.4) 104 (58.1) 0.3 [-9.0; 9.6]
Weeak 18 1GA responder (n [%]) 168 (62 .9) 106 (59.2) AT[55129
Week 24  1GA responder (n [%]) 174 (65.4) 116 {65.2) 02[-88 92
Week 30  I1GA responder (n [%]) 178 (66.9) 120 (67 4) 0.5([-9.4; 84]

IGA=Investigator's global assessment, Cl= confidence interval, N=number of patients with evaluable
data within each treatment group, TP2 PPS=lreatment pariod 2 per-protocol sel.

Percentages are based on the wial number of patients with evaluable data in each treatment group in
that visil. An IGA responder was defined as a patienl who achieved a score of 0 ("clear™) or 1 ("almost
clear”) and improved by at least 2 points of the IGA scale compared to baseling

Table 56: Summary of patients with IGA response by visit for pooled treatment groups
(EP PPS).

Table 8-6 Summary of patients with IGA response by visit for pooled treatment
groups (EP PPS)
Pooled continued Pooled switched Difference
treatments treatments (95% CI)

Visit IGA score N=255 N=173
Week 36  IGA responder (n [%]) 174 (68.2) 114 (65.9) 2.3[-6.8; 11.4]
Week 42  IGA responder (n [%]) 165 (65.0) 116 (67.4) 2.4 [-11.5.6.7]
Week 48  IGA responder (n [%]) 161 (63.4) 113 (65.7) -2.3[-11.5; 6.9]
Week 52 IGA responder (n [%]) 161 (63.4) 109 (63.4) 0[-9.3;9.3]

Cl= confidence interval; EP PPS= extension period per-protocol set; IGA=investigator's global
assessment; N=number of patients with evaluable data within each treatment group.

Percentages are based on the total number of patients with evaluable data in each treatment group in
that visit. An IGA responder was defined as a patient who achieved a score of 0 (“clear”) or 1 (*almost
clear”) and improved by at least 2 points of the IGA scale compared to baseline.
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Table 57: Summary of % change from baseline in DLQI overall score by visit for
continued treatment groups (OA PPS).

Table 8-7 Summary of % change from baseline in DLQI overall score by visit for

continued treatment groups (OA PPS)

Continued GP2015 Continued Enbrel

(N=122) (N=118) Difference (95% CI)

Visit Mean (SD) Mean (SD)
Week 2 -23.8139 (38.2943) -25.8299 (51.7627) 20160 (-9.5543, 13.5863)
Week 4 -40.9057 (34.1056) -39.8282 (54.8276) -1.0775 (-12.6620, 10.5070)
Week 8 -59.8803 (35.3751) -55.8111 (40.0314) -4.0692 (-13.6862, 5.5478)
Week 12 -69.0281 (36.7920) -67.6983 (31.8922) -1.3298 (-10.1349, 7 4753)
Week 18 -70.5557 (37.8590) -69.8897 (32.8660) -0.6660 (-9.7163, 8.3843)
Week 24 -73.8760 (39.6105) -72.2410 (31.5364) -1.6350 (-10.7975, 7.5274)
Week 30 -73.2708 (34.3637) -71.6966 (34.9635) -1.5743 (-10.4655, 7.3170)
Week 36 -76.5281 (35.0265) -73.4248 (35.8064) -3.1033 (-12.1488, 5.9422)
Week 42 -78.9504 (29.3487) -70.1205 (40.9423) -8.8299 (-17.9039, 0.2441)
Week 48 -78.1570 (32.2348) -70.6256 (39.3120) -7.5314 (-16.6986, 1.6358)
Week 52 -78.4777 (33.7893) -72 4658 (34.7506) -6.0119 (-14.7645, 2. 7407)
OA PPS= gverall analysis per-protocol set; DLQI= dermatology life quality index; SD=standard
deviation; Cl= confidence interval.

Table 58: Summary of % change from baseline in DLQI overall score by visit for pooled

treatment groups (OA PPS).

Table 8-8 Summary of % change from baseline in DLQI overall score by visit for

pooled treatment groups (OA PPS)

Pooled continued Pooled switched

treatments (N=240) treatments (N=168) Difference (95% ClI)
Visit Mean (SD) Mean (SD)
Week 2 -24 8008 (45.3044) -22 5605 (43.2306) -2.2404 (-11.0562, 6.5755)
Week 4 -40.3782 (45.3520) -42 9719 (41.0901) 25936 (-6.0611, 11.2483)
Week 8 -57.8883 (37.7018) -60.7347 (38.0480) 2.8464 (-4.6570, 10.3499)
Week 12 -68.3744 (34.4044) -66.4521 (40.0913) 0.0777 (-7.2356, 7.3910)
Week 18 -70.2297 (35.4299) -67.8503 (35.7147) -2.3794 (-9.4273, 4.6685)
Week 24 -73.0723 (35.8033) -71.0842 (44 9474) -1.9880 (-9.9138, 5.9377)
Week 30 -72.4970 (34 .5950) -73.8398 (29.9517) 1.3427 (-5.1811, 7.8666)
Week 36 -75.0025 (35.3713) -75.8030 (30.9508) 0.8005 (-5.86845, 7.4854)
Week 42 -74.6097 (35.7232) -77.9648 (29.2574) 3.3552 (-3.2629, 9.9732)
Week 48 -74.4546 (36.0107) -74.4479 (37 1377) -0.0067 (-7.2709, 7.2575)
Week 52 -75.5223 (34.3252) -76.6409 (34.0945) 1.1186 (-5.7109, 7.9481)
OA PPS= gverall analysis per-protocol set; DLQI= dermatology life quality index; SD=standard
deviation; Cl= confidence interval.

Comment: The response has been noted. Relevant changes to the report body and supporting
tables were made.

13.1.4.

9. The evaluator was unable to locate the laboratory manual for the EGALITY (GP15-302).
The evaluator could only locate the lower limit of quantification (LLOQ) (for ADA
measurements) in study GS515-104 which was given as 200 ng/mL. The sponsor should
provide, for all five studies, a summary of the methods used to measure ADAs (including
LLOQs).

Safety
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Sponsor response

The methods to detect anti-drug antibodies in human serum applied in clinical PK studies and
the EGALITY study followed the same principles, i.e. an electro-chemo-luminescence (ECL)
bridging assay format including acid dissociation steps. In order to ensure that the assay is
suitable for intended use, i.e. the detection of ADAs in human serum of healthy volunteers (PK
studies) or psoriasis patients (EGALITY study), two assays were developed, validated and
included into the dossier. The assay setup is described as below.

In brief, complexes of anti-etanercept antibodies and etanercept in the serum were first
dissociated by an acid treatment. In a subsequent step anti-etanercept antibodies were bound to
a plate pre-coated with etanercept (i.e. Erelzi). After over-night incubation residual etanercept
was removed by a washing step. Anti-etanercept antibodies were then dissociated from the
plate by a second acid treatment step. Neutralization was carried out in the presence of two
differently labeled etanercept (i.e. Erelzi) molecules, Erelzi-Biotin and Erelzi- SulfoTag,
respectively. Consequently, the anti-etanercept antibody established a bridge between the two
labeled Erelzi molecules. Thereafter, the immune complex Erelzi-Biotin - anti-etanercept
antibody - Erelzi-SulfoTag bound to a Streptavidin MSD plate. The readout was achieved by an
ECL reaction and was measured with the Sector Imager from MSD. The number of measured
counts correlated with the number of anti-etanercept antibodies in the serum.

A summary of the lower limit of quantification (LLOQ) data of the ADA methods applied for all
five studies is provided. LLOQ was the lowest amount of anti-etanercept antibodies in a sample
that could be quantitatively determined with pre-specified accuracy and precision. Of note,
assay sensitivity (limit of detection or LOD) is the concentration of anti-etanercept antibodies at
the screening cut-point and is described in ADA method validation report.

Table 59: Summary of LLOQ data for all five studies.

Table 9-1 Summary of LLOQ data for all five studies
Study LLOQ Module Reference to corresponding ADA
[ng/mL] method validation report
(see PM-2016-03159-1-1, Module 5)
GP15-101 200 5314 BA12013-R, Section 5.9, 5.11
GP15-102 200 5314 BA12013-R, Section 5.9, 5.11
GP15-103 200 5314 BA12013-R, Section 5.9, 5.11
GP15-104 200 5314 BA12013-R, Section 5.9, 5.11
GP15-302 150 5314 BA13019-R, Section 5.8, 5.10

Comment: The response has been noted. Relevant changes to the report body were made.

10. In the Summary of Clinical Safety, the sponsor states: “There are no data on post-
marketing exposure as Erelzi has not yet been marketed in any region.” However, Erelzi
has been approved in the US on 30 August 2016. The sponsor should provide a summary
of post-marketing safety data, including PSURs/PBRERs (if available).

Sponsor response

Erelzi has been approved in the US on 30-Aug-2016 but has not been launched on the US market
to date due to US-specific intellectual property reasons. In the EU, the product is planned to be
launched starting end of June 2017 (positive EC decision received on 23 June) in a few
countries. Thus, no post-marketing safety data of Erelzi are available yet.

Comment: The response has been noted. Relevant changes to the report body were made.
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14. Second round benefit-risk assessment

14.1. Second round assessment of benefits

After consideration of the responses to clinical questions, the benefits of Erelzi in the proposed
usage are unchanged from those identified in the first round.

14.2. Second round assessment of risks

After consideration of the responses to clinical questions, the risks of Erelzi in the proposed
usage are unchanged from those identified in the first round.

14.3. Second round assessment of benefit-risk balance

The benefit-risk balance of Erelzi, given the proposed usage, is favourable. This assessment is
based on the data evaluated from a clinical point of view. The assessment was made by
weighing up the risks and benefits as outlined in this evaluation report.

15. Second round recommendation regarding
authorisation

Approval of Erelzi (etanercept, Erelzi) is recommended for the following indications (as per
proposed Erelzi product information document):

Rheumatoid Arthritis

Active, adult rheumatoid arthritis (RA) in patients who have had inadequate response to
one or more disease-modifying antirheumatic drugs (DMARDs). Erelzi can be used in
combination with methotrexate.

Severe, active rheumatoid arthritis in adults to slow progression of disease-associated
structural damage in patients at high risk of erosive disease.

Psoriatic Arthritis

The signs and symptoms of active and progressive psoriatic arthritis in adults, when the
response to previous disease-modifying antirheumatic therapy has been inadequate. Erelzi
has been shown to reduce the rate of progression of joint damage as measured by X-ray
and to improve physical function.

Plaque Psoriasis

Adult patients with moderate to severe chronic plaque psoriasis, who are candidates for
phototherapy or systemic therapy.

Ankylosing Spondylitis
The signs and symptoms of active ankylosing spondylitis in adults.
Non-radiographic Axial Spondyloarthritis

Treatment of adults with active* non-radiographic axial spondyloarthritis with objective
signs of inflammation as indicated by elevated C-reactive protein (CRP) and/or MRI
change who have had an inadequate response to NSAID:s.

*Active disease is defined as a Bath Ankylosing Spondylitis Disease Activity Index (BASDAI)
score of 2 4.
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Children and Adolescents
Juvenile Idiopathic Arthritis

Active polyarthritis (rheumatoid factor positive or negative) in children and adolescents,
aged 2 to 17 years, who have had an inadequate response to one or more DMARDs.

Active extended oligoarthritis in children and adolescents, aged 2 to 17 years, who have
had an inadequate response to, or who have proved intolerant to, methotrexate.

Active enthesitis-related arthritis in adolescents, aged 12 to 17 years, who have had an
inadequate response to, or who have proved intolerant to, conventional therapy.

Active psoriatic arthritis in adolescents, aged 12 to 17 years, who have had an inadequate
response to, or who have proved intolerant to, methotrexate.

Etanercept has not been studied in children aged less than 2 years.
Paediatric Plaque Psoriasis

Chronic, severe plaque psoriasis in children and adolescents from 4 to 17 years, who are
inadequately controlled by, or are intolerant to, other systemic therapies or
phototherapies. Duration of therapy to be no longer than 24 weeks and treatment to be
ceased after 12 weeks if a significant PASI response is not achieved.

However, the approval recommendation is dependent on the agreement to implement an
appropriate risk management plan, and a favourable assessment by the quality, toxicology, and
RMP evaluators.
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