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1. Background information on the procedure

1.1. Submission of the dossier

The applicant Celltrion Healthcare Hungary Kft. submitted on 6 March 2017 an application for marketing
authorisation to the European Medicines Agency (EMA) for Tuxella, through the centralised procedure. As t
application concerns active substance already authorised via the centralised procedure, '‘automatic' acce
granted by the CHMP on 15 December 2016.

This application was submitted, in accordance with Article 82.1 of Regulation (EC) No 726/2004, &pllcate
of Truxima authorised on 17 February 2017. 0

The applicant applied for the following indications: ®
Non-Hodgkin’s lymphoma (NHL) 0

Tuxella is indicated for the treatment of previously untreated patients with stagf I11-1V follicular lymphoma
in combination with chemotherapy.

llicular lymphoma who are
rapy.

Tuxella is indicated for the treatment of patients with CD20, o@ iffuse large B cell non-Hodgkin’s
lymphoma in combination with CHOP (cyclophosphamide, d& cin, vincristine, prednisolone)
chemotherapy. O

Chronic lymphocytic leukaemia (CLL) Q

Tuxella in combination with chemotherapy isgxed for the treatment of patients with previously untreated
and relapsed/refractory CLL. Only limited e available on efficacy and safety for patients previously
treated with monoclonal antibodies in

an; microscopic polyangiitis

Tuxella, in combinatieg wit cocorticoids, is indicated for the induction of remission in adult patients with
severe, active gran%sis with polyangiitis (Wegener’s) (GPA) and microscopic polyangiitis (MPA).

Tuxella monotherapy is indicated for treatment of patients with stage
chemo-resistant or are in their second or subsequent relapse after

uxella or patients refractory to previous Tuxella plus
chemotherapy.

Granulomatosis with polyangii

*
The legal r this application refers to:
L 2
Article Directive 2001/83/EC — relating to applications for a biosimilar medicinal products
T ation submitted is composed of administrative information, complete quality data, appropriate

~c/inical and clinical data for a similar biological medicinal product.
formation on Paediatric requirements

Not applicable
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Information relating to orphan market exclusivity
Similarity

Pursuant to Article 8 of Regulation (EC) No. 141/2000 and Article 3 of Commission Regulation (EC) No
847/2000, the applicant did submit a critical report addressing the possible similarity with authorised orphan
medicinal products.

The chosen reference product is:
&not less

Medicinal product which is or has been authorised in accordance with Community provisions in fo
than 6/10 years in the EEA:

- Product name, strength, pharmaceutical form: MabThera, 500 mg, Concentrat% ion for infusion
- Marketing authorisation holder: Roche Registration Limited @
- Date of authorisation: 1998-06-02

- Marketing authorisation granted by: é

- Community

- Community Marketing authorisation number: EU/1/98/ 0
Medicinal product authorised in the Union/Member Sta re the application is made or European reference

medicinal product:

- Product name, strength, pharmaceutlc orm:"MabThera, 500 mg, Concentrate for solution for infusion
- Marketing authorisation holder: gistration Limited
- Date of authorisation: 1998- é
- Marketing authorlsatlon
- Community K
- Community M&etl uthorisation number: EU/1/98/067/002

Medicinal pr Qch is or has been authorised in accordance with Union provisions in force and to which
compar tS and studies have been conducted:

5 t name, strength, pharmaceutical form: MabThera, 500 mg, Concentrate for solution for infusion
rketing authorisation holder: Roche Registration Limited

Date of authorisation: 1998-06-02

- Marketing authorisation granted by:
- Community
- Community Marketing authorisation number: EU/1/98/067/002
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Scientific Advice

Tuxella has not received any Scientific Advice from the CHMP, however scientific Advice was given for Truxima
on 18 March 2010 (EMEA/H/SA/1532/1/2010/11); 21 October 2010 (EMEA/H/SA/1532/2/2010/11); 17 Marc
2011 (EMEA/H/SA/1532/2/FU/1/2011/111);19 May 2011 (EMEA/H/SA/1532/2/FU/1/2011/111); 17 Januar @
2013 (EMEA/H/SA/1532/2/FU/2/2012/11); 20 February 2014 (EMEA/H/SA/1532/2/FU/3/2014/11). Tae é
Scientific Advice pertained to quality, non-clinical and clinical aspects of the dossier. K

Biosimilar rituximab (Truxima) was granted a positive opinion from the CHMP on 15 D @201& The
o:

Licensing status:

European Commission granted a marketing authorisation valid throughout the Eurogganfnion for Truxima
on 17 February 2017. This application was submitted, in accordance with Article %

726/2004, as a duplicate of Truxima. &
Biosimilar rituximab has been authorised in South Korea in November%

1.2. Steps taken for the assessment of the MQct

Regulation (EC) No

The Rapporteur appointed by the CHMP was: Sol Rui O
O

= The application was received by the EMA&O arch 2017

= The procedure started on 20 March 20

= The Rapporteurs circulated the i@ssment Report addressing similarity with authorised orphan
medicinal products on 27 April.

e The CHMP and PRAC Raps Assessment Report was circulated to all CHMP members on 04 May

2017.
= During the meeting on ay 2017, the CHMP, in the light of the overall data submitted and the scientific
discussion withiaytig Conimittee, issued a positive opinion for granting a marketing authorisation to
Tuxella on 017.
*

N\
6\0
%)
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2. Scientific discussion

Introduction

Rituximab was first authorised in the European Union on 2 June 1998 under the name of MabThera. It is also
marketed under the name Rituxan in the United States (US). It is currently approved for the following

indications: @

Non-Hodgkin’s lymphoma (NHL) ¢ 6
- treatment of previously untreated patients with stage I11-1V follicular lymphoma in combinats &th
chemotherapy.

- maintenance therapy for the treatment of follicular lymphoma patients responding t(& tion therapy.

- monotherapy for treatment of patients with stage I11-1V follicular lymphoma who a@-ﬁo—resistant or are
in their second or subsequent relapse after chemotherapy. @

- treatment of patients with CD20 positive diffuse large B cell non-Hodgkin%mphoma in combination with
CHOP (cyclophosphamide, doxorubicin, vincristine, prednisolone) che py.

Chronic lymphocytic leukaemia (CLL)

- in combination with chemotherapy for the treatment of patien@w eviously untreated and
relapsed/refractory chronic lymphocytic leukaemia. \

Rheumatoid arthritis

in combination with methotrexate is indicated for the tr@nt of adult patients with severe active rheumatoid
arthritis who have had an inadequate response or i@a ce to other disease-modifying anti-rheumatic drugs
(DMARD) including one or more tumour necro4is fact® (TNF) inhibitor therapies.

Granulomatosis with polyangiitis and micro g@ polyangiitis
in combination with glucocorticoids, i ed for the induction of remission in adult patients with severe,
egener’s) (GPA) and microscopic polyangiitis (MPA).

active granulomatosis with polyal

The conditions covered by theg( ndications have been extensively analysed through the respective

approval procedures of M see Mabthera European assessment report — EPAR)

Rituximab is a chimeana urine immunoglobulin G1 (IgG1) monoclonal antibody that binds specifically to

the transmembran igen, CD20, a non-glycosylated phosphoprotein, located on pre-B and mature
B Iymphocytgs. located on pre-B and mature B-cells, but not on haematopoietic stem cells, pro-B-cells,
normal plasm s or other normal cells. CD20 is also expressed on >95% of all B-cells in non-Hodgkin

lymphomal{Thig dntigen does not internalise upon antibody binding and is not shed from the cell surface. CD20
ate in the plasma as a free antigen and, thus, does not compete for antibody binding.CD20
early step in the activation process for cell cycle initiation and differentiation, and possibly functions

a Icium ion channel. After binding to the CD20 antigen on the cell surface, rituximab exerts its therapeutic
by promoting B-cell lysis.

The Fab domain of rituximab binds to the CD20 antigen on B lymphocytes and the Fc domain can recruit
immune effector functions to mediate B cell lysis. Possible mechanisms of effector-mediated cell lysis include
complement-dependent cytotoxicity (CDC) resulting from C1q binding, and antibody-dependent cellular
cytotoxicity (ADCC) mediated by one or more of the Fcy receptors on the surface of granulocytes,
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macrophages and NK cells. Rituximab binding to CD20 antigen on B lymphocytes has also been demonstrated
to induce cell death via apoptosis.

The therapeutic benefit of the destruction of malignant B-cells in the oncological indications of non-Hodgkin
lymphoma (NHL) and chronic lymphocytic leukaemia CLL results in control of tumour growth and translates in
extension of survival.

B-cells also play several important roles in the pathogenesis of rheumatoid arthritis (RA), granulomatosj \@

polyangiitis (GPA) and microscopic polyangiitis (MPA). They produce auto-antibodies such as Rheumata@idagior

(RF), anti-cyclic citrullinated protein (anti-CCP) antibody in RA or anti-neutrophil cytoplasmic antib NCA)

in MPA and CPA. In the synovium, RF immune complexes may mediate complement activation

propagation of the inflammatory cascade. B-cells present in the RA synovial membrane m e a range of
mmation and

e
pro-inflammatory cytokines, some of which are components in the process leading to joifgin
damage, or to induce leukocyte infiltration. B-cells can function as antigen—presentinﬁand
immune-regulatory cells, leading to T-cell activation. They can also stimulate oste% nd synovial

fibroblasts and lead to bone erosions and joint tissue remodelling. s

Peripheral B cell counts declined below normal following completion of the e of rituximab. In patients
treated for haematological malignancies, B cell recovery began within %

returned to normal levels within 12 months after completion of th@ ough in some patients this may

of treatment and generally

take longer (up to a median recovery time of 23 months post-ind@tioMtirapy). In rheumatoid arthritis
1000 mg rituximab separated by a 14 day interval. Peripheral ® @ B cell counts begin to increase from week
24 and evidence for repopulation is observed in the maj of patients by week 40, whether rituximab was

grexate. A small proportion of patients had
prolonged peripheral B cell depletion lasting 2 years @ mdre after their last dose of rituximab. In patients with
granulomatosis with polyangiitis or microscopic4sglyangiitis, the number of peripheral blood B cells decreased
to <10 cells/uL after two weekly infusions offirit ab 375 mg/m?, and remained at that level in most
patients up to the 6 month time point. The rity of patients (81%) showed signs of B cell return, with
counts >10 cells/puL by month 12, in to 87% of patients by month 18.

patients, immediate depletion of B cells in the peripheral bl served following two infusions of

administered as monotherapy or in combination wit

Mabthera is available as 100mg
mg and 1600 mg as solution fQ

mg strengths as cocncentration for solution for iv infusion and as 1400
ection.

About the product

Tuxella (also referr CT-P10) contains the active substance rituximab and has been developed as a similar

biological mgdi duct to the reference medicinal product MabThera.

The forrIluI x velopment process for Tuxella has been designed to replicate MabThera and both products
are id ith respect to the pharmaceutical form and composition for the iv route of administration and the
stren 00mg.

T}@)posed therapeutic indications and posology for CT-P10 are identical to those for MabThera, to which
ilarity is claimed.

Type of Application and aspects on development

This Marketing Authorisation Application (MAA) is an abridged application for a similar biological medicinal
product CT-P10 under Article 10 (4) of Directive 2001/83/EC as amended by Directive 2004/27/EC. Similarity
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for CT-P10 is claimed to the reference medicinal product MabThera for intravenous (1V) use as the reference
medicinal product, which has been approved in the European Union (EU) in February 1998 (EMEA/H/C/000165).

To demonstrate that the similar biological and reference products already authorised in the community have
similar profiles in terms of quality, safety and efficacy an extensive comparability exercise is required. The
clinical development programme of CT-P10 has specifically considered the EU guidelines for similar biologic
medicinal products and bioequivalence: @

Table 1: EU Guidelines Considered for Tuxella Clinical Development Programme M 6
Guideline Document Reference

Guideline on Similar Biological Medicinal Products. 2015 CHMP/437/04 Rev.01

Draft Guideline on Similar Biological Medicinal Products. CHMP/437/04 Rev. O

Guideline on Similar Biological Medicinal Products containing CHMP/BWP/247713& -
Biotechnology-Derived Proteins as Active Substance: Quality

Issues. 2014

Guideline on Similar Biological Medicinal Products containing EMEA/CHMP/ 42832/2005 Rev. 1

Biotechnology-Derived Proteins as Active Substance: Non-Clinical
and Clinical Issues. EMEA, 2015

Guideline on similar biological medicinal products containing EMA/ MWP/403543/2010
monoclonal antibodies

Guideline on the investigation of bioequivalence. EMEA, 2010 CRMPIRWP/QWP/1401/98 Rev. 1/ Corr **
Guideline on immunogenicity HMP/BMWP/14327/2006
assessment of biotechnology-derived therapeutic proteins, 20

Guideline on the clinical investigation of the pharmacokineti CHMP/EWP/89249/2004

therapeutic proteins. EMEA, 2007

O

Although no specific Scientific Advice has been appligg fo® Tuxella, during the development of Truxima, of which
Tuxella is a duplicate, the applicant sought scigigtific and procedural advice at the European Medicines Agency
(EMA). The scientific advice procedures covelfed gjuestions on the pharmaceutical quality, the nonclinical and
clinical programme.

Tuxella will be available as 500 mg c@traﬂon for solution for infusion.

2.1. Quality aspec

211, |ntrodu¢b\

Tuxella qua" ackage is exactly the same as that submitted for the MAA of Truxima, thus the final
assessme tr rt adopted for Truxima is shown below:

bstance CT-P10 (rituximab) is a chimeric monoclonal IgG1 antibody that binds to CD20, which is
ound on the surface of malignant and normal B cells.

|shed product is presented as sterile solution for injection containing 500 mg of CT-P10 (rituximab) as
ctive substance.

Other ingredients are sodium chloride, tri-sodium citrate dihydrate, polysorbate 80 and water for injections.

The product is available in clear Type | glass vials with a butyl rubber stopper and a flip-off seal.
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2.1.2. Active Substance

General information

The active substance, CT-P10 (rituximab), is a chimeric monoclonal IgG1 antibody subclass. Like other IgG
subclasses, CT-P10 is a glycoprotein with one N-linked glycosylation site in the CH2 domain of each heavy chai
Each heavy chain consists of 450 amino acids with 11 cysteine residues and each light chain consists of il@

amino acids with 5 cysteine residues. *

CT-P10 binds to the CD20 antigen found on the surface of malignant and normal B cells. By bindi xazo

antigen, the main mechanisms of CT-P10 are complement-dependent cytotoxicity (CDC), antib ependent
cellular cytotoxicity (ADCC) and induction of apoptosis. ®
Manufacture, process controls and characterisation 0

The CT-P10 active substance is manufactured, packaged, stability and quality-contr sted in accordance with
good manufacturing practice (GMP). {

Description of manufacturing process and process controls @

The CT-P10 active substance manufacturing process has been ade scribed. Main steps are
fermentation, recovery, purification and filling. The ranges of crjti rocess parameters and the routine
in-process controls, along with acceptance criteria, are des& each step. The active substance
manufacturing process is considered acceptable.

The production process follows a standard procedur oclonal antibodies production; starting from the
thawing of a vial of the WCB followed by several cel pansion steps before final bioreactor production. CT-P10
is purified through a series of chromatographi ffinity and ion-exchange) and filtration steps, including 4
dedicated viral inactivation steps (2 chromat@ steps, low-pH treatment and nanofiltration). Each step of
the purification process has been adequ% cribed, including descriptions of the different buffers used,
column regeneration and storage cong¥io Process hold steps are detailed and appropriate data to support
product intermediate hold times h

provided. The critical process parameters for each process step are
justified and appropriate in-pr ntrols, with justified acceptance limits, are specified. In-process control
tests are sufficient to ensur microbial/viral safety of the product, and consistent quality.

A batch of CT-P10 aclﬁu nce is manufactured from a single 15,000 L production bioreactor.
Control of materi

Sufficient inf® tiow on raw materials used in the active substance manufacturing process has been submitted.
Compendi terials are tested in accordance with the corresponding monograph, while specifications

. g . .

(inclu \ ethods) for non-compendial raw materials are presented.

No ra erials of human origin are used during active substance manufacture. Only one animal derived
| is used in the manufacturing process of active substance. Acceptable documents have been provided
w materials including animal derived material of biological origin used in the establishment of cell
bstrate.

A two tiered cell banking system is used and sufficient information is provided regarding testing of MCB and WCB
and release of future WCBs. Genetic stability has been demonstrated for cells at and beyond the limit of cell age.
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Information on the development genetics including origin of the gene based on the published amino acid
sequence and DNA sequence of rituximab using polymerase cycling assembly, description of the gene
construction (components, position, origin, function and reference) and rationale behind the genes construct
have been provided. In addition, the origin of the CHO cell line used to be transfected has been also described.
The applicant provided the details on the transfection process. In the context of viral safety the applicant has
demonstrated that testing of the MCB and WCB is sufficient for product quality.

The production of the MCB and WCBs is well described. In general terms, the cell banks were extemiv%
characterized to confirm their identity, freedom from adventitious agents, and also genetically char, & in
relation to the integrated recombinant plasmid. All tests were done according to current guideli all the
results obtained ensure that both banks meet all required specifications.

future employing the same or equivalent quality of raw materials, method, controls a
the 1st WCB. In addition, the newly generated WCB will be appropriately qualified
testing in accordance with ICH guidelines. Finally, the results will be submittegio

The applicant states that the new WCB will be generated by a qualified manufacturer that “ull selected in the
r@s used to generate

acterisation and
introduction of the new

WCB for production, as part of a post-approval variation to the marketing a:t risation.

Control of critical steps and intermediates

A comprehensive overview of critical in-process controls and critic s tests performed throughout the
CT-P10 active substance manufacturing process is given. Acce information has been provided on the
control system in place to monitor and control the drug subs@

as well as non-critical operational parameters and in-process tests. Actions taken if limits are exceeded are

nufacturing process with regard to critical,

specified.

Sufficient information has been presented to undersigna®the approach followed to establish the manufacturing
control strategy. Taking account of the Quality %t roduct Profile (QTPP) of CT-P10 finished product, Critical
Quality Attributes (CQASs), Critical Process Pafamgters (CPPs) and Critical In Process Controls (CIPTs) relating to
CT-P10 active substance have been defipe

CQAs were first established using a
characterization studies and com®
selected and form part of the dn strategy along with the release specifications.

ination of risk assessment, data from early development, process

Idi scale production. The in-process controls (CPPs and CIPTs) were

The types of controls and | control strategy are appropriate for the control of a monoclonal antibody. The
control ranges for all &ont Is (critical and non-critical) have been provided in the application.

Process validati

L 2
The CT-P10 %ﬁbstance manufacturing process has been validated adequately. Consistency in production

has beetn shio n full scale commercial batches. All acceptance criteria for the critical operational parameters
and li \ cceptance criteria for the in-process tests are fulfilled demonstrating that the purification process
consi produces CT-P10 active substance of reproducible quality that complies with the predetermined
S fication and in-process acceptance criteria.

eVeral other aspects have also been validated or evaluated, including impurity clearance, resins life time and
membranes lifetime. Filter validation and in-process hold studies were also carried out.

Manufacturing process development
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The commercial active substance manufacturing process was developed in parallel with the clinical development
program. During product development, changes to the manufacturing process have been implemented to
improve process and product consistency, these have been well documented in the submission. Appropriate
product comparability studies have been carried out to demonstrate the process changes have not impacted on
key product quality attributes.

Characterisation @

The CT-P10 active substance has been sufficiently characterised by physicochemical and blologlcal
state-of-the-art methods revealing that the active substance has the expected structure of a hum& type
antibody. The primary, secondary, and higher-order structure, post-translational modifications,

charge variants, purity/impurities, quantity and biological properties were elucidated usinK analytical

lation,

techniques.

To assess the biological activity of CT-P10, a number of different assays, chosen to @ht the putative
mechanisms of action of rituximab, have been used for characterisation purposes. pplicant demonstrated
relevant and consistent biological activity of CT-P10 for all batches of active stance and finished product
tested. In addition, the applicant performed a series of studies of the biol S{ctivity of CT-P10 finished
product relative to the reference product (MabThera and Rituxan) as p m similarity/comparability
assessment. Overall, the techniques applied for characterisation on re considered adequate and
provide a thorough characterisation of the molecule.

Specification \0

The proposed active substance specification includes te@r Colour (Ph. Eur.), Clarity (Ph. Eur.), Visible
Particles (Ph. Eur.), pH (Ph. Eur.), Identity, Oligosagich e Profile, Purity, Residual HCP, Residual Host Cell
DNA, Residual rProtein A, Protein Concentrati Potetcy, Endotoxin (Ph. Eur.), Bioburden (Ph. Eur.).

The proposed release specification covers h@vant characteristics of monoclonal antibodies. Acceptance
limits are well justified and reflect m ctyring experience. The specification is considered appropriate to
ensure the quality of the active subs

Analytical methods O

The analytical methods use, & been adequately described and (non-compendial methods) appropriately

validated in accordange wi guidelines.
Batch analysis Q\

Batch analys¢'s e active substance manufactured by the development and commercial processes were
provided. T ts are within the specifications and confirm consistency of the manufacturing process, with

some \n |at|ons between manufacturing processes already explained in the comparability studies.
Refe aterials

tory of reference standards used during development was presented. A working reference standard will
stablished post-approval after qualification against the primary reference standard.

Stability

The stability results indicate that the active substance is sufficiently stable and justify the proposed shelf life in
the proposed container, when protected from light.
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Long-term, intermediate and accelerated stability studies have been conducted on representative batches of
CT-P10 active substance. The parameters tested on stability were a subset of the release specification selected
for stability indicating properties. The results of the photostability studies suggest the active substance is
photo-sensitive and should be stored protected from light.

2.1.3. Finished Medicinal Product @

Description of the product and Pharmaceutical development ¢ 6

The finished product is presented as sterile solution for injection containing 500 mg of CT-P10 @%
substance. Other ingredients are sodium chloride, tri-sodium citrate dihydrate, polysorba ater for
injections.

The primary packaging is clear Type | glass vials with a butyl rubber stopper and a fliggofilseal. The material
complies with Ph.Eur. and EC requirements. The choice of the container closure s% as been validated by
stability data and is adequate for the intended use of the product.

Finished product development é

The development strategy of CT-P10 was focused on developing a si
comparable to the reference medicinal product, MabThera. To this
non-clinical and clinical development and which will be used for

6.5, 25 mM sodium citrate, 154 mM NacCl, 0.07 % polysorb&@
quantitative formulation studies have been performed, trp e of which was to demonstrate the formulation

ercial supply is identical to MabThera (pH
Therefore, limited qualitative and

used was adequately robust in terms of product stabilit quality and comparable with MabThera.

Overall, the chosen formulation showed good iﬁ: and similar degradation rates compared to MabThera.
r

ients and their quality is compliant with Ph. Eur. standards.

All excipients are well known pharmaceutical@1
product formulation.

There are no novel excipients used in th%
CT-P10 finished product does not inc aoverage. A 3% overfill has been justified with a volume of 51.5 mL
to ensure the required volume fo stration can be removed from the vial.

Manufacturing procesﬁ lopment

and proposed comm . Acceptable comparability between these development batches and the

The development of the C finished product manufacturing process has been described over pilot, clinical
cigl sca
commercial batche een demonstrated.

L 2
Manufac che product and process controls
L 2

CT-P1 N n for injection is manufactured in accordance with good manufacturing practice (GMP).The
man ing process is standard and well described. It comprises the following steps:

Preparation of formulation buffer,

2. Formulation of active substance,

w

Sterile filtration,

»

Aseptic filling,
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5. Capping, inspection and storage.

An appropriate control strategy is in place and has been described in detail with process parameters as well as
in-process tests/in-process monitoring. A number of questions were raised to clarify specific points. The
criticality of quality attributes for the CT-P10 finished product manufacturing process has been determined as for
the active substance using risk assessment and development data as well as commercial scale production data.
The manufacturing process has been validated The validation studies confirmed the robustness and consiste@
of the manufacturing process for CT-P10 finished product. Hold times have been validated and shippin
validation has been completed. It has been demonstrated that the manufacturing process is capab, \
producing the finished product of intended quality in a reproducible manner. O\

Product specification

The proposed finished product specification includes tests for Colour (Ph. Eur.), Clarl@ Eur.), Visible
Particles (Ph. Eur.), pH (Ph. Eur.), Extractable Volume (Ph. Eur.), Osmolality (Ph niformity of Dosage
Units (Ph. Eur.), Sub-visible particles (Ph. Eur.), Endotoxin (Ph. Eur.), Sterlllt( r. ), Identity, Purity,

Protein Concentration and Potency.

The end-of-shelf-life specifications are the same as those applied at r Q

The specifications were established based process capability and a s of multiple batches of CT-P10
finished product. The specification is considered appropriate to the quality of the finished product.

Analytical methods

The majority of methods are used to control both_t tive substance and finished product except for
Extractable Volume (Ph. Eur.), Osmolality (Ph. Eur. nifprmity of Dosage Units (Ph. Eur.), Sub-visible particles
(Ph. Eur.), Sterility (Ph. Eur.).

The analytical methods used have been a @Iy described and (non-compendial methods) appropriately
validated in accordance with ICH guiceliges

Batch analysis

Batch analysis data of multipl @s were provided. The results are within the specifications and confirm
consistency of the manufactem rocess. The quality of CT-P10 active substance and finished product is similar
without additional im@e ected in the CT-P10 finished product.

Reference maten@
The referenge d used for control of CT-P10 active substance is also used for the control of CT-P10

finished pr \

the product

n available stability data, the proposed shelf-life of CT-P10 finished product of 3 years when stored at
- 8°C with the container kept in the outer carton in order to protect from light, is acceptable.

Furthermore, the prepared infusion solution of rituximab following dilution with 0.9% NaCl has been shown to be
physically and chemically stable for 24 hours at 2 °C - 8 °C and subsequently 12 hours at room temperature (not
more than 30 °C).
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The stability data included long-term and accelerated stability studies, conducted in accordance with the
relevant ICH guidelines. The parameters tested on stability were as per the release specification. A confirmatory
photostability study following the ICH guideline Q1B was also performed. The applicant performed a forced
degradation study in order to characterise and understand the processes and pathways associated with CT-P10
degradation. An in-use stability study of CT-P10 following dilution in 250 ml of 0.9% w/v sodium chloride (NaCl)
solution was performed. The results confirmed that the diluted product was physically and chemically stabl

24 hours at 2 °C - 8 °C and subsequently 12 hours at room temperature (not more than 30 °C). . é@

Adventitious agents

Raw materials ®

No raw materials of human origin are used during CT-P10 manufacture. One com@ f the cell culture

medium is the only material used during the manufacture of CT-P10 active substal n overview of the viral

safety of raw materials of biological origin used during cell line development &3d during CT-P10 manufacture
was presented.

Cell Banking System

MCB, WCB, and EPCB were tested for the presence of endogen05®5v!entitious viruses using validated

methods. \
Viral Testing of Unprocessed Bulk

Adventitious viruses were not detected in any of th Q lots tested. Retrovirus-like particles for
unprocessed bulk were not detected by TEM a% limit of detection of the assay.

Virus Clearance Study

The Virus Clearance Study was consi r@quate. The raw data of this study was requested during the
procedure and have been provided.

Biosimilarity @

CT-P10 has been developet

similar biological medicinal product to the EU reference product MabThera

(rituximab) for intrav%(l W use, which is also marketed under the name Rituxan in the US. CT-P10 finished
product was design highly similar to its reference medicinal product, MabThera. CT-P10 and MabThera
are identical’wi% t to pharmaceutical form, concentration and composition, and route of administration.
CT-P10 soluti injection contains 500 mg rituximab per vial which is identical to the content of both
MabThe¥a @uxan.

e%approach has been taken with respect to the demonstration of similarity of CT-P10 to MabThera,
ith a comprehensive physicochemical and biological characterization of CT-P10 relative to its reference

t. This similarity exercise was undertaken, not only to demonstrate the similarity of CT-P10 to MabThera,
also to demonstrate the similarity of Rituxan to MabThera, in order to support the global registration of
CT-P10 in the future.

The applicant has performed a large number and wide range of orthogonal, highly sensitive test methods to
provide a demonstration of similarity. The similarity studies included an extensive comparative analysis of
primary, secondary and tertiary structure, glycan profiles and of post translational modifications. In addition,
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biological assays were included to evaluate similarity in all biological activities associated with known and
putative functions and therapeutic effects. The analytical methods and biological assays used in similarity
studies have been suitably validated or qualified to provide a high level of assurance that the methods could
detect any slight differences and are scientifically sound, fit for purpose, reliable and reproducible.

Representative batches of CT-P10 finished product, MabThera and Rituxan were analysed to assess the
similarity between CT-P10, MabThera and Rituxan. All MabThera batches were sourced from the EU whil
Rituxan batches were sourced from the US. The batches of CT-P10, MabThera, and Rituxan Were,ch%
reflect a range of expiration dates and product ages. All batches were within the shelf life at the tim&& ing

and were stored and handled as recommended in the labelling. Q

It was considered that a sufficient number of batches from CT-P10, MabThera and Rituxan hosen and
the tests panels were extensive. A justification for the use of only CT-P10 finished produ hes based on
feedback from CHMP Scientific Advice was accepted. In addition, any deviation from the adyiCe given by the EU

authorities was adequately justified. Q
The results of the 3-way comparability study presented by the applicant shovﬁt -P10 and

MabThera/Rituxan can be considered similar in terms of structure and biol ctivity. Identical primary

structure was shown using methods such as amino acid analysis, molar.

C-terminal sequencing, peptide mapping, and determination of intact

order structure was shown using methods such as Fourier Transf

Dichroism (CD), Differential Scanning Calorimetry (DSC). Sﬂ@) -translational modifications included
al e

ivity, N-terminal sequencing,
ighly similar secondary and higher
ed spectroscopy (FTIR), Circular

deamidation, oxidation and C-terminal lysine variants, simil r and distribution of charged variants and
highly similar glycosylation profiles, highly similar monos, aride (Fucose, N-acetyglucosamine, Galactose and
Mannose) sugar contents and sialic acid (N-acetylne @ acid (NANA)) contents and similar levels of
residual process-related impurities (such as host c@ein, Host Cell DNA and rProtein A) were shown.

Some slight differences were observed which Mown not to have any impact on biological activity, safety or
PK, and therefore they are considered acc Q)
Highly similar binding affinity to CD2Q émary mechanism of action of rituximab) and highly similar
biological activities in assays represe &‘v ve of the known and putative mechanisms of action of Rituximab,
namely, CDC, ADCC, apoptosis @inding affinity, Fcy receptors (FcyRIIIa-V, FcyRIIIa-F, FcyRIIIb, FcyRIla,
FcyRIIb and FcyRI) binding ity and FcRn binding affinity was shown. A similar correlation between
glycosylation and Fc functi CT-P10 and MabThera/Rituxan was also shown.

Comparative forced \jatio studies of CT-P10 and MabThera/Rituxan were performed.The degradation
profiles of CT-P10 bThera/Rituxan were shown to be comparable.

*
Comparative %testing was performed. The results of stability testing did not reveal any differences that
could havelimpiiCations for the safety or efficacy of CT-P10.

ding on the biosimilarity of the three products the CHMP requested additional information and/or
n from the applicant.

e applicant provided more information about the age/shelf-life of the batches used in the biosimilarity
sessment and it demonstrated that the age of the batches has no effect on the quality profile of CT-P10
compared to MabThera and Rituxan.
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The applicant reconfirmed that the number, distribution and molecular variants of IEC-HPLC peak fractions were
conserved and the biological activities of the peak fractions were similar among the fully characterised CT-P10,
MabThera and Rituxan lots, consistent with the results previously reported in the initial dossier.

The applicant performed an evaluation of functional assays, potency and binding affinity related to putative
mechanisms of action (apoptosis, CDC and ADCP) using different samples obtained from NHL and CLL patients
to support the extrapolation of the clinical results obtained from the rheumatoid arthritis indication to oth%
indications of MabThera authorised in the EU. TS 6

The applicant demonstrated similar biological activities for CT-P10 and MabThera in assays represen&hof the
known and putative mechanisms of action of Rituximab, regardless of the source of cells. These @w uggest
that CT-P10 and MabThera will have highly similar therapeutic effects across all indications@ MabThera
is approved in the EU. \

to the EU reference product (MabThera) has been demonstrated at the quality lev minor differences

In conclusion, the full set of biosimilarity data presented is considered appropriate. igSimilarity of CT-P10
3

observed have been adequately justified. In addition, based on analytical brid§ing a, the US comparator

product Rituxan is considered representative of the EU reference product ra.

2.1.4. Discussion on chemical, pharmaceutical an gical aspects

Information on development, manufacture and control of the bstance and finished product has been
presented in a satisfactory manner. The results of tests carr indicate consistency and uniformity of

important product quality characteristics, and these in t lead*to the conclusion that the product should have
a satisfactory and uniform performance in clinical use b

CT-P10 has been developed as a biosimilar to the EOygeference product MabThera. Overall, similarity between

CT-P10 and the EU reference product MabTh considered demonstrated at the quality level. Any minor

differences observed have been adequatel stified. In addition, based on analytical bridging data, the US
Q r?r

comparator product Rituxan is considgr esentative of the EU reference product MabThera.

2.1.5. Conclusionsont ical, pharmaceutical and biological aspects
The quality of CT-P10 is congi d to be acceptable when used in accordance with the conditions defined in the
SmPC. Physicochemical an ogical aspects relevant to the uniform clinical performance of the product have

been investigated and &e corigolled in a satisfactory way. Data has been presented to give reassurance on
viral/TSE safety.

2.1.6. Re’ %endation(s) for future quality development
QS
n/a \
2@ n-clinical aspects
.1. Introduction

Tuxella non-clinical package is exactly the same as that submitted for the MAA of Truxima, thus the
final assessment report adopted for Truxima is shown below:
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The primary pharmacodynamic of CT-P10 was evaluated in comparison with the reference rituximab products,
Mabthera / Rituxan.

The primary pharmacodynamic of rituximab (CT-P10) was evaluated in comparison with the reference products,
Mabthera (Rituximab) and Rituxan (Rituximab).

A repeat-dose toxicity study comparing CT-P10 and MabThera was performed in both sexes cynomolgus
monkeys at dose of 20 mg/kg (Study No. ZIPO003). The toxicokinetic (TK) analysis was included as partgf
repeat-dose toxicity study which was performed in compliance with OECD GLP according to EU requ?r\@

2.2.2. Pharmacology ®

Primary pharmacodynamic studies 0

Primary pharmacodynamic studies @

In vitro comparative binding affinity of CT-P10, MabThera and Rituxan to @v CELISA

The results of CT-P10 were
ame experimental conditions.

Table 2: Summarized analysis of cell-bﬁ/‘@eo binding affinities
(0]

The binding activity of CT-P10 was investigated in cell line expressin
compared with those obtained with MabThera and Rituxan (Table

Product CT, abThera | Rituxan

Mean 96 96

SD 5.8 6.2 7.0
o~
Quality range (QR) of Wa 77.4-114.5
% batches \@% 100 NA 100

The results obtained for CT5 &II within the established QR of MabThera.

Apoptosis of CT-P10, bTh and Rituxan using CD20-expressing cell line

Apoptosis mductlon@ cell line expressing CD20 was assessed by FACS (annexin V-FITC/PI staining). The
results of CT-P compared with those obtained with MabThera and Rituxan (Table 3) at the same
experlmen itions.

E \ Table 3: Summarized analysis of the relative apoptotic activity

Product CT-P10 MabThera Rituxan
Mean 103 101 99
SD 3.1 5.1 5.0
Quality range (QR) of MabThera 86.1-116.8
% batches within QR 100 NA 100
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The results obtained for CT-P10 fell within the established QR of MabThera.

Binding affinity of CT-P10 and the reference products to FcRn using SPR

FcRn binding affinity was evaluated and Ky values obtained. The results of CT-P10 were compared with those
obtained with MabThera and Rituxan (Table 4) at the same experimental conditions. 6

Table 4: Summarized analysis of the FcRn binding affinity @

*
Product CT-P10 MabThera Rituxan \6
Mean 101 100 100 é

SD 2.4 2.3 2.

Quality range (QR) of MabThera 92.1-106.9 ;
% batches within QR 100 NA @
The results obtained for CT-P10 fell within the established QR of MabThera. K

)

Binding affinity of CT-P10 and the reference products to FcyRI usin

FcyRI1 binding affinity was evaluated and Ky values obtained. T Its of CT-P10 were compared with those
obtained with MabThera and Rituxan (Table 5) at the same ental conditions.
Table 5: Summarized analysis of t R1 binding affinity
Product T-P10 MabThera Rituxan

Mean fK 100 101 100

SD V 3.0 3.2 2.6

Quality range (QR)fofWabThera 91.2-110.4

% batc in QR 100 NA 100
The results obtained for CQ Il within the established QR of MabThera.
Binding affinity o and the reference products to FcyRlla using SPR

*
FcyRlla bindinxb'ni y was evaluated and Ky values obtained. The results of CT-P10 were compared with those
h

obtained Thera and Rituxan (Table 6) at the same experimental conditions.

Table 6: Summarized analysis of the FcyRlla binding affinity

@ Product CT-P10 MabThera Rituxan
Mean 99 100 100
SD 3.3 3.0 3.3
Quality range (QR) of MabThera 91.2-109.5
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% batches within QR 100 NA 100

The results obtained for CT-P10 fell within the established QR of MabThera.

Binding affinity of CT-P10 and the reference products to FcyRIlb using SPR
FcyRIIb binding affinity was evaluated and Ky values obtained. The results of CT-P10 were compared with th 6
obtained with MabThera and Rituxan (Table 7) at the same experimental conditions. @
Table 7: Summarized analysis of the FcyRI1b binding affinity ‘\6
Product CT-P10 MabThera Rituxan O&
Mean 98 97 9
SD 7.1 5.6 6.
Quality range (QR) of MabThera 80.2-113.8
% batches within QR 100 NA 100

The results obtained for CT-P10 fell within the established QR of M

Binding affinity of CT-P10 and the reference products to FcyRII

FcyRIlla (F type) binding affinity was evaluated and Kp valuesgbtained. The results of CT-P10 were compared

with those obtained with MabThera and Rituxan (Table the same experimental conditions.
Table 8: Summarized analythhe FcyRIlla (F type) binding
affinity
Product CT-P10 MabThera Rituxan
Mean 100 108 105
2.5 8.6 8.9
Quality r QR) of MabThera 82.1-134.0
%) b es within QR 100 NA 100
The results obtaine -P10 fell within the established QR of MabThera.
Binding affi CW-P10 and the reference products to FcyRIlla (V type) using SPR

FCyRIIIQ‘\@) binding affinity was evaluated and Ky values obtained. The results of CT-P10 were compared

with t ained with MabThera and Rituxan (Table 9) at the same experimental conditions.
Table 9: Summarized analysis of the FcyRIlla (V type) binding
@ affinity
Product CT-P10 MabThera Rituxan
Mean 100 104 103
SD 3.3 6.6 6.9
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Quality range (QR) of MabThera

84.3-123.8

% batches within QR

100

NA

100

The results obtained for CT-P10 fell within the established QR of MabThera.

Binding affinity of CT-P10 and the reference products to FcyRIllb using SPR

. %
FcyRI11b binding affinity was evaluated and Kp values obtained. The results of CT-P10 were compare%\ ose
obtained with MabThera and Rituxan (Table 10) at the same experimental conditions.

R

O

Table 10: Summarized analysis of the FcyRI11b binding affinity

Product CT-P10 MabThera Ritu ’
Mean 102 105 @;
SD 7.7 8.5 8.8
Quality range (QR) of MabThera 79.
% batches within QR 10 100
The results obtained for CT-P10 fell within the established (\@ hera
ADCC activity of CT-P10 and the reference products O
ADCC activity was evaluated using CD20-exprgs inQﬂllines and PBMCs from healthy donor as effector cells.

The results of CT-P10 were compared with t

experimental conditions.

Table 11: Summar

Qlysis of the ADCC activity

tained with MabThera and Rituxan (Table

11) at the same

Pr CT-P10 MabThera Rituxan
o
%an 97 97 98
SD 6.0 4.3 4.0
ange (QR) of MabThera 83.8-109.4
* % batches within QR 100 NA 100

The resﬁ@ed for CT-P10 fell within the established QR of MabThera.

affinity of CT-P10 and the reference products to C1g by ELISA

iriding affinity to C1qg was evaluated using ELISA. The results of CT-P10 were compared with those obtained

with MabThera and Rituxan (Table 12) at the same experimental conditions.

Table 12: Summarized analysis of the binding affinity to C1q
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Product CT-P10 | MabThera | Rituxan
Mean 104 104 105
SD 7.8 6.1 4.8
Quality range (QR) of MabThera 85.1-122.0
% batches within QR 100 NA 100

The results obtained for CT-P10 fell within the established QR of MabThera.

CDC activity of CT-P10 and the reference products

O

%
N

o)

&

CDC effect was evaluated on CD20-expressing cells. The results of CT-P10 were comp®ge
with MabThera and Rituxan (Table 13) at the same experimental conditions.

Table 13: Summarized analysis of the CDC activity

ith those obtained

Product CT-P10 Ma r Rituxan
Mean 100 99
SD 3.8 5.3 3.3
Quality range (QR) of MabThera
84.5-116.2
(
% batches within QR x s 100 NA 100

The results obtained for CT-P10 fell within t@lished QR of MabThera.

Cross reactivity assessment of CT-P1

A cross-reactivity study was carried
human tissues. The samples w @

positive control. The results sh

(tonsil, lymph node, thymd 6 1 spleen).

non-relevant due

bThera in human tissues (GLP compliant)

th the aim of compare the reactivity of CT-P10 and MabThera in

i were not accessible in in vivo studies.

ained from three unrelated donors and tonsil tissue was selected as
ed a very similar staining profile for both products in tissues expressing CD20

Unspecific binding % matter and peripheral nerve was recorded. Nuclear staining was considered

) *
In vivo phar

ynamics effects of CT-P10 and MabThera in cynomolgus monkeys (GLP compliant)

*
The ingvi macological activity of CT-P10 was evaluated in cynomolgus monkeys. Animals received
intra CT-P10 or MabThera during 8 weeks on a weekly basis (20 mg/Kg/week). A similar effect in terms
of, depletion was observed in both treatments. CT-P10 induced changes in the mesenteric lymph nodes

eens of males and females. In the case of animals treated with MabThera, similar changes were observed

esenteric lymph nodes, although only in the spleens of males.

Secondary pharmacodynamic studies

No secondary pharmacodynamic studies were performed, which is acceptable for a biosimilar product.
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Safety pharmacology programme

Safety pharmacology related parameters were incorporated in the repeated dose toxicology study. In this study,
no treatment related findings (electrocardiography, body temperature) were reported.

Pharmacodynamic drug interactions

No pharmacodynamic drug interactions studies were performed which is acceptable for a biosimilarPr

2.2.3. Pharmacokinetics K\

8-week GLP Repeat iv Dose Toxicokinetic Study in Cynomolgus Monkey using CT Ximab)

and MabThera (rituximab) \

This study compared the toxicokinetics of CT-P10 and Mabthera to establish that th diicts had similar TK
parameters (Cmax, AUC0-168h, C168, Tmax). Blood samples were taken on Day @Day 22 from 3 males
and 3 female cynomolgus monkeys to CT-P10 or MabThera after weekly 1V adghinistfation (bolus) at 20
mg/kg/week. One male in CT-P10 group and 1 male and 2 females in Mab &roup were excluded from the
PK assessment due to the detection of anti-drug antibody production ons % Among them, 1 male and 1
female in Mabthera group were prematurely sacrificed (on Days 36 an espectively) due to adverse clinical

signs.

Table 14: Analysis of Serum AUC0-168h and Cmax of —nd MabThera in Cynomolgus Monkeys
following Intravenous Doses at 20 mg/kg.

Day1 e Day 22
Group Male emal§ \ Male Female
Parameter s N
(mg.-kgmeel\){ Mean . i . Mean . Mean .
Ratio NRatio Ratio Ratio
(SD) (SD) (5D)
CT-P10 650 991} 737
C (20 (331) : ) (189)
= 3 1 1.0 1 1.3 3 0.6
(ng/mL) MabThera 566 508 777 1230
(20) (133) Q (55) ) (=)
CT-P10 <‘ 32500 57600 28800
AT 20 : 5200 - 9200
AUCo16s 20) ( 0.9 (5200 0.94 o) - 1.6 ¢ 1 0.35
(ng.h/mL) l'vlat)TheraE ; 34500 37000 81500
\200 (2800) (O] -

(20)
! Derived from onlyg.at s and standard deviation was not calculated
? Derived frong 1 lim! \Y

Maximugn @\M:oncentrations (Cmax) and the areas under the serum concentration-time curves during a
168-h g interval (AUCO0-168h) of CT-P10 or Mabthera on Day 1 and Day 22

2
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Figure 1: Mean Serum Concentrations of CT-P10 and M @
(Bolus) Administration to Male and Female Cynomaqlju

°ra on Day 1 and Day 22 of Weekly Intravenous
onkeys at a Dose of 20 mg/kg/week.

2.2.4. Toxicology C)\
Single dose toxicity 0

No comparative single-dose toxici was submitted.

Repeat dose toxicity K

Key Parameters in thé&\toxic etic study described under Pharmacokinetics were Clinical condition,
bodyweight, ophtha py, body temperature, electrocardiography, haematology, blood chemistry,
toxicokinetics, i nicity, immunophenotyping and pharmacodynamics, urinalysis, organ weight,
macropathol® na%histopathology.

Key Fin@i @ce—weekly administration of CT-P10 to cynomolgus monkeys for 5 weeks in female and 6 weeks
&r&

in ma, uced no adverse toxicological findings and with the exceptions of the 2 decedents in animals

recgi abthera responded to treatment in a generally similar manner.

aths were reported for animals dosed with Mabthera (one female on Day 29 and one male on Day 36)
eiving MabThera. Following the 4th dose (Day 22) effects reported (one female) included hunched posture,
underactivity, piloerection, body tremors and bruising and/or swelling on the wrists, ankles, face, muzzle,
shoulders and tail with additional findings after the 5th dose (Day 29) including vomiting, unresponsiveness,
salivation, partially closed eyelids and unsteadiness. The animal was administered oxygen to regain
consciousness and briefly showed recovery, but further deterioration prompted the early sacrifice of this animal.
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Haematology data (Day 24 and 28) revealed low haematocrit, haemoglobin and red blood cell counts for this
animal. In contrast to the lower white blood cell counts observed on Day 3 and 24 and low platelet count on Day
24, a significant increase in these cell types was shown on Day 28. At necropsy pale kidneys were observed and
with higher weight. Liver and spleen weights slightly higher than control were also recorded. The only clinical
findings in the remaining animals receiving Mabthera was piloerection for 1 male on Day 1 and vomiting for 1

female on Day 22. @

There were no clear effect on bodyweight and temperature for animals receiving treatment with CT@l@
MabThera over the treatment period. Also, there were no treatment related finding in ophthalmos

electrocardiography Q
Anti-drug antibody determination follows a multi-tiered assay approach - screening, con |@

neutralisation assay. In the screening step, results were segregated as to whether they w the cut point

(reported as negative) or equal to or above the cut point (potentially positive). Of th

samples for anti-CT-P10 and 6 samples for anti-Mabthera provided positive results%
r

samples were confirmed positive during immunocompetition analyses (Confir§to

mples analysed, 4
ing Analysis), all the
alysis).

The determination of neutralising anti-drug antibodies in 17 cynomolgus serum samples (10 positive
with their corresponding 7 pre-treatment samples) analysed after receij P10/Mabthera was carried out.
Of 10 positive samples, 4 samples from 3 animals for anti-CT-P10 (2 Week 7 and 1 male at Day 22 and
Week 8) and 5 samples from 3 animals for anti-Mabthera (1 femal®iat 2 and Week 7, 1 female at Day 22
and Day 29 terminal sporadic sample and 1 male at Day 22) we ted positive. One sample for anti- Mabthera
(1 male at Week 8) was tested negative despite screening poS{{iV. Pre-treatment samples were negative. The
neutralising anti-drug antibodies values were of a simila, nitude for those testing positive for either CT-P10
or Mabthera. 09

The total number of B-cells in the peripheral b d&gnificamly reduced for both compounds, consistent
with the expected pharmacological activity o &mab. After 14 days recovery B-cells increased slightly but
reversal was not complete. The total numb ®< cells appeared to decrease in the peripheral blood of females
treated with CT-P10 but not in males &
lymph node and bone marrow were &

elsex receiving Mabthera. The total number of B-cells in the spleen,
ery reduced, and more evident in the lymph node. No other changes
were observed in these Iymphm@ . Immunophenotyping results were similar between animals
administered CT-P10 or Mabtrﬁ; h lower than control and pre-treatment B-cell numbers observed in the

peripheral blood, spleen, | des and bone marrow. The significance of the observed decrease in NK cell
numbers in the perlp ral of females receiving CT-P10 is unclear, and was the only difference noted
between the 2 treat

Decrease in g:t %rentlal white blood cell counts was observed for animals receiving CT-P10 or Mabthera

after the firs Wlth the effect predominantly due to lower lymphocyte counts (0.42-0.5 X control for both
sexes roce |n -P10 or Mabthera). During Week 4, lower lymphocyte, neutrophil, eosinophil and basophil
count ecorded for females receiving CT-P10 or Mabthera (total counts 0.63 X and 0.5 X control for

v d Mabthera respectively). For males, the only significant difference from controls was lower neutrophil
for animals receiving Mabthera (0.48 X control). In week 7 for females and week 8 for males
matological assessment (2 weeks after the last dose) the effects on white blood cells were not observed.
lightly lower group mean lymphocyte populations for females receiving CT-P10 and lower neutrophil counts for
males receiving Mabthera were observed, but were restricted to one sex.

Low cholesterol levels was seen in females receiving CT-P10 on Day 3 and in Week 7 (0.82 and 0.78 X
respectively) and to a lesser extent for females receiving Mabthera in Week 7 (0.86 X control) finding considered
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to have no toxicological significance. In Week 8 low phosphorus levels in males were reported for both
compounds and only slight reduction was seen on day 3 (0.84 X control) but without statistical significance.

At the end of the treatment (Week 7 for females and Week 8 for males)higher organ weight was seen in female
kidneys for both compounds (1.2 X and 1.3 X control respectively), and concomitant slightly high individual
thymus weights for both sexes and compounds.

At the end of the treatment period, histopathologic changes considered to be related to treatment with @
. . *

were seen in the mesenteric lymph nodes and spleens of males and females. Changes related to trea th

Mabthera were also seen in the mesenteric lymph nodes of males and females but only in the spleeiNg of¥males

There were no treatment-related effects on body weight, urinalysis, ophthalmology, body te @re,
electrocardiography, macroscopic pathology, or injection site assessments (gross and hi&th ogical

assessments). 0

Genotoxicity
No genotoxicity studies have been submitted (see discussion on non—clinic@%cts).
Carcinogenicity

No carcinogenicity studies have been submitted as it is not a requir@f biosimilar products (see discussion

on non-clinical aspects). \O

Reproduction Toxicity

Tissues from reproductive organs were evaluated in% of macroscopic and microscopic histopathology in the

8-week repeat-dose toxicity study. Lower gro earputerus and cervix weights were recorded for treated

female animals, but were largely attributabl
histopathology changes were noted in rep
toxicology are not required for non-cliNic

Toxicokinetic data O

See study resultsdescribed

Local Tolerance \

Local tolerance ection site was assessed in the repeat-dose toxicity study as part of the gross pathology
and histopat%\n aluations. In the 8-week repeat-dose toxicity study, there were no toxicologically
significgnt @i ces in injection site findings between treatment groups.

@Xty studies

Othe
@er toxicity studies have been performed. Similarity analyses of antigenicity and immune function, such as

igh value in the control group. No treatment-related
e organs. However studies regarding safety reproduction
tgisting of biosimilars.

C and CDC have been assessed in the in vitro PD studies.
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2.2.5. Ecotoxicity/environmental risk assessment

The Applicant provided a justification for not submitting any environmental risk assessment studies based on

the fact that rituximab is a protein and therefore unlikely to pose a significant risk to the environment which is
in accordance with the CHMP Guideline on the environmental risk assessment of medicinal products for human
use (EMEA/CHMP/SWP/4447/00 corr 2). @

2.2.6. Discussion on non-clinical aspects 0\6

The comparability assessment between CT-P10 and MabThera was carried out in accordance wit
(EMA/CHMP/BMWP/403543/2010). In this regard, potential difference in biological activity (se
was evaluated in in vitro relevant assays by each product. They comprised binding to ta

binding to representative isoforms of the relevant three Fc gamma receptors (FcyRI, FcRI &
complement (C1q); Fab-associated functions; and Fc-associated functions (ADCC, %@

aspects)
en (CD20);
RI1I1), FcRn and
complement
activation). No significant differences were reported in the above mentioned paral

Given the absence of in vitro biological difference, no in vivo studies should &been considered necessary
(EMA/CHMP/BMWP/403543/2010). However, planning for MAA submissio on-EU countries, the Applicant
conducted an in vivo pharmacodynamic study in cynomolgus monkeys, resulted in no difference between
rituximab biosimilar and MabThera in terms of pharmacodynamic

The absence of studies into distribution, metabolism, excretion ug-drug interactions was consistent with

CHMP guidance (EMA/CHMP/BMWP/403543/2010 Guideline o lar biological medicinal products containing

monoclonal antibodies). Furthermore studies regarding ty pharmacology, reproduction toxicology, and

carcinogenicity are not required for non-clinical testi imilars (See EMEA/CHMP/BMWP/42832/2005 Rev1l)
g

The kinetics data was obtained from one 8-we epedg-dose intravenous toxicity study and toxicokinetic study
with CTP10 and MabThera in cynomolgus mo,
CT-P10 in monkeys on day one were simil

hree animals per group were allocated. The C,,.x values of
ose values observed in the animals receiving MabThera
although on Day 22 (with no evidenc n rug antibodies), a 40% lower C,,,x Was reported in CT-P10
females while in males was 30% hig posure levels were rather comparable on Day 1 although by day 22
was 1.6-fold higher in CT-P10 m in females was about 65% lower than females receiving MabThera.
Population pharmacokinetic a 2
significant covariates to e ter-individual variability in pharmacokinetic parameters. After adjusting for
BSA, male subjects hw volume of distribution and a faster clearance than female subjects. The gender-

evealed that body surface area (BSA) and gender were the most

related pharmacoki ifferences are not considered to be clinically relevant and dose adjustment was not

required. T ax W ally identified for both MabThera and CT-P10 at 15 min post dose.

L 2
Limited data vailable for terminal half-life assessment (only one animal) on day one with a value of 83
hours. “ah@?e e much lower after 22 days (three animals) ranging from 26-45 h for CT-P10 group and 45 h
a

for M \
N

Xicity or carcinogenicity studies were submitted for CT-P10 in line with the ICH S6 (R1) Guideline

one animal).

which states that such studies are generally inappropriate for biotechnology-derived products because
e proteins, such as monoclonal antibodies, would not be expected to pass through cell membranes and
interact directly with DNA or other chromosomal material. Moreover such studies are not needed for biosimilars
(see EMEA/CHMP/BMWP/42832/2005 Rev1l).

The product is exempted from the submission of environmental risk assessment studies based on the fact that
it is a protein and therefore unlikely to pose a significant risk to the environment; this is in accordance with the
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CHMP Guideline on the environmental risk assessment of medicinal products for human use
(EMEA/CHMP/SWP/4447/00 corr 2).

2.2.7. Conclusion on the non-clinical aspects

Non-clinical studies were comprehensive and sufficient to establish comparability between CT-P10 and the
reference product MabThera. @

2.3. Clinical aspects

2.3.1.

GCP

Introduction

&2

O

Tuxella clinical is exactly the same as that submitted for the MAA of Truxima, e final
assessment report adopted for Truxima is shown below:

(o

The Clinical trials were performed in accordance with GCP as claimed by t@p icant.

The applicant has provided a statement to the effect that clinical tri

carried out in accordance with the ethical standards of Directive

e Tabular overview of clinical studies

1

\O

The clinical program supporting this MAA is suGrised below in the following table.

Table: Summary of CT-P10 Phase 1 Clinical Tr@

cted outside the community were

Protocol Design ive(s) Treatment Status
CT-P10 1.1 Phase 1, randomised ( CT-P10 or Mabthera (1,000 mg Final CSR (up
(PK Similarit 2:1), controlled, multi rate similarity of PK by 1V infusion) co-administered to 72 weeks)

%) centre, 2-arm, paralle | ; f AUCo.1ast aNd Crmax UP with MTX (10 -25 mg/week orally | was complete

RA

\\

k 24 between CT-P10

I-group, double-blind
study in patients Wm’(}d Mabthera in patients with

A
Secondary:

To evaluate additional PK
variables, long-term efficacy,
PD, overall safety and
biomarker up to Week 72.

Tertiary:

To evaluate additional PK varia
bles (Cmin and Cyough) following
the 2" course treatment course

or parenterally) and folic acid (=
5 mg/week) up to 2 course of
treatment; each course consists
of 2 infusions with a 2-week
interval

Enrolled: 154
CT-P10: 103
Mabthera: 51

d

Open-label, single-ar

m, maintenance stud

y to demonstrate long
-term efficacy and saf
ety of CT-P10 in patie
nts with RA who were
treated with CT-P10 o
r Mabthera in Study C
T-P10 1.1

To evaluate long term efficacy a
nd safety of CT-P10 in patients
with RA up to 104 weeks.

CT-P10 (1,000 mg by IV
infusion) co-administered with
MTX (10 - 25 mg/week orally or
parenterally) and folic acid (= 5
mg/week) up to 2 course of
treatment; Each course consists
of 2 infusions with a 2-week
interval.

Final CSR (up
to 104 weeks)
was
completed
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Protocol Design Objective(s) Treatment Status
Enrolled: 87
Received study drug treatment:
58
CT-P10 Maintenance: 38
CT-P10 Switch: 20 P
CT-P10 1.2 Phase 1, open-label, Primary: CT-P10 (375 mg/m? by IV Study
(Pilot Study) multicentre, single-ar | 1, provide initial evidence of infusion) co-administered with te i%
m study in patients wi safety of CT-P10 after 2 cycles DHAP (dexamethasone [40 mg d
th DLBCL as second-li | 4f treatment when orally or 1V], cytosine eQguitrnent
ne chemotherapy administered with DHAP as the | @rabinoside [2,000 mg/m? IV], iCulties
; P 2
second-line therapy to patients | CisPlatin [100 mg/m= IV
with relapsed or refractory infusion]) up to 2 cycles Synoptic
DLBCL Induction Therapy, if a d
eligible for ASCT, 1 aqdit stu _Iytr)fpo”
cycle will be adminj uring available
Secondary: Additional Therapf.
To evaluate initial efficacy, PK a | If a patient isghelig for ASCT,
nd PD of CT-P10 additional les will be
administ ing Additional
Ther
ro

ASCT: Autologous stem-cell transplantation, AUC, _.st: Area under the concentration-time_cu
um serum concentration (after 2nd infusion), Cmin: minimum serum concentration immedial
usion, DHAP: Dexamethasone, Cytosine, Arabinoside and Cisplatin, DLBCL: Diffuse large B-c&§ |
cs, PK: Pharmacokinetics, RA: Rheumatoid arthritis

O

frowy, ti

e zero to time of last quantifiable concentration, Cmax: maxim

forefthe 2" treatment course, Crough - Concentration before the 2" inf
omas, IV: intravenous, MTX: Methotrexate, PD: Pharmacodynami

Table: Summary of CT-P10 Phase 3 Clinical Tr@

Protocol Design Obj ive(s) Treatment Status
CT-P10 3.2 | Phase 3, randomised | Prima CT-P10 or Rituxan/ Mabthera Ongoing
(Therapeutic (1:1:1), controlled, (P emonstrate (1,000 mg) administered by IV

similarity) multicentre, 3-arm, p | gjp f PK in terms of infusion. Each patient may The analysis of

2

.\(:)\

arallel-group, double
-blind, prospective st

8
udy in patients Wit(@jthera and Rituxan to

A

N\
Q’b

Y, AUCo.inf and Cax Of
0 to Rituxan, CT-P10 to

Mabthera over the first 24
weeks

(Part 2) To demonstrate that
CT-P10 is similar to reference
products (Rituxan and
Mabthera)® in terms of efficacy
as determined by clinical
response according to change
from baseline in disease
activity measured by DAS28
(CRP) at Week 24

Secondary:

(Part 1) To assess the
additional PK variables of
CT-P10, Rituxan and Mabthera
over the first 24 weeks; To
evaluate the PD and safety of
CT-P10, Rituxan and Mabthera
over the first 24 weeks

receive 3 courses (2 courses in
the Main Study Period and 1
course in the Extension Study
Period) of treatment if the
patient meets pre-defined safety
criteria: each course consists of
2 infusions with a 2-week
interval. MTX (7.5 - 25 mg/week
orally or parenterally) and folic
acid (= 5 mg/week) will be
coadministered.

Enrolled: 372
Part 1
CT-P10: 64
Mabthera: 60
Rituxan: 65

Part 2 (Including patients
from Part 1)
CT-P10: 161

(Part 2) To evaluate the additi

PK, PD,
efficacy, safety
and
immunogenicity
(over 24
weeks) was
completed.

Estimated final
CSR (up to 76 w
eeks) completio
n: 4Q/2017
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Protocol Design Objective(s) Treatment Status
onal PK (up to Week 48), effica | Mabthera + Rituxan: 211 (Mabt
cy, PD, overall safety and biom | hera: 60, Rituxan: 151)
arkers of CT-P10 compared wit
h reference products )
CT-P10 3.3 | Phase 1/3 randomise | Primary: CT-P10 or Rituxan (375 mg/m? Ongoing
(PK similarit d (1:1), controlled, m (Part 1) To demonstrate 1V infusion) with CVP
y/ Therapeut ulticentre, parallel-gr similarity in terms of PK as (cyclophosphamide [750 mg/m?
ic noninferio | oup, double-blind stu | §etermined by AUC., and 1V], vincristine [1.4 -2 mg/m?,
rity) dy in patients with AF Cmaxss Of CT-P10 to Rituxan at 1V] and prednisone [40 mg/m?,

L

Core Cycle 4 (Week 9-12)

(Part 2) To demonstrate
non-inferiority of CT-P10 to
Rituxan in terms of efficacy as
determined by clinical
response according to the 1999
IWG criteria over 8 cycles of
Core Study Period

Secondary:

(Part 1 & 2) To evaluate other P
K parameters, additional effica
cy, PD, overall safety and biom
arkers of CT-P10 compared wit
h Rituxan

oral]) administered every 3
weeks up to 8 cycles during the
Core Study Period. CT-P10
Rituxan administered eve <
months up to 12 cycles i f&

Maintenance Study Pergod.

O

Part 1

Enrolled and r%)mised: 121
CT-P10: 5

Ritux

Tqtal 134 planned, including pat

ts from partl.

ycle 4 (12
weeks) was
completed.

Estimated final

CSR (up to 3 ye
ars) completion
1 4Q/2019

patients from Rituxan and Mabthera groups will be combined as a reference group fg
AFL: advanced follicular lymphoma, AUC.i,¢: Area under the serum concentration-

oncentration-time curve from time zero to time of last quantifiable concentratio
mum serum concentration (after 2" infusion), Cmax,ss: Maximum serum conc
rmed complete response, CSR: Clinical study report, CVP: Cyclophosphamid

cs, PK: Pharmacokinetics, PR: Partial response, RA: Rheumatoid arthri

ravenous, IWG: International Working Group, LTBFL: Low—tumour—bu@c

2.3.2. Pharmacokinetics

Pharmacokinetic parameters wer
Analytical methods

CT-P10 and Mabthera

ECL

N

quantitatively measured directly
immunoassay following a 1:25 dilution in assay buffer containing 3 % BSA,

00

e Part2 analyses.
Grve covering both infusion, time zero to infinity, AUCg_.st: Area under the ¢
Al area under the serum concentration-time curve at steady state, Cnax: maxi
o at steady state, CR: Complete response, CRP: C-reactive protein, CRu: Unconfi
i ine and Prednisone, DAS28: Disease activity score using 28 joint counts, IV: int
lymphoma, MTX: Methotrexate, ORR: Overall response rate, PD: Pharmacodynami

red in studies CT-P10 1.1. and CT-P10 3.2.

electrochemilumines
human serum sam;@'ntaining CT-P10 or rituximab.

STUDY CT-B

This
demo
rh

imary PK parameters were:

from human

serum

using an

Pflase 1, randomized, controlled, multicenter, 2-arm, parallel-group, double-blind study to
the equivalence of CT-P10 to MabThera with respect to the pharmacokinetic profile in patients with
arthritis (RA). For study description see Clinical efficacy.

e AUC( ast: calculated using the linear trapezoidal rule over both infusions of the first treatment course
from the start of the 1st infusion to the last quantifiable concentration

o Cphax: calculated after the second infusion of the Core Study Period
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Other PK parameters were C,,x (after first infusion in the Core Study Period), T« (both after first and second
infusion in the Core Study Period), Cirougn (Prior to second infusion in the Core Study Period), V4, CL, and ty/,
(after second infusion in the Core Study Period), C, (prior to Extension Study Period), Cyougn (prior to second
infusion in the Extension Study Period).

The PK sampling time points were selected based on the mean rituximab terminal elimination half-life (ti,,)

ranging from 17 to 23 days except for CLL indication with 32 days (Mabthera SmPC 2015). The choice of

interval of 24 weeks would correspond to approximately 7 half-lives (see above the median terminal h

and would allow covering at least 80% of the AUC. Q
“P10 and

A total of 154 patients were randomly assigned to study drug: 103 patients and 51 patients in
MabThera treatment arms, respectively. Of these, 153 patients initiated study drug treatm &0ne patient
in the CT-P10 treatment arm having poor venous access. \

Although 137 patients completed the study, 141 patients were used since the foIIowir@eria were satisfied:
sufficient blood concentration data was available to compute at least 1 of the PK r@eters up to Core Week
16; and a pre-dose sample at their Core Week 2 (Day 14) visit was available. ghis ul

population for the summary and analysis of PK data.

ation was the primary

Overall, demographic characteristics were well balanced between the ent arms. The mean age of the
population was 50 years and there were fewer male patients (12% @ale patients (88%). The majority
of patients were white (68). The mean body mass index (BMI) Qh duration of RA disease was similar
between the 2 treatment arms: 11 years in the CT-P10 ar years in the MabThera arm. Most patients
had received only one prior TNF inhibitor (84%) and the n:& or stopping it was mainly therapeutic failure
(92%). The most frequently used products were adalirr@b, infliximab, and etanercept. The duration of

c

previous anti-TNF use was 21 months on average (Q
All patients took MTX and folic acid during the y, a®per the study design and requirements. The mean = SD

dose of MTX taken during the study was simj een the 2 treatment arms: 15.34 + 4.82 mg/week and
15.59 * 4.32 mg/week in the CT-P10 ar% era arms, respectively.

al efficacy section).

All patients also took analgesics, sys c rticosteroids (100% in the CT-P10 and 98% in the reference

product arms, respectively), antihiatamizes (88% and 90%, respectively), and other

anti-inflammatory/antirheu ma{

@
.\0

2

ucts (80% and 82%, respectively).
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Table 15 Results for the primary endpoints, AUCq a5t and C,a«, iNn the Core Study Period.

Ratio (%) of
Geometric  Geometric 20% CI of

Parameter Treatment N Mean Means Ratio (%)
PK population 6
AUCq gy (daypg'ml)* CT-P10 1000 mg 94 7838.62 97.72 £9.23-107.00 @

MabThera 1000 mg 45 8021.86 . 6
Coe (pg/ml ) CT-P10 1000 mg 94 46594 97 57 9196 -103.53

MabThera 1000 mg 45 477.52 K\
AUCq 4, (dayug/ml)® CT-P10 1000 mg 94 TE50.20 96.90 28.10-106.58

MabThera 1000 mg 45 811054
Coe (pg/mL ) CT-P10 1000 mg 94 465.76 9377 2040 - 10@

MabThera 1000 mg 45 486.32 < 2
Abbreviations: AUC,,,,. area under the semum concentration time curve from the start of the first 1

last measurable concentration after the second infusion; Cp,,. maximum semm concentration; PE,
pharmacokinetic; TNF, tumor necrosis factor.

CT-P10 and MahThera was concluded if the 90% CTs for the test product to
geometric means were enfirely contained within 80% to 125% for &

A new PK analysis using all concentration data availab all patients having been administered 2,000 mg of

rituximab was conducted which showed that the 90¢6CIY of all the PK parameters were within the acceptance

limits with ratios close to 100.

Secondary PK Parameters

Serum secondary PK parameters for Q are summarized up to Week 24 in the Core Study Period for the
PK population in the following table

Table 16: PK Parameters of and MabThera

CT-P10 MabThera”
Para n 1000 mg 1000 mg
x N=96) (N=45)
cm =96 381.01 (18.9) n=45 396.24 (22.0)
1 =96 5.03 (3.43,24.00) n=45 5.00(4.22, 6.42)
. =96 3.86 (2.10, 24.00) n=45 3.83(2.25,5.25)
=94 14.91 (24.9) n=44 14.51 (21.6)
* Q UCq. (dayepg/mL) =96 2206.07 (22.9) n=45 225885 (22.1)
\ AUCy_.. (day*pg/mL n=94 844254 (27.1) =44 840509 (26.5)
AUC,., (dayspg/mL) n=94 6228.61 (30.4) n=44 6160.01 (30.0)
@ CL (L/day) =94 0.26 (32.4) n=44 0.26 (30.3)
Va(L) =94 533(264) n=44 5.20(25.0)
V.. (L) n=94 6.15(22.0) n=44 6.13(233)
Corouzn (Hg/mL) =96 85.06 (88.7) n=45 20.30 (29.4)

Tertiary PK Parameters
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The tertiary PK endpoints were C,,;, immediately before the start of first infusion in the Extension Study Period
and Cyough Prior to the second infusion of the Extension Study Period.

The geometric means for C,, were 0.04 pg/mL and 0.03 pg/mL and for Cyougn Were 71.12 pg/mL and 78.36
pHg/mL in CT-P10 and Mabthera groups, respectively.

(286.47 pg/mL and 331.86 pg/mL in CT-P10 and Mabthera groups, respectively) and C,.x after the sec
infusion in the Extension Study Period (424.12 pg/mL and 431.07 ug/mL in CT-P10 and Mabthera g?
respectively).

Additional PK parameters analysed from the Extension Study, C,.x, after the first infusion were: (Cnax, 1) @

STUDY CT-P10 3.2;

This ongoing study was a randomized, controlled, multicenter, 3-arm, parallel-group, dou Q prospective,
Phase 3 study was designed to demonstrate similar pharmacokinetics in terms of (AUCq’ YAUC from time O
extrapolated to infinity over both doses of the first treatment course (AUCgy_»), an ed maximum
concentration (C,.x) after the second infusion between CT-P10, Rituxan, and Mab@in patients with active
RA who were concomitantly treated with methotrexate (MTX) and folic acid dﬁg the first treatment course
(over the first 24 weeks). Change from baseline in disease activity measur isease Activity Score using 28
joint counts (DAS28) (C-reactive protein [CRP]) at Week 24 was the ppi fficacy parameter.

Overall Study SCM

Screening Ql \
/ Pariod 1% Comrse Treaiment @ et 3 Course Treatment
L1 | |
(I I
was 1 t1
Week 0 Week 2 t eek 24 Week 26 Extension Week 0 Week 2 Extension Week 24

Infusion Infusion Infusion*

@ Main Study Period Exteasion Study Period I/

ird tre t course was initiated between Week 48 and Week 52 of the entire study period based on
assessed within 8 weeks from Extension Week (.

Each course go
2-week int

of 2 infusions: a dose of 1,000 mg of CT-P10, Mabthera or Rituxan (1V) separated by a
the third treatment course (1 additional course in the Extension Study Period), patients who
received Xxgn in the Main Study Period will be re-randomised to either the Rituxan or CT-P10 treatment

grou;&aﬁents who received Mabthera in the Main Study Period will be switched to CT-P10 while patients

w ed CT-P10 will remain in CT-P10 group.

ain criteria for inclusion were male or female patients between 18 and 75 years old, inclusive, who had
een diagnosed with rheumatoid arthritis according to the revised 1987 American College of Rheumatology
(ACR) classification criteria for at least 6 months prior to randomization.

The following PK Parameters were determined as primary and secondary endpoints in Part 1 and Part 2.
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Table 17: Endpoints of Part 1 and Part 2 of CT-P10 3.2

Part 1 (189 patients) Part 2 (372 patients)
&
CT-P10 MabThera® Rifuxan” CT-P10 M;‘;The”f!
. . R . 1 + Rituxan
{64 patients) (60 patients) (65 patients) | (161 patients) (211 patients)z 6
Primary AUC 0. AUC o and Cpy, over the first 24 weeks N/A @

PK Secondary AUGC,:. Vi CL. Ty, Crax e T Coin 808 Corgy Cros Toase Copip and Cgpep, OVET 9\6

over the first 24 weeks the 24 weeks
PD Secondary B-cell kinetics; CEP; ESR: EF; anti-CCP antibodies
IM Secondary ADA: NADL

A total of 372 male and female patients with RA were enrolled; 189 patients were %Qn Part 1 and 1:1:1

randomised into the CT-P10, Mabthera and the Rituxan group.

The PK population for the first treatment course consisted of all patients wh ived at least 1 full dose (1000
mg) of study drug and provided at least 1 post-treatment PK concentratio#edults during the first treatment
course. ' b

PK results Q

Table 18: Co-primary PK parameters results from dateli ing outliers.

. Rartio (%) of P
Parameter Comparison Treatment I Geometric LS Geometric LS 20 o 1 ’_nf
Mean Ratio (%o)
K Means
CT-P10 (Test) vs. est 62 163216.09 04,08 8463 104,58
. 03 - 2
MabThera” (Refierenc) ce | 50 173484.71
AUCypuq | CT-P10 (Test) vs. est 62 163216.09 L0184 0177 - 113.01
I -, L . . - i
(hrug/ml) | Rituxan (Refer Reference | 63 160266.18
. ® H Test 59 173484.71
MabThera 4est>. 108.25 97.32 - 120.40

ce) Reference 63 160266.18

Ritu:
. Test 59 | 16305524
CN]EM) vs. 89.01 81.40-9031

ra" (Reference) | Reference | 56 181353.13

4 ] Test 50 163055.24
AUCy. 1-P10 (Test) vs. - 08 01 80.77 - 108.97
(h 6 Rituxan™ (Reference) Reference | 62 16485533
L 2 ,_ _
\ MabThera” (Test) vs. Test 20 181353 13 110.01 0064 - 12145
Rituxan” (Reference) Reference 62 16485533
»
@ CT-P10 (Test) vs. b > T $8.99 $2.40-96.10
MabThera” (Reference) | Reference | 59 42457
¥
Conx CT-P10 (Test) vs. Test o 37783 101.30 04.00- 10935
(ug/ml) | Rituxan™ (Reference) Reference | 63 372.65
- —
MabThera” (Test) vs. Test > 2407 113.03 105.45 - 123.00

Rituxan” (Reference) Reference | 63 37265
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The Applicant also has conducted statistical PK analysis for additional secondary PK parameters, AUCq_¢, AUC¢int,
Cmax and Cyugn after 1%t infusion. The 90% CI of the ratio of geometric LS means for additional secondary PK
parameters in PK population are presented below.

Table 19: Statistical PK Analysis for Additional Secondary PK Parameters

S

Ratio (%0) of

; i % C
Parameter Comparison Treatment N Geometric LS Geometric LS % ° 1 ,Df
Mean j Ratio (%0)
Means *
3 2
CT-P10 (Test) vs. Test 62 43356.29 .
MabThera® (Reference) 88.51 §2.00-95.
a Reference | 59 48984.76
AUCq. CT-P10 (Test) vs. Test 62 43336.29 06.48
(heng /mL) | Rituxan~ (Reference) Reference 63 44939.02
B @ Test 59 48084.76
;’ﬁg}?“g};ﬁc‘: 109.00 @90.95 -117.70
. ( ) Reference 63 44939.02
CT-P10 (Test) vs. Test 59 119108.77 g . -
MabThera® (Reference) 5 - 79.85 - 10176
a Reference 56 132136.70
AUC, ins CT-P10 (Test) vs. Test 59 119108.77 00.65 8946 - 11331
(hepg /mL) Rituxan® (Reference) Reference 62 1183 ' . h
oa® - Test 56 1213 '}
MabThera _ (Test) vs. N 111.70 98.99 - 126.03
Rimuxan (Reference) Reference 62 30
“T- . Test 305.77
CT-P10 (Test) vs. §7.33 §1.61-93.44
MabThera™ (Reference) | Reference r 350.15
Cami | CT-P10 (Test) vs. & 52 305.77 0570 20,54 - 10228
(ug/mL) | Rituxan® (Reference) Regase 63 319.53 o o -
P e W 59 350.15
MabThera (?j“)‘s' 109.58 102.38 - 117.30
Rituxan” (Referen rence 63 310.53
o
‘ | GeometrieLs | R0 C0Of | 094 7 of
Parameter Comal Treatment N Geometric LS . .
Mean . Ratio (%0)
Means
NeT-P1 T est) vs. Test 62 66.51 .
) ) 93.04 80.33-107.7
% Thera” (Reference) | peference 59 71.48
. C “T-P10 (Test) vs. Test 62 66.51 0300 $0.57 - 107,55
. ) 03. 5T - 7.53
(& ) ¥ | Rituxan® (Reference) Reference 63 71.45
* o® . Test 59 71.48
\C) MabThera (Test) vs. 100.05 86.32-115.98
t \ Rituxan  (Reference) Reference 63 71.45

ary PK Parameters

%
2

Assessment report

EMA/CHMP/421811/2017

Page 38/160



Table 20. Mean secondary PK endpoints in Part 1 for the CT-P10, Mabthera and Rituxan groups

Parameter CT-P10 1000 mg MabThera® 1000 mg Rituxan®1000 mg
(N=62) (N=59) (N=63)
AUC‘Mast — K A7 — 754 A — 2
(hepg/mL) n=62 188400.03 (34.7) n=59 199754.50 (34.1) =63 184121.66 (35.6)
AUCq.in - 447% 2 _ I GEAR 2 — 7
(hepg/mL) n=59 184478.20 (30.6) n=56 206484.59 (31.3) n=62 187138.88 (34.1)
AUC, — 796 70 (2 =5 4 5(23.5 —63 4007 3 * 6
e 62 48726.70 (25.9) n=59 54419.65 (23.5) =63 49979.93 (28.6) \
Cnax = 4 2 = 7. 21.2 = 23.07 (2 K
(ng/mL) n=62 425.05 (22.5) n=59 474.19 (21.2) n=63 423.07 (29.3)
Cunaxt = 47 2 = 25 (20.2 =
(nemL) n=62 347.13 (22.3) n=59 394.25 (20.2) n=63
Coin, week2s n=54 0.3573 (163.1) n=56 0.4660 (162.2) =57
(ng/mL) N ) . .
Parameter CT-P10 1000 mg MabThera® 1000 mg
(N=62) (N=59)
Cmmgh - - -
= 75. 4 =5 T 7.
(L) n=62 14 (66.4) n=59 81.76 (67.3)
Vg (mL) n=59 5971.0859 (23.3) n=56 5531, 12’6 03062 6228.6344 (40.1)
CL (mL/h) n=59 11.9588 (33.0) n=56 \. n=62 12,5561 (49.9)
Tin (day) n=59 15.04 (20.0) n=56 15.19 (20 4) n=62 15.65(23.6)
Tax (h)1 n=62 339.9(5.2.435.3) 39.3 (4.5, 346.5) n=63 330.3 (4.5.3644)

Also, secondary PK parameters in Part 2 @9 tmaxs Cmaxs Cmin @nd Cyougn are similar for the CT-P10 and the
reference products groups up to We

©

This study was a Phax ) domised, parallel-group, active-controlled, double-blind study to demonstrate
cOKi

STUDY CT-P10 3.3

equivalence of phar inetiCs and non-inferiority of efficacy for CT-P10 in comparison with Rituxan, each
administered in con@ion with cyclophosphamide, vincristine and prednisone (CVP) in patients with
Advanced Fdll mphoma (AFL).
| Core Study Period | Maintenance Study Period |
CT-P10 plus CVP CT-P10
E IIIIIIIIIIII E | Follow-up Period:
CDZa&aenB with Random]zamn IIIIIII 8] 0O | Upto 3 years from
+ confirmed
lymphoma T T | the Day 1 of Cycle 1
1 2 | of the last patient

Ritwxan plus CVP Rituxan
Abbreviations: CD20+, cluster of differentiation 20 positive; CVP, cyclophosphamide, vincristine, and
prednisone; EOT1, first end-of-treatment wisit; EOT2, second end-of-treatment visit.
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The main criteria for inclusion was male or female patients 18 years or older, with a histologically confirmed FL
of grade 1 to 3a (according to the World Health Organization 2008 classification), at least 1 measurable tumor
mass that had not previously been irradiated, confirmed CD20+ lymphoma, Ann Arbor stage 11l or 1V disease,
Eastern Cooperative Oncology Group (ECOG) performance status of O to 2, and adequate bone marrow, hepatic,
and renal function reserve.

Patients were to receive up to 8 cycles of study treatment (duration of each cycle was 21 days) in the Core St@
Period and 12 cycles of study treatment (duration of each cycle was 2 months) in the Maintenance Stydy; i

Up to Core Cycle 4 (over 12 weeks), CT-P10 or Rituxan 375 mg/m? were administered as an IV inquN Day
1 of each cycle, and CVP (cyclophosphamide 750 mg/m? IV, vincristine 1.4 mg/m? [up to a max f 2 mg]
1V, prednisone 40 mg/m2 oral) were administered during the Core Study Period. CT-P10 orﬂ'g 75 mg/m?
IV) was administered alone as maintenance in patients who have a response during the% tudy Period.

One hundred twenty-one (121) patients were randomly assigned to study drug and irfgiatidd core study
treatment (59 patients and 62 patients in the CT-P10 and Rituxan treatment grou%spectively).

The majority of patients in each treatment group completed up to and includi®g Core Cycle 4 in the study (55
[93.29%0] patients and 58 [93.5%] patients in the CT-P10 and Rituxan treat @3 groups, respectively). The most
frequently reported reason for discontinuation from the Core Study Pep
patients and 1 [1.6%] patient in the CT—P10 and Rituxan treatment

to AE (reported as tumor lysis syndrome) in the CT-P10 treatmé@p

entered follow-up period died due to progress disease. \a
at

The PK population was defined as all patients who received
Rituxan) and who had at least 1 post-treatment PK res
(Section 9.7.1.3) that was relevant to the PK endp@int.

PK results \

progressive disease (2 [3.4%]
spectively). One patient died due
n addition, another patient who

st 1 dose (full) of study drug (CT-P10 or
d who did not have any major protocol deviation

Table 21: Analyses of primary seru rameters (AUC¢,, and Cyaxss) CT-P10 and Rituxan at
Core Cycle 4 (AN the PK population (Part 1) including outliers.
) . Geometric LS Rario (%) of 0% C1 of the
Parameter é N Mean Geometric LS Means Ratio (%a)
ATC. : Smg/m’ 55 3065851
oo - 95.32 $1.03- 112.14
{(hpg/ml) oan® 375mg/m’ 58 32162.68
P10 375mg/m’ 55 22588
101.33 93.49- 10994
Rituxan® 375mg/mr 58 22281

QAWY,,- Wi under the serum concentration-time curve at steady state, Co....; The observed maximum semum
cefgaton following drug adnumstration at steadv state, LS: Least Squares, PE- Pharmacokinetics
0\
Tabl Supportive analysis including and excluding outliers.
Ratio (%) Of 90% Confidence Interval Of
t Treatment n Geometric LS Mean Geometric LS Means The Ratio

AUCuy, (h*ug/mL) CT-P10 49 40279 .44 95.10 8424 - 107.36
Rituxan 54 42355.79

C = (UG/ML) CT-P10 49 256.63 101.23 93.81-109.25
Rituxan 54 253.50
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Table 23: Mean (26CV) Secondary PK Parameters of CT-P10 and Rituxan in PK Population (Part 1,
Up to Core Cycle 4 at steady state [Week 12])

CT-P10 Rituxan®
Parameter 375 mg/m’ 375 mg/m’
(N=59) (IN=62)

Core Cycle 1 @
Crax (pg/mL) =59 173.67 (40.843) n=62 200.75 (21.801) * 6
Cirougr (ng/mL) =59 20.248 (199.656) =61 28.400 (166.410) K\

Core Cycle 2
Crax (pg/mL) =58 206.27 (32.484) n=60 22594 (31.8§4
Ciruen (pg/mL) =57 31.312 (59.715) n=>59 45416 (91°

Core Cycle 3 .

Crax(ng/mL) =56 228.94 (30.296) n=5§ 24 EQ’ )
Cirougn (ng/mL) n=55 50.593 (71.720) =58 6(@35)
Core Cycle 4 &
Croughss (pg/mL) n=55 60.395 (44.850) n=>58 3.915 (49.569)
Capss (ng/mL) n=55 110.53 (30.688) =5 11839 (30.830)
Toax s () n=55 3.750(2.25.24.25) = 3.350(2.37.2643)
Ve (L) =48 4.6566 (24 454) = l 4.5665 (26.721)
CL,, (L/day) n=55 0.420(131.09 58 0.320 (82.826)
Ty (0) =48 27939 (30.305) n=47 202.15(22.402)
MRT (h) =48 =47 410.56 (25.886)
PTF., n=55 =58 2.059 (36.597)
Az (/h) =48 =47 0.00251 (27.454)

X
2.3.3. Pharmacodynamics 0

Mechanism of action

Rituximab is a chimeric muri %li an 1gG1 monoclonal antibody with murine heavy and light-chain variable
regions (Fab domain) and appa (light chain) and gamma-1 (heavy chain) constant regions (Fc domain).
The biological functiorNef rit ab is mediated by the two functional domains of the antibody: the Fab domain
of rituximab binds t V&DZO antigen on B-cells and the Fc domain can recruit immune effector functions to
mediate B-cell lysis. roposed mechanisms by which rituximab promotes B-cell lysis, supported by in vitro
data, are antib -8gpendent cellular cytotoxicity (ADCC) by NK cells, antibody-dependent cellular
phagocytosj ) by macrophages and neutrophils, complement-dependent cytotoxicity (CDC) and
apoptodts iRduded by activation of signalling pathways. In summary, the primary mechanism of action of
rituxi xn e attributed to Fc and/or F(ab)2 functionality as either F(ab)2 mediated (induction of apoptosis
of CD -cells), or Fc mediated (ADCC, ADCP, CDC).

@wse pathways are likely active in the clinical setting but their relative contribution to the overall depletion
-cell numbers and therapeutic efficacy of rituximab is unclear. The extent to which each of these
echanisms of action can contribute to B-cell elimination in autoimmune and lympho-proliferative diseases
depends on a number of factors, including CD20 expression, tumour localisation, complement levels, free
plasma IgGs, the extent and status of tumour infiltration by immune effector cells such as NK cells,
macrophages and neutrophils.
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In addition to the four mechanisms described, evidence suggests that rituximab may induce an anti-tumour
response by cytotoxic T lymphocytes. Rituximab-induced killing of malignant B-cells can result in release of
tumour antigens into adjacent tissue causing local inflammation. Such an environment promotes the uptake of
tumour-associated antigens by dendritic cells and cross-presentation to T-lymphocytes, providing the potential
for cell-mediated immunity. The binding to CD20 is mediated via the Fab domain of rituximab and the Fc domain
can recruit immune effector functions to mediate B-cell lysis. Possible mechanisms of effector-mediated cell lysis
include complement-dependent cytotoxicity (CDC) resulting from C1q binding, antibody-dependent cellulal
cytotoxicity (ADCC) mediated by 1 or more of the Fcy receptors on the surface of granulocytes, macro

and NK cells, and antibody-dependent cellular phagocytosis (ADCP).

Primary and Secondary pharmacology

STUDY CT-P10 1.1 and CT-P10 1.3 \Q

The PD effect of rituximab on B-cell count (measured by flow cytometry), which directl§yrefigcts its activity, was
evaluated in Study CT-P10 1.1 and its open-label extension CT-P10 1.3. @
eriod in

Figure 2: Spaghetti Plots of B-cell Counts up to Week 48 of Core Stud
Study CT-P10 1.1: PD Population

%)
.| QQ

B-Cell Count {celbimel.)

\ T
xu;] \ e —
i . 4 -
! . T T T T T T T T T T
CWO[1] CWO[2] CWO[3] CWO[4] CW1 CW2[ILoW W] CWH4] CW3 CW4 OWE W12 CWIE CW24 OW32 CW4D OWHR
Wisit
1200 4 0

(a) CT-P10 group

N

0 T - T T T T T T T T T T

< CWO[1] CW[2) CWI3] CWO[E] CWI CW2[1] CW2[2] CW2[Y] CW4] CW3  CW4 OWE  OWI2
\ Visit

*

(b) MabThera® group

Note: The following fume points where measured on the day of infusion: [1] Within 15 nunutes before start of
mfusion [2] Within 15 minutes after infusion end [3] 60 +/- 15 nunutes after mfusion end [4] 24 hours after nfusion

end.
Red bold line indicates median value.
CW = Core Week

e mean baseline B-cell count was higher in the CP-T10 than in the MabThera arm. In all patients, the B-cell
count was below LLoQ (20 cells/ pL) by the next time point, i.e. usually the end of the infusion, or 24 hours after
the start of the infusion at the latest. Total depletion was observed in all patients for 16 weeks.
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The proportion of patients achieving B-cell recovery (i.e. 2lower limit of normal (LLN) of 110 cells/uL or at least
50% of the baseline value) was presented up to Core Week 48 in patients who did not receive a second
treatment course (post-hoc analysis).

Table 2.7.2-11:  Proportion of Patients Achieving B-cell Recovery in the Core Study

Period of Study CT-P10 1.1: PD Population @

CT-P10 MabThera" . 6
1000mng 1000mg

Visit N=100} (N=48) K\

Core Week 0 0190 0/41 0

Core Week 3 0/92 0/43

Core Week 4 0/92 /43

Core Week 8 0/92 0/43

Core Week 12 0/92 0/42 L N

Core Week 16 0/93 /43

Core Week 24 7191 (7.7%) 1/41 (2.4%5)

Core Week 32 10/73 (13.7%) f(5.3%)

Core Week 40 14/58 (24.1%) BNy 795)

Core Week 48 10/30 (33.3%) 9 @ 7.4%)

100 Q_ oo
. 90 \O MabThera®

Proportionof patients achieving B-cell Recovery (%)
LT
= =

0 Visit (Week)
Figure 2.7.2- %{:portion of Patients Achieving B-cell Recovery up to Week 48 of Core
5

dy Period in Study CT-P10 1.1: PD Population
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Figure 3: Time to event KM analysis in the all randomised/treated population

Survival Probability

Product-Limit Survival Estimates

104

08

0.6

02

004

Jigure 1:

Time to Event Being First B-cell ove LLoQ, Retreatment or
Discontinuation for Lack of Efficacy n-Meier Curve in Study CT-P10

1.1: All-randomised Treated P n

Figure 4: Patients Distribution by the Number Qatment Courses Throughout the Studies CT-P10

1.1 and CT-P10 1.3: Safety Population

o

Study Study CT-P10 1.3
Treatment Number (%a)
Group Subgroup Core Stu Extension Treatment Treatment of Patients
Study Period Period 1 Period 2
1 29 (28.4)
CT-P10/ 2 35(34.3)
CT-P10
Maintenance 3 - 133127
| Sl | 020000 | enisss 38 (37.3) | a0 |
. 1 T — 19(37.3)
abThtera®/ 2 MabThera® —3 MabThera® 12(23.3)
¢ -P'LY Switch
\ =51) 3 MabThera® > CTPIO 9(17.6)
4 MabThera® —— MabThera® __)- L1216}
@ Subtotal 51 (100.0) 23 (451 20 (39.2) ] 51(100.0)
Total 153 (100.0) 83 (54.2) 58 (37.9) 1(0.6) 153 (100.0)
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STUDY CT-P10 3.2

Initial results from study CT-P10 3.2, showed that B-cell counts from all patients, except 1 in CT-P10 group,
decreased to below the LLoQ (20 cells/pL) immediately after the 1st infusion and then remained below this level

up to Week 24 in the majority of patients in all treatment groups. Updated data over the main study period (up

to week 48) showed that study CT-P10 3.2 involved systematic retreatment at week 24, except for safety 6
reasons (which occurred in 4 patients; 19%0o). @

The proportion of patients that completed two treatment courses was 87% (CT-P10), 89% (Rituxan); Y
(MabThera). The main reason for discontinuation, especially for CT-P10, was withdrawal of consent,

2 &for lack
@ recovery

KM time to event analysis of Part 1 (with the event being first B-cell value above LLoQ, or disconti
of efficacy, or disease progression excluding time to re-treatment,) showed a trend for earlie
with CT-P10 compared to MabThera and Rituxan. While the proportion of patients with Al reqpvery before
week 48 was higher with Rituxan (31%) than CT-P10 (22%), it occurred in the majority dases at week 24
with Rituxan and at earlier time points with CT-P10. The proportion of patients with elfjgecovery was the
lowest with MabThera (17%).

Table 7: Time to Event Being First B-cell Value above the LLoQ or,® is&uation due to
Lack of Efficacy or Disease Progression excluding thes 1¢ to retreatment in
Study CT-P10 3.2: ITT Population - Part 1

®

CT-P10
(N=64)

Rituxan
(N=65)

Number of patients with event!

15 (23.4%)

20 (30.8%)

First B-cell value above the
LLoQ

14 (21.9%)

10 (16.7%)

20 (30.8%)

Discontinuation for lack of
efficacy or disease progression

1 (1.6%0

1(1.7%)

1(1.5%)

Number of censored patients

A g
19 Mg.6%)

49 (81.7%)

45 (69.2%)

N\

0
’\é}o
Qp
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Figure 5: Time to event KM analysis — Part 1

Product—Limit Survival Estimates
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Table 3: Time to Event Bein
Lack of Efficacy

5

t (Weeks)
&— 810 — — — MabThera — - — Rituxan |

-cell Value above the LLoQ or Discontinuation due to
e Progression excluding the time to retreatment in
opulation - Part 2

CT-P10
(N=161)

MabThera®+Rituxan®
(N=211)

35 (21.7%)

48 (22.7%)

34 (21.1%)

46 (21.8%)

2 (1.2%)

3 (1.4%)

126 (78.3%)

163 (77.3%)
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Figure 6: Time to event analysis — all randomised patients in Part 1, part 2

Produet-Limit Survival Estimates
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STUDY CT-P10 3.3 Q

Study CT-P10 3.3. performed in pati ith AFL, showed median B-cell levels that decreased below the LLoQ
(20 cells/pL) 1 hour after the en ion at Core Cycle 1 and remained at the LLoQ pre-dose levels at each
subsequent cycle for the majoﬂ atients up to and including Cycle 8 (over 24 weeks) in the Core Study
Period. A similar trend waﬁ ed for mean B-cell counts in both treatment groups up to Core Cycle 8.
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Table 1: Actual Values for B-cell Counts of CT-P10 and Rituxan®: PD Population
(Part 2, Up to Core Cycle 8 [24 Weeks])

CT-P10 375 mg/m” Rituxan® 375 mg/m’
(Time point) Median Mean Median Mean
n T n th =cth
25t 75™) (+SD) (25", 75%) (+SD) @
. 925 407.0 62.0 2031 o
Baseline 56 57
(55, 216) (£784.42) (31, 139) (£530.6
C i
ore Cycle 1 ” 20 47.0 s 20 2
(1hr after EOT) (20, 20) (+164.38) (20, 20) 5
Core Cycle 2 60 20 69.0 60 20 85
(Pre-dose) (20, 20) (#26521) (20, 20) \ +373.96)
Core Cycle 3 63 20 248 62 20 202
(Pre-dose) (20, 20) (+28.68) @ (} (£1.91)
Core Cycle 4 59 20 20.6 61 20.0
(Pre-dose) (20, 20) (+4.05) 0) (0)
Core Cycle 5 60 20 20 20 20
(Pre-dose) (20, 20) (20) SQ (20, 20) (+0)
Core Cycle 6 20 20 20
G0 [ ]
{Pre-dose) (20, 20) (20, 20) (£0)
Core Cycle 7 20 20 20
&0 63
(Pre-dose) (20, 200 (20, 20) (=00
Core Cycle 8 61 20 50 20 20
(Pre-dose) (20, 20) (20, 20) (£0)

RN cells'pl) or above ULoQ) (2890 cells/ul) was set to the respective
@ the last non-missing value, before the 1% infusion.
patents randomused, n: Number of patients who have B-cell count results at

Mote: Any value recorded below the
Lt for this analysis. The baseline
EOI: End-of-nfusion, N: Num
each visit, PD: Phanna.md}

There were few patients B cell counts fluctuated during the treatment cycles but most of the values
decreased again. The patients in CT-P10 group who had B-cell counts of 23 cells/pL at Core Cycle 4, 33
cells/pL at Core Cy% d 24 cells/pL at Core Cycle 7, respectively. All of these patients’ B-cell counts

b

decreased to’L sequent cycles and showed overall responses up to Core Cycle 8. There were no
patients sho -cell recovery throughout 24-week study period.

dated immunogenicity database in the CT-P10 clinical development programme consists of 666 RA and
patients. Of those patients with RA, 283 patients treated with CT-P10 and 262 patients treated with
MabThera/Rituxan have been assessed for immunogenicity up to 104 weeks including 20 patients who were
treated with both CT-P10 and MabThera in Study CT-P10 1.1 and its open-label maintenance study (CT-P10
1.3). In AFL patients, 70 patients treated with CT-P10 and 70 patients with Rituxan have been assessed for
immunogenicity up to and including Core cycle 8 (over 24 weeks). In CT-P10 clinical development programme,
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the presences of ADAs and/or NAbs were determined using state-of-art and validated immunoassays across the
CT-P10 RA and AFL studies.

In Study CT-P10 1.1, the ADA incidence from week 24 onwards and the proportion of patients who
seroconverted after 1-2 treatment courses were comparable in both treatment arms. However, there was a
difference in the kinetic profile with ADAs detected earlier in the CT-P10 arm than in the MabThera arm: 10% vs.
2%, respectively, at week 16 (when considering only evaluable samples with low drug concentration). @

. . . . <
There was one patient who had considerably higher level of ADA and NAb titre throughout the 1st a
treatment courses in Study CT-P10 1.1. with no drug detectable in his serum and experienced, a erate

pver this
ng both the
o have an overt

(grade 3) event of infusion related reaction after the 2nd infusion of the 2nd treatment course,
patient continued in the study up to Extension Week 24 and showed moderate EULAR respofNges¥
1st and 2nd treatment courses. Therefore the presence of ADA in this patient did not a
impact on treatment efficacy and did not result in treatment discontinuation. Moreovergno$§ ot the ADA positive
responses were non-neutralizing in nature and did not have an overt clinical meanin% act as demonstrated

further in the analyses of PK, PD, efficacy and safety by ADA status or seroco&rsi status.

In Study CT-P10 1.1, a small numerical trend in the number of ADA positiv
patients and 7/51 (13.7%) patients in the CT-P10 and MabThera grou
ADA method was further optimised and modified following extensiv

CT-P10 3.3 using a modified ADA method, reduced rates of baselirf§ A
results were similar between the treatment groups in the Phas ies.

igts at baseline 3/102 (22.5%)
ctively, was observed and the

ations. In Studies CT-P10 3.2 and
itivity were observed and the ADA

In Study CT-P10 3.2, the immunogenicity rate at week 24
incidence in the CT-P10 arm was 13.6% in the MabTher:
patient had a high titre and neutralising ADA respogise
adequate B-cell depletion, one infusion-relatedggaction
This case was thoroughly investigated and t &ved response was considered likely to be a conjunction of
various factors (Sjogren”s syndrome and gRIIIa genotype) that may have had a role in the immune and
PD response. 6

Due to different study design, onlyke up to Week 24 can be compared between study 1.1 and 3.2 (Part 1).
In study CT-P10 1.1 ADAs We dted earlier with CT-P10 and the incidence rate was similar at Week 24

randomised part 1 of the study, the ADA
it was 27.6% and in the Rituxan arm 23.3%. One
ch resulted in lower exposure, failure to achieve

and moderate EULAR response but poor ACR response.

(19%) to that of MabThera . In study 3.2 (Part 1) ADAs were detected earlier and their incidence at Week
24 was higher with both re e products (28% and 23%) compared to CT-P10 (14%b). Importantly, in study
3.2, the ADA incidenceywere W¥e same after the first and second treatment course.

In addition, the @impact of ADA presence on PK and efficacy, the primary PK endpoints (AUCO-last,

AUCO-inf and/, max), DAS28 score and ACR response were assessed by ADA positive and negative subset in
Studies CT & and CT-P10 3.2. With regards to PK, the analyses concluded that ADA presence resulted in
ther @g exposure but this impact was similar between CT-P10 and the reference products, MabThera
and/%&an. For efficacy, there was no clear trend observed in change from baseline of DAS28 score and ACR
r at Week 24 between ADA positive and negative subset with virtually no difference between CTP10 and

erence products groups.

Study CT-P10 3.3, immunogenicity data in 140 AFL patients indicates very low ADA incidence compared to
CT-P10 RA studies. The proportions of patients with positive results for ADA up to Core Cycle 4 at post treatment
visits were similar between the 2 treatment groups: 3/70 (4.3%) patients and 2/70(2.9%) patients in the
CT-P10 and Rituxan group, respectively. All the ADA positive patients had positive for NAb with the exception of
one patient in CT-P10 group. Because of higher drug concentrations and immunosuppression, immunogenicity
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results in study CT-P10 3.3 are not particularly helpful for the comparability exercise; nevertheless, ADA
incidence was broadly comparable under CT-P10 and Rituxan.

In CT-P10 3.3 (Part 1), due to the limited nhumber of patients with ADA positive results, PK similarity was
evaluated only in the ADA negative subset and a trend of lower exposure in terms of AUCtau and Cmax,ss was
detected in the ADA positive subset with similar extents between the CT-P10 and Rituxan groups.

The impact of ADAs on exposure to rituximab appeared similar with both products. Based on current a @
ADAs did not seem to influence PD, efficacy or safety parameters in most patients.

2.3.4. Discussion on clinical pharmacology ®
Pharmacokinetics 0

In general, the Applicant” s development program to demonstrate the similarity b CT-P10 and Mabthera
with respect to the pharmacokinetic (PK) is considered adequate and was perfgfFmed“&ccording to the guidance
on biosimilars and the recommendations given in the CHMP Scientific Advi@

Mabthera primarily in patients

In general, the design to evaluate pharmacokinetic equivalence of CT-,
with RA (CT-P10 1.1) is considered appropriate. The studied popul
investigation of PK because it is homogeneous in terms of targe
Scientific Advice. In addition to the completed Phase 1 studi

3 studies has submitted: CT-P10 3.2 in RA patients (includir%nary PK and efficacy assessments up to Week

nsidered appropriate for an initial
unt (B-cells) and is in line with the CHMP
rom the first analysis of the ongoing Phase

24) and CT-P10 3.3 in AFL patients (including primary P Sessment up to Core Cycle 4 [12 weeks]). The study
CT-P10 3.3 in AFL patients was submitted as a sup udy to cover an oncology indication in line with the

CHMP Scientific Advice.
The analytical method is acceptable and its Vﬁ}—l reasonable. An unexpected level (about 30%) of baseline

samples was found to be above the LLOQ pg/mL. This was further investigated and may be due to the

presence of pre-existing HAMAs. Althgig

detection of HAMASs in the positive_b @

addition of mouse 1gG in orde | HAMAs if present in the sample. The proportion of positive baseline
th

Applicant’s assumption was not formally confirmed by the
e samples, the assay was modified for the Phase |1l studies by the
samples was greatly reduce IS method, which indirectly indicates that HAMAs may be at least one of the
interfering factors.

For study CT-P10 1. itional PK analysis was conducted using all concentration data available from all
patients having b inistered 2,000 mg of rituximab. The new PK analysis includes geometric LS (least
squares) meansi ratips and 90% CI of the primary PK endpoints (Cmax after the 2" infusion and AUC_ast) along
with additi N PK parameters, i.e. AUCgq_, AUC¢.inf, Cmax after the 1% infusion and Cirough after the 1t
infusi ‘ Balysis showed that the 90%Cls of all the PK parameters were within the acceptance limits with
ratios&o 100, therefore, these results fully support biosimilarity. This is further supported by consistent
r results from Part 1 (up to Week 24) of Study CT-P10 3.2 in RA patients and PK similarity
strated from Part 1 (up to Core Cycle 4 [12 weeks]) in Study CT-P10 3.3 in AFL patients.

a

Study CT-P10 3.2, all PK analyses were conducted using data from all patients who were administered 2,000
mg of rituximab. The comparative analysis of interest, CT-P10 vs. Mabthera, showed that, for all but one
secondary parameter, all PK parameters were within the acceptance limits. The only parameter that had a
90%ClI outside the limits (79.85 - 101.76) was AUC._,;. — and for this single parameter also, Mabthera was not
equivalent to Rituxan- and as the 90%CI included 100% and the deviation was minor, this is considered
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acceptable. However, most parameters indicated significantly lower exposure with CT-P10 compared to
Mabthera; compared to the results of the previous trial, the ratios were lower (close to 90%). Of note, exposure
to rituximab tended to be higher with Mabthera compared to Rituxan. The lower exposure observed with the
commercial product CT-P10 compared to MabThera in study CT-P10 3.2 and the higher protein content of the
MabThera product compared to the CT-P10 product used in the PK trial is a plausible explanation for the slightly;
higher exposure to rituximab in the MabThera arm. A thorough investigation was performed in order to eIuci%

ty
n the

the cause for the cases of higher than expected serum concentrations at week 24 in patients including
assay-related factors and subject related factors. It was postulated that it may be due to the inherent‘ %
associated with systemic rituximab concentrations. Furthermore sensitivity analysis suggested no in&gx
bioequivalence or efficacy responses.

Additionally, other secondary PK parameters were also analysed in Study CT-P10 3.2 an firdings from
these analyses are consistent between two RA studies and supports similarity between groups.
Study CT-P10 3.3 compared the final product to be marketed with Rituxan in pati advanced follicular

lymphoma (AFL) in both, PK population and ADA negative subset. Similarity of the roducts was
demonstrated in this cancer patient population since the 90% Cls of geome S means ratio (CT-P10 to
Rituxan treatment group) for AUC,, and C . ss Were entirely contained in quivalence range of 80% to

125% regardless of including or excluding outliers, which indicates th Ximab exposures from CT-P10 are

similar to those from Rituxan. Due to the limited number of patient

evaluated only in the ADA negative subset and a trend of lower,

detected in the ADA positive subset with similar extents bex
a

positive results, PK similarity was
ure in terms of AUCy,, and Cpax ss Was
e CT-P10 and Rituxan groups.

There were no clinical differences observed between CT- nd Mabthera in FF genotype patients versus VF
plus VV genotype patients, although a trend to lower AU VF plus VV groups compared to the FF groups was
observed; even though results in these subgroups §8main within the standard margin of 80-125%.

The impact of immunogenicity on primary an ondary PK parameters, patients in PK population who did not
show ADA was assessed separately. Furthe
positive ADA were assessed as a postgh
similarity between CT-P10 and Mabt

ref) for the primary PK parameters, patients in PK population with
b3dse. Based on the data submitted for the primary PK parameters,
concluded for the PK (Antibody-negative subset), although in the

PK (Antibody-positive subset), a g# e is observed driven by fragmented power consequential to a small
subset of antibody-positive p @cross studies and high variability in individual PK and ADA titre values.
Comprehensive analyses of, aKupact of ADA presence on PK and efficacy on assessing the extent of clinical
also in the pivotal PK herapeutic equivalence RA study, Study CT-P10 3.2. The analyses concluded that ADA
presence resulted irdr, ed drug exposure but this impact was similar between CT-P10, Mabthera and Rituxan.
In addition, ﬂ"li@ mmon observation and similarly with other approved biosimilar products, PK
bioequivale

relevance of such im;xt arried out. These analyses were carried out not only in Study CT-P10 1.1 but

not intended in the subgroup of antibody-positive patients (e.g., CT-P13,
Remsimigénffectra™ in PK study in ankylosing spondylitis patients, where the 90% Cls of ratios of geometric
mean, utside of 80-125% for AUC; in PK (antibody-positive subset) population (Remsima™ EPAR).

Ir@ sion, biosimilarity in terms of PK profiles for CT-P10 and Mabthera is demonstrated and supported by
nal PK analyses for study CT-P10 1.1, PK analyses from Study CT-P10 3.2 which compared CT-P10,
abthera and Rituxan and Study CT-P10 3.3 which compared CT-P10 and Rituxan.

Pharmacodynamics
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B-cell depletion and recovery are considered clinically relevant markers of the therapeutic activity of rituximab.
In accordance, B-cell counts have been selected as the key PD endpoint for the assessment of PD similarity
between CT-P10 and Mabthera.

Having said that, there is no strong correlation between the extent of B-cell reduction (at least when using a
B-cell assay that is not sufficiently sensitive) and the extent of the clinical response in RA. For NHL, the
correlation is even less clear, since circulating B-cells may not directly reflect tumour mass, and this respo@

cannot be considered as an appropriate surrogate of the clinical response. .

In study CT-P10 1.1. mean B-cell levels BLOQ (20 cells/pl) were reached at the end of infusion in x 10
arm. All patients but one in the Mabthera arm had reached levels below 20 cells/pl within 15min&tes after
infusion end. In both study arms B-cell counts consistently remained below 20 cells/pl U@G for the

majority of patients.
B-cell recovery is likely to be the most sensitive PD endpoint available. Available dataﬁxudy CT-P10 1.1,

i.e., the conjunction of earlier re-treatment (58% in the CT-P10 arm vs. 45% in th ra arm) and earlier
B-cell recovery in the remaining patients of the CT-P10 arm, seemed highly sugges of a relevant difference

in the duration of action of the two products, which would not be favourable CT-P10.

reasons (which occurred in 4 patients; 1%). Due to this design, little ad al information is available to assess

In contrast to study CT-P10 1.1, study CT-P10 3.2 involved systematic re nt at week 24, except for safety
the duration of B-cell response.

B-cell results of study 3.2, decreased to below the LLoQ (2 c«@; immediately after the 1st infusion for all
patients , except 1 in CT-P10 group, and then remained belo el up to Week 24 in the majority of patients

in all treatment groups.

Nevertheless, the analysis of Part 1 showed a trend Qer B-cell recovery with CT-P10 compared to
MabThera and Rituxan. While the proportion o pat@vith B-cell recovery before week 48 was higher with
Rituxan (31%) than CT-P10 (22%), it occurr the majority of the cases at week 24 with Rituxan and at
earlier time points with CT-P10. The proportign df patients with B-cell recovery was the lowest with MabThera
(17%). When Parts 1 and 2 were combingd, W slight difference between the two groups (CT-P10 and reference
products) was apparent after the fir ent course. After the second treatment course, early B-cell
recovery was infrequent regardle product.

Additional PD and efficacy anal§ses tor both RA trials, including a time to event Kaplan-Meier analysis with the
pve LLoQ or discontinuation for lack of efficacy, suggest a trend for earlier B-cell

event being first B-cell val
recovery in CT-P10 ar&:n shus shorter duration of action that could need more frequent administrations.
Unfortunately, the @ f the pivotal RA efficacy trial involving systematic re-treatment at Week 24 cannot
address this quegt

* 3 ;\
In study C@ , in AFL population the extent of B-cell depletion appears similar between treatment arms,
atixd

howevet data is still expected post-authorisation.

In RA! urability of the clinical response to rituximab is known to be variable and unpredictable in different
p@s. Systematic re-treatment after 6 months is not recommended in the EU SmPC of MabThera but rather
on return of disease activity in order to avoid overtreatment and decrease infection risks.

e initial observation of Study 1.1 regarding the duration of activity of CT-P10 is likely a chance finding for the
following reasons:

e Comparability of CT-P10 and MabThera has been demonstrated at the analytical and functional levels,
with no differences suggesting different effects on B-cells.
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e The method used to count B-cells in blood samples lacked sensitivity (BLQ of 20 cells/pL). It is
noteworthy that highly sensitive flow cytometry can currently detect levels as low as 0.1 cells/uL and
may allow to correlate B-cell depletion with clinical response.

e The trial was small and only numerical trends were observed (no statistical evidence), especially since
individual responses are known to be very variable.

Therefore, biosimilarity of CT-P10 and MabThera from a PD perspective is considered demonstrated. %Q
i

.
Uncertainties regarding the earlier ADA formation with CT-P10 compared to Mabthera have been addr, X th
as Study 3.2 showed opposite trend compared to those of Study 1.1. Moreover, the immunoggnibity of the
commercial CT-P10 product, which appeared lower to that of MabThera in the pivotal study, coulntially be
due to the lower proportion and size of higher molecular weight (HMW) species, which havi n Ociated with
increased immunogenicity in the literature. 9\

2.3.5. Conclusions on clinical pharmacology @0

PK analyses from study CT-P10 1.1 demonstrate that the PK profiles are compa®able. In addition, PK data in both
RA and AFL patients support the extrapolation to all other indications cover@ abthera. Differences in B-cell
recovery were observed but did not translate into lower efficacy (See Q fficacy).

2.4. Clinical efficacy Q

2.4.1. Dose response study(ies) \

2.4.2. Main study \

Study CT-P10 1.1: Phase 1, Randomiz
Double-Blind Study to Demonstr
Pharmacokinetic Profile in Patie

There were three periods in tr@:

e Screening Period: fro kK'—6 through Week 0 (Day —42 to Day —1)
e Core Study Periody beforgginitiation of the Extension Study Period, maximum up to 48 weeks
Extension Study? foreligible patients who received a second treatment course between 24 weeks and
d

trolled, Multicenter, 2-Arm, Parallel-Group,
efquivalence of CT-P10 to MabThera With Respect to the
Rheumatoid Arthritis

48 weeks after t infusion in the Core Study withy study duration of 24 weeks after the first infusion
y Period

in the E>$en
The total stu ation was up to 72 weeks after the Week 0 infusion.
*

O
N\
DO
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Screening Core Study Period
Period

Week 0 Week 2
Infusion

Extension Study Period @
|
t N\

Infusioﬁ(depending on response and B cell or IgM IeveIJO
| | | ] |

| | | | |
Week -6 Week 0 Week 24 Week 48 0 Week 72

Methods

Study Participants é

4 — — 8 ——

Main inclusion criteria
= male or female patients between 18 and 75 years old, i ive

= diagnosed with RA according to the revised 1987 Am\ ollege of Rheumatology (ACR) classification
criteria for at least 6 months prior to randomizatj

= with active disease defined by the presence ore swollen joints and 6 or more tender joints, and
serum C-reactive protein (CRP) = 1.5 % an erythrocyte sedimentation rate (ESR) = 28 mm/hour

= with previous MTX treatment (10 to m eek orally or parenterally) for at least the past 12 weeks,

fore Screening

with the last 4 weeks at a stableQ
= with inadequate response to { or current treatment with the anti-TNF agents infliximab (=3

mg/kg; at least 3 infusion ast 3 months), golimumab (50 mg once a month for at least 12 to 14
weeks), adalimumab very other week for at least 3 months), or etanercept (25 mg twice
weekly or 50 mg o kly for at least 3 months), or was intolerant to at least 1 administration of

these agents.
Main exclusion crite, \
= prlor tr with more than 2 biologic agents
?a;st history of chronic infection with hepatitis B, C or HIV
|st0ry of severe infection or current diagnosis of tuberculosis (TB) or positive result for
rferon-y release assay (IGRA) with a negative examination of chest x-ray (patients with sufficient

documentation of prophylaxis or complete resolution following TB treatment based on local guidelines
could be enrolled)

= medical condition including uncontrolled diabetes mellitus or hypertension or cardiac disease, severe
heart failure

= history of malignancy, organ transplantation, demyelinating disorders
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Treatments

In the study CT-P10 1.1 patients were allowed to receive up to 2 courses of treatment. Each course consisted of
2 infusions of study drug (1,000 mg CT-P10 or Mabthera by IV infusion) with a 2 week interval between the first
and second infusions. During the Core Study Period, study drug infusions were to occur on Week 0 and Week 2.
If residual disease activity remained or if disease activity returned within 48 weeks from the first dose date in

Core Study Period, patients could be retreated with the second course of study drug (2 infusions) during t

Extension Study Period, initiated between 24 weeks and 48 weeks after the first infusion in the Core S
Period based on the response evaluation result from Week 16 to Week 40. &

a

CT-P10 and Mabthera were co-administered with MTX between 10 to 25 mg/week, orally or par@ ly (dose

and route had to be maintained from beginning to end of study) and folic acid = 5 mg/we o) ose.
Objectives 0\

The primary objective of the study CT-P10 1.1 was to demonstrate similar PK in te area Under the serum
Concentration-time curve from the start of the first infusion to the last measﬂe concentration after the
second infusion (AUCO-last) and maximum serum concentration (Cmax) a@

CT-P10 and Mabthera in patients with active RA concomitantly treated

the Core Study Period.

second infusion between
and folic acid up to Week 24 of

The secondary objectives were to assess the additional PK vari f CT-P10 compared with Mabthera up to
Week 24 of the Core Study Period and to evaluate the long- icacy, PD, overall safety and biomarkers of
CT-P10 compared with Mabthera up to Week 72.

Outcomes/endpoints QO

PK parameters for rituximab were determine rimary endpoints (from the Core Study Period)
The main (secondary) efficacy endpoint

S
e ACR 20 % improvement criteria QACR 50 % improvement criteria (ACR50), and ACR 70 %

improvement criteria (ACR70) a ek intervals
e Individual components of t criteria compared to Baseline at 8-week intervals
0 Number of tender §Qin wollen joints with a total of 68 joints assessed for tenderness and 66 for
swelling
o Patient’s gsses t of pain using visual analogue scale (VAS)
o Patient’s %y ian’s global assessment of disease activity (VAS)
o Health ent Questionnaire (HAQ) estimate of physical ability
o CRP
o bir@ery

« Time t@ of ACR20 response
e Med X ge from Baseline in disease activity measured by DAS28 (ESR) and DAS28 (CRP) at 8-week
)

. @portion of patients with a good response, defined according to EULAR response criteria at 8-week
witervals

CDAI and SDAI at 8-week intervals
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Sample size

The study was powered to demonstrate PK equivalence of CT-P10 and MabThera in AUCO-last and Cmax.
Equivalence was demonstrated if the 90% CI for the modeled ratio of CT-P10 to MabThera in AUCO-last and
Cmax was within the bounds of 80% and 125%. Based on 90% power, a type | error of 0.1, an interpatient
CV(%) in AUCO-last of 35%, and a true ratio of means of 1.0, 78 patients were needed in the CT-P10 treatm
group and 39 patients were needed in the MabThera treatment group (117 patients in total). Allowing for @
drop-out rate of 20%, 147 patients were to be randomly assigned into the study in a 2:1 allocation®

- 2
Randomisation O&

Patients were randomly assigned to treatment groups on Day 0 (before administration o wug) by using
a computer-generated randomization schedule prepared before the study. Patients wer ly assigned to

a treatment group and assigned a kit schedule using an interactive web response syst RS) or interactive
voice response system (IVRS). The randomization was stratified by region (Europ s non-European) and
prior anti-TNF-a blocker status (failure vs intolerant case).

During randomization, some patients were misrandomized with regard to ior anti-TNF-a blocker status.
A variable was derived called prior anti-TNF-a blocker status (modifie Wl was the patient’s actual prior
anti-TNF-a blocker status as recorded on the “Prior TNF Antagonist Hi ge of the eCRF. This variable was
included in a sensitivity analysis of any model that used prior anti@ ocker status as a covariate.

Blinding (masking) \O

The unblinded randomization and materials kit schedul e developed by an independent team on a secure
server and only distributed to named individuals (I'¥RSWpackaging vendor, etc) as documented on a
specification form signed by the sponsor. The %c Id be unblended only if specific emergency treatment
were dictated by knowing the treatment sta@ e patient.

Statistical methods 0

The study was powered to demo K equivalence of CT-P10 and MabThera in AUCO-last and Cmax.
Equivalence was demonstrate 0% CI for the modeled ratio of CT-P10 to MabThera in AUCO-last and
Cmax was within the boun % and 125%

Seven patient populati§ns w defined: all-randomized, PK, PK (antibody-negative subset), PK
(antibody-positive PD, efficacy, and safety. Patients who had any major protocol deviations might have
been excluded f PK, PD and/or efficacy population

.

The all-ran population consisted of all patients enrolled and randomly assigned to receive a dose of
\ rilg

(ie, allocated a randomization number as recorded on the “Randomization” eCRF), regardless

r not any study drug dosing was completed. Therefore, this population included all patients who
ted a randomization number by IWRS/IVRS. Patients in the all-randomized population were analyzed
rging to the treatment to which they were randomly assigned. The all-randomized population was used as
denominator for percentages and data summaries were presented by randomized treatment.

Analysis for the Core Study Period visits was based on all patients in the all-randomized population. The efficacy
population consisted of all patients who received at least 1 full dose of study drug (CT-P10 or MabThera) and

provided at least 1 post-treatment efficacy result. Patients in the efficacy population were analyzed according to
the treatment to which they were randomly assigned. This population was the primary analysis population for all
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efficacy assessments. Analysis for the Core Study Period visits was based on all patients in the efficacy

population.
Results
Participant flow

Study CT-P10 1.1

Table 10-1 Patient Disposition: All-Randomized Population

1000 mg 1000 mg
(N=103) (N=51) (N=14

Number (%) of patients

CT-P10 MabThera K
Tot:

Total number of patients ad
Screened® - - 0
Randomized 103 (100.0) 51 (100.0)@(]00.0]

Initiated Core Study Period 102 (99.0) 53 (99.4)

Completed Core Study Period

Primary reason for discontinuation (Core Study Period)

Patient withdrew consent or the patient refused to continue

51 (160.0)
92 (89.3) 137 (89.0)
Patient experienced no efficacy from study drug 2(Q1 Q)Q 2.0) 3(1.9)

treatment and/or procedures/observations

(3.9) 4(26)

2(gm
Patient had any adverse event that would compromise his/her \ 2(3.9) 6(3.9)
safety if he/she continued to participate i the study \

Significant or major protocol violation

Sponsor decision

1(1.0) 0 1(0.6)

1(1.0) 1(2.0) 2(13)

Initiated Extension Study Period 60 (58.3) 23 (45.1) 83 (53.9)
Completed Extension Study Period Q 58(563)  20(392)  78(S50.6)
Primary reason for discontinuation (Extensig Study Feriod)

Patient withdrew consent or the patient ontinue 1(1.0) 0 1(0.6)
treatment and/or procedures/observatio

Patient had any adverse ¢ wolll compromise his/her 1(1.0) 2(3.9) 3(1.9)
safety if he/she continued to pigticigate/il the study

Sponsor decision 0 1(2.0) 1(0.6)
: Includes s s and randomly assigned patients. If a patient was sereened and randomly

t assigned was displayed in the “Randomized” row.

assigned, K
Recruitment @\

A total of 55€

%
N

.1 study centers were initiated in Europe, Asia, and Latin America. Of these study centers,

40 scresne a ts and 38 randomly assigned patients to treatment. On 07 March 2012 the first patient

randofgl ssigned to treatment; the last patient last visit took place on 4 February 2014.

C f the study

major protocol deviations reported in Study CT-P10 1.1 were noncompliance with inclusion and exclusion
iteria (2 [1.9%] patients and 3 [5.9%] patients in the CT-P10 and MabThera treatment groups, respectively).

Patients with major protocol deviations of noncompliance with inclusion and exclusion criteria were excluded
from the PK, PD, and efficacy populations.
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The original protocol (version 1.0), dated 29 June 2011, was amended 12 times during the course of the study.
Of them, only 3 were global amendments. The most relevant changes were the following (all in the global
amendment 4): the use of both prednisone and prednisolone was allowed; changed use of term “washout” to

“discontinuation period” for consistency; clarified that the second course of therapy was to be decided upon a
response evaluation result from Week 16 to Week 40; Any response evaluation result obtained after Week 40
(including an unscheduled visit) was not to be used to decide the second course of therapy. @

Baseline data 0\6
e Baseline data &
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Table 2.7.3-7: Demographic Characteristics in Study CT-P10 1.1: All-Randomised
Population
CT-P10 MabThera®
1000 mg 1000 mg Total
(N=103) (N=51) (=154
Age (years)
Mean = SD 40.8=12.54 51.3=10.86 50.3=11.99
Median 52.0 53.0 52.0
Minimum, maximum 21.75 23.70 21.75
Sex, n (%)
Male 14 (13.6) 5(9.8) 19 (12.3)
Female 89 (86.4) 46 (90.2) 135 (87.7)
Race, n (%)
CT-P10 MabThera®
1000 mg 1000 mg
(N=103) (N=51)
White 70 (68.0) 35 (68.6)
Black 0 0 [ §
Asian 15 (14.6) 9(17.6) 5.6)
Other 18 (17.5) 7(13.7 25(16.2)
Not allowed by investigator country regulations 0 Py 0
Height (cm)
Mean = SD 161.9=8.03 2.1 .70 162.0 =823
Median 163.0 162.5
Minimum, maximum 143,183 143,183
Weight (kg)
Mean = SD 72.36=15.97 71.61 =17.08
Median 71.70 69.25
Minimum, maximum 43.5.126.7 41.4.135.3
Body mass index (kgfm:)
Mean = SD N 27.11 £ 6.04 2753546 27.25+5.84
Median x 26.16 27.28 26.51
Minimum, maximum f ‘V 17.5,49.7 15.6, 46.5 15.6, 49.7
Region, n (%) \V
European \ \ 61 (59.2) 30(58.8) 91(59.1)
Non-European A4 42 (40.8) 21(41.2) 63 (40.9)
Number of Prior TNF-i (%)
1 B ‘ 88 (85.4) 42(82.4) 130 (34.4)
2 15 (14.6) 7(13.7) 22 (14.3)
3 & 0 (0) 2(3.9) 2(1.3)
Prior anti- -g/ nhibitor status, n (%)
94 (91.3) 47 (92.2) 141 (91.6)
9(8.7) 4(7.8) 13 (8.4)
A for prior TNF-inhibitor use (month)
ean = 5D 19.07 = 20.25 23.66=26.75 20.59 = 22.63
Adalimumab 13.15=13.78 22.06x26.19 16.01 =18.91
Certolizumab 299 NC 3.02=NC 3.01+0.02
Certolizumab pegol 31.03=3.93 14.03 =NC 25.36=10.20
Etanercept 12.85£9.31 20.57=24.53 15.84=17.10
Golimumab 2463 +19.11 26.64=31.45 25.03 £20.71
Infliximab 20.54 = 27.05 16.28 =16. 42 18.99 =23.63
Investigational drug 13.39+3.17 1245 =NC 13.16 = 2.63

Il patients took MTX and folic acid during the study, as per the study design and requirements. The mean + SD
dose of MTX taken during the study was similar between the 2 treatment groups (15.34 + 4.82 mg/week and
15.59 + 4.32 mg/week in the CT-P10 and Mabthera groups. All 153 (100.0%) patients had taken at least 1
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anti-TNF-a blocker. The most frequently reported prior anti-TNF-a blockers were adalimumab, infliximab, and
etanercept in both the CT-P10 and MabThera treatment groups

Overall, the duration of RA disease was similar between the 2 treatment groups. The mean * SD time since RA
diagnosis was 11.15 *+ 7.91 years in the CT-P10 group and 10.26 + 9.10 years in the Mabthera group. All
patients had morning stiffness, arthritis of 3 or more joint areas, arthritis of hand joints, and symmetric arthritis
at the time of diagnosis

*
Numbers analysed \6

Outcomes and estimation 0

The proportion of patients achieving clinical response in the Core Study Period of CT-Pl(& ccording to the

ACR20 criteria was similar in the CT-P10 and MabThera treatment groups. 0
Table 11-6 Proportions of Patients Achieving Clinical Respon ccording to
the ACR Criteria: Efficacy Population n
CLE U MabThera
10 % 1000 mg
Parameter N (N=48)
Visit o (%)
ACR20
Core Week 8 O 57 (57.0) 26(54.2)
Core Week 16 70 (70.0) 33 (68.8)

Core Week 24 63 (63.0) 32 (66.7)
ACRS50 e

Core Week § 28 (28.0) 10 (20.8)

Core Week 16 34 (34.0) 15(31.3)
Core Week 24 S 37(37.0) 15(31.3)

ACR70 U

Core Week 8 £(8.0) 3(6.3)

Core Week 16 20 (20.0) 6 (12.5)

Core Week 24 16 (16.0) 7(14.6)

Abbreviations: ACR =1 gad ollege of Rheumatology; ACR20, ACR 20% improvement criteria; ACRS50,

ACR 50% improvesfle teria; ACR70, ACR 70% improvement criteria.

Note: For visif t eck 24, percentages were calculated using the number of patients in the efficacy

population ominator. The number of patients with the event was used as the numerator for all visits.

20 ACRS0 ACRT0

80O | |

1 r 1 I 1

68 6.7
63.0 uCT-P10
m MabThera®
340
313 33
250
20.5 00
169 146
12.5 "
m .

Week 8 Week 16 Week 24 Week 8 Week 16 Week 24 Week & Week 16 Week 24

*

[ VY]
=

Fruporli:(d 1[5@?»)

—
=

ACR: American College of Rheumatology, ACR20: ACR 20% improvement criteria, ACR50: ACR 50%
improvement criteria, ACR70: ACR 70% improvement criteria
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The 95 % CI for the difference of the change from baseline of DAS28 at Week 8, 16 and 24 was (-0.45, 0.37) and
(-0.36, 0.43) at Week 8 for DAS28 (ESR) and DAS28 (CRP), (-0.34, 0.52) and (-0.32, 0.50) at Week 16, and
(-0.39, 0.56) and (-0.36, 0.56) at Week 24, respectively.

Table 2.7.3-12: Analysis of DAS28 up to Week 24 in Study CT-P10 1.1: Efficacy
Population
Visit/ Treatment Change from Baseline 95% CI @
N P-value
Group (Mean + SD) (Lower, Upper) L 4 6
DAS28 (ESR) K\
Core Week 8
CT-P10 Q7 -1.73x1.16
5 -0.45,0.37 0.
MabThera 45 -1.69+1.14
Core Week 16
CT-P10 96 -2.23+£1.24
- -0.34,0.52
MabThera 45 -232+1.11
Core Week 24
CT-P10 95 -2.07+1.24
= 0.73
MabThera 43 215+ 146 ,
DAS28 (CRP)
Core Week 8
CT-P10 K 158+ 1.10 | 0.86
Visit/ Treatment ) Change from Baseline 959, C1
) N' ) P-value
Group (Mean = SD) (Lower, Upper)
MabThera® 44 16221
Core Week 16
CT-P10 96 %:.3 052 05 b
3 - A0 .
MabThera 45 2 1N91.03
Core Week 24 V
CT-F10 a5 195z 1.16
. -0.36, 0.56 0.66
MabThera 43 -105% 145
Naote: Baseline is the last nos ue on or before the Core Week 0 (D0) mnfusion
Cl: Confidence interval -reactive protein, DAS2S: Disease Activity Score 28, ESR: Ervthrocyie
sedimentation rate, SD: eviation. N': Patient number who were analysed at each week.
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Visit 95% Confidence Interval

I 1
Core Week 8 : O : (-0.45, 0.37)
I ]
I 1
DAS28 (ESR) Core Weck 16 i o I (-0.34,0.52)
: :
Core Week 24 N @ (039, 0.56) @
i :
Core Week 8 ' @ I (:0.36, 0.43) ¢
: : Q
DAS28 (CRP) Core Week 16 ' @ ' (:0.32,0.50)
I 1
I ]
Core Week 24 i o I (036, Q
) ]
[ T T T 1 K
06  -0.3 0 0.3 0.6
Figure 2.7.3-4:  95% CI Interval for Differences in Mean Change fr ne of

DAS28 in Study CT-P10 1.1: Efficacy Population

e  Subgroups of interest K

The efficacy of CT-P10 was evaluated in this subgroup of patients in wi ere RA presenting with = 8 swollen
joints (of 66 joints assessed) and = 8 tender joints (of 68 joints ass ; dy CT-P10 1.1 post-hoc analyses.
The proportions of patients achieving ACR20 response in patien > 8 swollen joints (of 66 joints assessed)
and = 8 tender joints (of 68 joints assessed) was similar be T-P10 and MabThera group at Week 8, 16

and 24. In addition, there were no significant differences obser%ed compared to results including all patients

Table 2.7.3-24: Proportion of Patie Achieving Response According to ACR20
Criteria up to Wek 24 in Patients with = 8 Swollen Joints and Tender
Joints in Stugy C 0 1.1: Efficacy Population

End Point Treatment Group /N (%)
CT-P10 54/91 (59.3 %)
MabThera® 24/40 (60.0 %)
;Q CT-P10 68/91 (74.7 %)
ACR20 Week 16 :
MabThera 30/40(75.0 %)
7 CT-P10 60/91 (65.9 %)

Core Week 24 T
MabThera 20/40(72.5 %)
ACRED:Q Improvement criteria
i

The changes,er ne values of DAS28 (ESR and CRP) at Week 8, 16 and 24 were also similar between
CT-P10 and K ra

S
\
DO
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Table 2.7.3-25:

Baseline and Change from Baseline in Disease Activity Score by

DAS28 in Patients with > 8 Swollen Joints and Tender Joints in Study

CT-P10 1.1: Efficacy Population

CT-P10 MabThera®
1000 mg 1000 mg
N Mean = SD N Mean £+ 5D
Disease activity: DAS28 (ESR)
Baseline 91 6.92+0.76 40 6.87=0.79
Core Week 8 88 -182+1.16 39 -1.79+1.16
Core Week 16 87 -234+£120 39 244+1.11
Core Week 24 86 213126 38 -224+149
Disease activity: DAS28 (CRP)
CT-P10 MabThera®
1000 mg 1000 mg
N Mean + SD N Meafd £
Baseline 91 6.13=0.79 40 14z
Core Week 8 88 -1.68+ 1.09 39 75=1.03
Core Week 16 87 -218+1.15 39 279+098
Core Week 24 86 -202+1.18 38 -2.18=1.44
53-}; ﬁg:tacti\'c protein, DAS28: Dhsease actuvity score 28, ESR: Erythrocyte ¢ ion rate, SD: Standard

No clinically meaningful difference has been observed in result:
Subgroup analysis using categorisation with Europe and non-

Qen Europe and non- European regions.

e showed no relevant trends.

There are no clinical meaningful differences observed b@n CT-P10 and Mabthera groups in FF genotype

patients, FV and VV genotype patients

¢

Ancillary analyses

Historical Comparison between Study, CT-P Q and MabThera studies

The mean + SD change from baseli

DAS28 (ESR) was -2.3 £+ 1.4 in Mabthera group in the REFLEX study
espectively. The results from Study CT-P10 1.1 showed consistency with

and -2.4 + 1.6 in the DANCER stm
those reported from the rituxiﬁ/ Is with changes from baseline values of -2.1 + 1.3 and -2.2 £ 1.5 in

CT-P10 and Mabthera gro eek 24.

In CT-P10 Study 1.1, AGR20 a

eek 24 were 65.9 % and 72.5 % in patients with > 8 swollen joints (of 66 joints

assessed) and = 8 t% oints (of 68 joints assessed) in CT-P10 and Mabthera groups, respectively, which are
o}

slightly higher @
O

2

f the reported trials as in 51.3 % in REFLEX and 51.9 % in DANCER trials
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Table 2.7.3-20:

Comparison of Efficacy between Study CT-P10 1.1 and Kkey

MabThera® Studies with Similar Design

Historical Data CT-P10 1.1 (Efficacy population)
Efficacy Joint Count (Tender, Joint Count (Tender, Joint Count (Tender,
Parameter Swaollen) = 8§ Swollen) = 6 Swaollen) > §
REFLEX | DANCER | CT-P10 | MabThera® | CT-P10 | MabThera®

Week 24 66/122 @
ACR20 | PN %) 153/298 (54.1%)" 63/100 32/48 60/91 29/40 .
‘ (51.3 %) 96/185 (63.0 %) (66.7 %) (65.9 %) (72.5%)

(51.9 %)* K

Baseline 6710 | 67=NA | 68=08 69=08

Mean = 5D (n) (298) (192) (100) 6.7+0.8(47) (91)
DAS28
ESR) | Consse 23214 24216 | 21212 | 21215 | 21213

2 > .

Mean = SD (8) (246) (108) (95) 43) (86)

Baseline 60+09 6.1+0

Mean £ SD (n) - - 0py | 60=08@D o1
DAS28
(CRP) | Changes at 19212 | 2015 12 | 22+14

Mean = SD (n) ©3) “3) (3%)

‘ITT RF-positive population, “ITT population, * ITT RF-positive population. Join
ACR20: ACR 20% improvement criteria, CRP: C-reactive Protein, D,
Erythrocyte sedimentation rate, LOCF: Last observation carried forward,

Activity Score 28, ESR:

NotWv le, SD: Standard deviation

In Study CT-P10 1.1, results of individual ACR componentsk@nilar between 2 treatment groups and the
result was in line with results in the REFLEX trial with M@er

Summary of main study

th the discussion on clinical efficacy as well as the benefit risk

The following tables summarise the efficacy @from the main studies supporting the present application.

assessment (see later sections).

These summaries should be read in conj%n

Table 24: Summary of efficac;&l CT-P101.1

Title:a phase 1, randomised&:
demonstrate the equivale

led, multicentre, 2-Arm, parallel-group, double blind study to
T-P10 to Mabthera with respect to the PK profile in patients with RA

Study identifier

CT-

1.1

Design

e study was designed to compare the PK, PD, efficacy and safety of CT-P10
nd Mabthera reference product

Duration of main phase: 24 weeks

Duration of Run-in phase: not applicable

Duration of Extension phase: | Up to 48 weeks (total up to 72 weeks)

Equivalence
CT-P10 CT-P10
MabThera MabThera
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Endpoints and Primary AUCO-last . .
definitions endpoint Area under the serum concentration-time
curve from the start of the first infusion to the
last measurable concentration after the second
infusion (covering data from 2 infusions
combined
Primary Cmax Maximum serum concentration after the
endpoint second infusion
Secondary ACR20 ACR 20% improvement criteria (ACR20) at .
endpoint Week 24 *
gs;gg?:}[ry DAS28 Mean change from Baseline in disease act&
measured by Disease Activity Score u
joint counts (DAS28) (ESR) and DA P)
at 8-week intervals
Database lock
A
Results and Analysis 0
Analysis description | Primary Analysis %
Analysis population Per protocol K
and time point At Week 24 @
description
Descriptive statistics Treatment group CT-P10 MabThera
ano! es_t_lmate Number of subjects 96 \ 45
variability N
AUCO-last (day*ug/mL) 0
Geometric mean 7 .29 8110.54
Cmax (ug/mL) 6
Geometric mean Q 465.76 486.32
DAS28 (ESR) \
Mean_change frorr() 207 215
baseline 0
SD 1.24 1.46
-1.95 -2.05
1.16 1.44
Effect estimate pe rimary Comparison groups CT-P10 vs MabThera
comparison endpoint - -
* Geometric mean ratio (%) 96.90
. C)\ AUCO-last 90% Cl 88.10 — 106.58
Primary Comparison groups CT-P10 vs MabThera
endpoint - -
Geometric mean ratio (%) 95.77
@ Cmax 90% CI 89.40 — 102.60
Secondary Comparison groups CT-P10 vs MabThera
endpoint
Difference in mean from BL 0.08
DAS28 (ESR)
95%ClI -0.39 - 0.56
DAS 28 (CRP)
95%ClI -0.36 - 0.56
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Notes |

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

N/A 6
Supportive studies @

.
Maintenance Study CT-P10 1.3 6
An Open-Label, Single-Arm, Maintenance Study to Demonstrate Long-Term Efficacy and Safety P10 in
Patients with Rheumatoid Arthritis Who Were Treated with Rituximab (MabThera or CT-P10) in St T-P101.1
Location

The trial was conducted in 23 centres out of the 40 centres that participated in the Main nd enrolled 87
patients.

Period

First subject first visit: 09-05-2013

Last patient last visit: 15-10-2014

\
Methods @
)

This was an open-label, single-arm, multicentre, efficacy and safe i ance study of Study CT-P10 1.1.
After the last visit of the Core Study Period (Week 48 of the Enti y Period) or the last visit of the Extension
Study Period (Week 24 of the Extension Study Period; up to of the Entire Study Period) in Study CT-P10
1.1, eligible patients had the opportunity to continue in Stu& -P10 1.3 for a maximum of 56 weeks.

There were 3 periods in this study:

= Screening Period: Week —8 to Week 0 (Day —SQay -1)
= Monitoring Period: Every 8 weeks (+14 da until the End-of-Study (EOS) Visit (after Week 96 and until

Week 104 of the Entire Study Period) of ntenance Study Period (excluding the Treatment Period)
e Treatment Period: to be initiated e@ eek 48 and Week 80 of the Entire Study Period

The study duration up to the end of q y including the Screening Period was up to 64 weeks. The total
duration of the Entire Study (Mai and Maintenance Study) was up to 104 weeks.

\\

N\

0
’\é}o
Qp
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Main Study Period (CT-P10 1.1)

Screening

period Core Study Period (up to week 48)

Ar Extension Study Period (up to week 72) 6
Pieions S
0\

$

2 infusions
Maintenance Study Period (CT-P10

Treatment Period

Monitorin,

A :

2 infusions” :lTl‘eatment P

onitoring Period

M

2
Entire Study Period
Week 0 24 48 @ 80 96 104 (EOS)

Patients were eligible for CT-P10 infusion in the Mainter@ Study if all the following criteria were met:

= They were responders to the previous course oftreasment.

= Their disease activity returned during the woring Period compared with the best response obtained
between Weeks 16 and 24 from when th€ir treatment was initiated.

e Their B-cell or IgM levels were e to igher than the LLN or at least 50 % of the Main Study Period
baseline level (Week O [Day 0] i T-P10 1.1) using the results from previous visits.

Efficacy was evaluated using theQ tcomes as in the Main Study.
The Efficacy Population consistd
providing at least 1 post-tr

Study CT-P10 1.1.

Patient dispositio \

A total of 87 patj iated the Maintenance Study: 58 patients and 29 patients in the maintenance and
switch treat armgs, respectively.

| patients receiving at least 1 full dose of CT-P10 in this study and
t efficacy result. The baseline value was derived from the baseline value in

A simila; pop n of patients in each treatment arm received a treatment course of CT-P10: 38 (65.5%) and
20 (690 pectively. A single patient (from the maintenance arm) received a second treatment course.

)

Assessment report
EMA/CHMP/421811/2017 Page 67/160



Table 25. Patient disposition in the Maintenance Study

Randomized Treatment
from Study CT-P10 1.1

CT-P10 AabThera
1000 mg 1000 mg Total
(N=38) (N=29) (N=87)

Total number of patients
Initiated Maintenance Study Period
Completed Maintenance Study Period
Discontinued Maintenance Study Period

Discontinued Maintenance Study Period, prior to
treatment start

Number (%) of patients @
0\6

58 (100.0)  29(100.0) 87 (100.0) K
47 (81.0) 21(72.4) 68 (78.

11 (19.0) 8 (27.6) 1IN

8(138) 5(17.2) @

Initiated first treatment period
Initiated second treatment period

38 (65.5) 20 (69.0 ewﬁé.?]
1(1.7) 7@{@ 1(1.1)
1

Completed Maintenance Study Period who mitiated any 35 (60.3) .6) 52(89.7)
treatment in the Maintenance Study Period P

Primary reason for discontinuation during Maintenance Study

Period, prior to treatment start
Patient developed sign of disease progression 1(3.4) 1(1.1)

Patient experienced no efficacy from study drug

Patient withdrew consent or the patient refused to continue
treatment and/or procedures/observations

) 0 1(1.1)
\(5_2) 1(3.4) 4(4.6)

Patient developed, during the course of the study, symy 1(1.7) 0 1(1.1)
or conditions listed in the exclusion criteria
Investigator decision \ 2(3.4) 2(6.9) 4(4.6)
Other N Q 1(1.7) 1(3.4) 2(2.3)
Primary reason for discontinuation durin @nﬁc Study
Peniod. after treatment start
Patient developed sign of disea 10n 1(1.7) 0 1(1.1)
Patient withdrew consent or t refused to continue 1(1.7) 2(6.9) i34
treatment and/or procedur rvations
Other N 1(1.7) 1(34) 2(2.3)
Outcomes @

*
DAS28 and A

results after an additional CT-P10 treatment course in the Maintenance Study are presented

in Table’b Figure 7.
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Table 26. Summary of DAS28 - Efficacy Population

DAS28 (ESR) DAS28 (CRP)
CI-P10 CT-P10 Switch CI-P10 CT-P10 Switch
Time point Maintenance - 10 Maintenance 10
Mean = SD
Baseline 68+083 6.5+ 080 59090
Treatment 1 Week 0 08+125 -0.9 £0.67 06+1.24
Treatment 1 Week & 24£126 26x134 -21+123
Treatment 1 Week 16 262127 -27+1.31 -23+£1.30
Treatment 1 Week 24 27117 24+1.33 22115

ACR20

R0 - == Maintenance (N=38) K
wafy=e Swilch (N=19) @
- O

Figure 7 ACR20 response and mean DAS28 score- Efficacy Population @

%_E, r ""'-h.
L] b-_._.
go == O
& 50 O
kS
£ O
=
£ 30
£
20
lﬂ T T T T 1

Week 0 Week 8 k Week 24

DAS28 :m:s@ DAS28 (CRP)

7 6 <. Maintenance (N=38)
& \Q 5 s~ *Switch (N=19)
- \.‘. % 4
b4 y -Eh ‘---—--1-—#
¢ < , =7
2 \
1 - I
ﬂ !

Week 0 Week 8 Week 16 Week 24 Week 0 Week 8 Week 16 Week 24

STUDY CT-P10 3.2

This study is a randomised, controlled, double-blind, parallel-group, Phase 3 study to compare the PK, efficacy
and safety between CT-P10, Rituxan and Mabthera in Patients with rheumatoid arthritis (RA).
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The overall objective of this study was to demonstrate similar pharmacokinetics and efficacy of CT-P10
compared to the reference products (Rituxan and Mabthera). With this purpose, this study was divided into 2
parts.

Part 1 was designed for demonstration of 3-way PK equivalence between CT-P10 and Mabthera, CT-P10 and
Rituxan, Mabthera and Rituxan in terms of AUCg_jast, AUCq.0, and Cax (after the second infusion) of CT-P10 to
Rituxan, CT-P10 to Mabthera, and Rituxan to Mabthera during the first treatment course (over the first 24@
weeks). *

Part 2 was intended to demonstrate therapeutic equivalence between CT-P10 and the combined re@e
products, Mabthera and Rituxan in terms of efficacy as determined by clinical response according
baseline in disease activity measured by DAS28 (CRP) at Week 24.

ge from

The Extension Study Period, which was designed to evaluate additional safety and immun & ty, was initiated
between Week 48 and Week 52 of the entire study period. The study duration was th p to 76 weeks after
the Week 0 infusion. %

Figure 9-1 Overall Study Schematic @

1% Course Treaiment I Course Tmrqu 3% Course Treatment \

YRS

Week 0 Week 2 Week 24 Extension Week ( Week 2 Extension Week 24
Infusivn Imhid Infusion*
\ Mal@y ;erind Extension Study Period |/
* The third treatment % inttiated between Week 48 and Week 52 of the entire study period based on
the results assessed b & weeks from Extension Week 0.

)

O
DO
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Figure 9-3 Patient Assignment for the Extension Study Period

3 course e 6

CT-P10 (n=149)

CT-P10 3.2
Main Study Period

A dose of 1,000 mg of CT-P10, Mabthera or Rituxan (1V) were cgsatginistered with methotrexate (MTX) given
at a dose between 7.5 to 25 mg orally or parenterally every ige ¢)se and route had to be maintained from the
beginning to the end of the study) and folic acid at a dose of =% mg/week. Each course consists of 2 infusions
separated by a 2-week interval. In the third treatment @ e (1 additional course in the Extension Study
Period), patients who received Rituxan in the Main Sf{U criod will be re-randomised to either the Rituxan or
CT-P10 treatment groups and patients who regejvedWabthera in the Main Study Period will be switched to

CT-P10 while patients who received CT-P10 wi ain in CT-P10 group.

been diagnosed with rheumatoid arthii ording to the revised 1987 American College of Rheumatology
(ACR) classification criteria for at | onths prior to randomization. Active disease was defined by the
presence of 6 or more swollen jii d 6 or more tender joints, and serum CRP >1.5 mg/dL (=15 mg/L) or an

The main criteria for inclusion was maleg e patients between 18 and 75 years old, inclusive, who had

erythrocyte sedimentation ra >28 mm/hour. Patients were to have received methotrexate treatment
(7.5 to 25 mg/week orally @ enterally) for at least the past 12 weeks, with the last 4 weeks at a stable dose
before screening. Patielts weng to have experienced an inadequate response to previous treatment with the
anti-tumor necrosi (TNF) agents or were intolerant to these agents.

Therapeutic oq@wce was concluded if the 95% CI for the treatment difference in the change from baseline
of DAS28 ( eek 24 by the ANCOVA analysis was entirely within the equivalence margin of £0.60. The
least 0 ans and associated 95% CI were reported by back transforming the least square means

differ Lx\d 95% CI produced by these models.

A@o 372 male and female patients with RA were enrolled; 189 patients were included in Part 1 and 1:1:1
mised into the CT-P10, Mabthera and the Rituxan group.

he analysis population used in this study is summarised in the following Table.
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MabThera®

Period Subset

CT-P10 MabThera® Rituxan® ] ® Total
_ o _ + Rituxan .
Population (N=161) (N=60) N=151) N=211) (N=372)
Number (%) of patients
Part 2
Randomi 161 60 151 211 372
All- mised (100.0) (100.0) (100.0) (100.0) (100.0)
161 60 151 211 372
Safety (100.0) (100.0) (100.0) (100.0) (100.0)
Safety - 2nd treatment course 142 58 138 196 338
in Main Study Period Subset (88.2) (96.7) (91.4) (92.9) (50.9)
155 59 144 203 35
Efficacy (96.3) (98.3) (95.4) (96.2) ©
Efficacy - 2nd treatment course 139 58 135 193
in Main Study Period Subset (86.3) (96.7) (89.4) (91.5) 9.
; 159 39 147 206 65
Pharmacodynamic (98.8) (98.3) 97.4) (sn.K (98.1)
Pharmacodynamic - 2nd
. - 142 58 137 337
freatment course i Ma Swdy | (g5 (96.7) (90.7) @ (90.6)
Pari 1
} 64 60 65 of}5 189
All-randomized (100.0) (100.0) (10 (100.0) (100.0)
64 60 125 189
Safety (100.0) (100.0) (108D) (100.0) (100.0)
Safety - 2nd treatment course 58 58 59 117 175
in Main Study Period Subset (90.6) (96. (90.8) (93.6) (92.6)
61 59 61 120 181
Efficac
¥ (95.3) §.3) (93.8) (96.0) (95.8)
Efficacy - 2nd treatment course 57 57 115 172
in Main Study Period Subset (89.1) .7) (87.7) (92.0) (91.0)
Bh 4 - 6 59 62 121 183
armacocynamic (© (98.3) (95.4) (96.8) (96.8)
Pharmacodynamic - 2nd
) . 58 58 116 174
treatment course in Main Study ) (96.7) (89.2) (92.8) ©2.1)

Note: Percentages are calce

Patient dispositio%
’ Q

O
\
DO

by Bsing the All-Randomized population as the denominator for the Part 1.
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Reference

CT-P10 Rj_tuxan MabThera Products Total
(N=161) (N=151) (N=60) (~N=211) (N=372)
Number (%o) of patients
Total number of patients 6
- Screened - - - - 495 @
- Randomized 161 151 60 211 372 ° 6
Initiated 1" treatment course 161 (100.0) 151 (100.0y 60 (100.0)  211(100.0) 372 (100.0)&\
- storo
Eﬁﬁget‘a‘d I treatment 145 (90.1)  142(94.0)  58(96.7)  200(94.8) 345 (9
- Disc‘ontinued 1% treatment 16 (9.9) 9 (6.0) 2(3.3) 11(52) \_..3)
course “

Primary reason for discontinuation (1” treatment course )

- Patient experienced no 2(12) 1(0.7) 0 ) 05@ 3(0.8)

efficacy from study drug

- Patient withdrew consent or

patient refused 7 (4.3) 5(3.3) 1(1.7) %) 13 (3.5)
- Adverse event 2(1.2) 3(2.0) 1(1.7) 4(1.9) 6(1.6)
- S_Ilgnli?lcant or major protocol 2(12) 0 o 2(0.5)
violation
- Lost to follow-up 1 (0.6) \0 0 1(0.3)

0
- Patient died 1 (0.6) 0 0 0 1(0.3)
- Investigator decision 1 (0.6) O 0 0 1(0.3)
13&5

Initiated 2" treatment course 142 (88.2) 58 (96.7) 196 (92.9) 338 (90.9)
nd .
Completed 2™ treatment 140 (87.0) (88.7) 56 (93.3) 190 (90.0) 330 (88.7)
course
— Discontinued 2™ treatment .
. 2(3.3 . 2.
course 1 4(2.6) (3.3) 6 (2.8) 8(2.2)

. . . . d
Primary reason for dlscnnnuuatmé (rjatment course)

- Patient developed sign of

disease progression 0 1(0.7) 0 1(0:5) 1(0.3)

- Patient experienced no

efficacy from Smwg 0 1(0.7) 1(1.7) 2(0.9) 2(0.5)

- Patient withdre 1t or -
patient refus @ 2(1.2) 1(0.7) 0 1(0.5) 3(0.8)
; C\-Qp!ll ay 0 1(0.7) 1(1.7) 2(0.9) 2(0.5)
Netent 0 1(0.7) 0 1(0.5) 1(0.3)
follow-up 1 (0.6) 1(0.7) 0 1(0.5) 2(0.5)

results

emographic characteristics were similar among CT-P10, Mabthera, Rituxan and reference products groups.

Table: Demographic Characteristics in Study CT-P10 3.2: All-Randomised Population
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CTP10 | MabThera® | Rituxan® | MabThera®
1000mg | 1000mg | 1000mg | +Rituxan® | 1o
Part 2
Age (vears)
Mean = SD 51.5=11.54 | 50.8=109 | 522=113 | 51.8=111 | 51.7=113
Median 53.0 51.5 53.0 53.0 53.0 @
Minimum, maximum 18, 74 20,74 21,74 20,74 18,74 * 6
Gender, n (%) \
Male 23 (14.3) 10 (16.7) 21 (13.9) 31(14.7) 54 (14.5) K
Female 138 (85.7) 50(83.3) | 130(86.1) | 180(85.3) | 318(855
Race, n (%) N
White 91 (56.5) 41 (68.3) 07 (642) | 138 (65.4)
Asian 12(7.5) 5(8.3) 7 (4.6) 12 (5.7)
Mestizo/Mestiza 47 (29.2)! 12 (20.0) 38 (25.2) 50 (23. 7 (26.1)
Hispanic 9 (5.6) 0 427 19) & 1339
Mixed 2(1.2) 2(33) 5(33) 3) 9(2.4)
Height (cm)
Mean + SD 162.1+9.1 162.1+7.6 162.6 #8.6 162.5+9.1 162.3+9.1
Median 162.0 162.5 621 } 162.0 162.0
Minimum, maximum 144, 188 145, 1‘79 N »lo4 142,194 142, 194
Weight (kg) \
Mean + SD 70.6+17.1 GWS.I g 71.5+164 71.0+169 70.8+17.0
Median 67.0 71.0 70.0 68.7
Minimum, maximum 38.0,119.5 .139.0 40.0, 1345 39.3,139.0 38.0.139.0
Body mass index (kgfm:) x -
Mean + SD 6} 26.5+6.1 27.0+5.6 26957 268+58
Median 257 26.0 26.0 259
Minimum, maximum ‘38 52.8 154,481 16.6.55.0 15.4,55.0 15.4,55.0
Region, n (%0) A&
European Union' | 38236 21 (35.0) 44 (29.1) 65(30.8) | 103(27.7)
Non-European Un& 123(76.4) | 39(65.0) | 107(709) | 146 (692) | 260 (72.3)
Number of Pri ﬁihitor use, n (%)
\ CT-P10 | MabThera® | Rituxan” | MabThera®
% 1000 mg 1000 mg 1000 mg | + Rituxan® Total
2(1.2) 0 0 0 2(0.5)
Q\% 144 (89.4) 49 (81.7) 134(88.7) | 183(86.7) | 327(87.9)
A2} 14 (8.7) 11(18.3) 17 (11.3) 28 (13.3) 42(11.3)
3 1(0.6) 0 0 0 1(0.3)
Prior anti-TNF-a inhibitor status, n (%)
Inadequate response 138 (85.7) 55(91.7) 132(87.4) 187 (88.6) 325(874)
Intolerant Case 21 (13.0) 5(8.3) 19 (12.6) 24 (11.4) 45(12.1)

All patients received MTX and folic acid during the study, as per the study design and requirements. The mean
+ SD dose of MTX taken at the 1st infusion in Part 1 was similar among the 4 treatment groups (15.23 *+ 4.93
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in CT-P10 group, 15.63 = 5.01 in Mabthera group. 15.46 + 5.21 in Rituxan group and 15.54 + 5.10 in reference
products group, respectively). In Part 2, the mean + SD dose of MTX taken at the 1st infusion was similar to Part

1 and was similar among the 4 treatment groups (14.61 + 4.34 in CT-P10 group, 15.63 + 5.01 in Mabthera

group. 14.77 = 4.51 in Rituxan group and 15.01 + 4.66 in reference products group, respectively). 6

Overall, the duration of RA disease was similar among the treatment groups in Part 1 and Part 2. The mean =
time since RA diagnosis was 9.4 + 6.8 years in the CT-P10 group, 9.9 = 7.4 years in the Mabthera group, 8

5.3 years in the Rituxan group and 9.0 + 6.43 in reference products group in Part 1, respectively. The +
SD time since RA diagnosis in Part 2 was 10.7 = 8.0 years in the CT-P10 group, 9.9 + 7.4 yearsin t era
group, 8.8 + 7.4 years in the Rituxan group and 9.1 *+ 7.4 in reference products group, respecti K

In the efficacy population, the change from baseline in disease activity measured by DA at Week 24
was compared using ANCOVA. In the efficacy population, the 95% Cls for the estimate e ent difference
was well within the pre-defined equivalence margin of 0.6 and hence, the therapeutiggeqivalence between

CT-P10 and reference products group in terms of change from baseline in DA828 Week 24 has been
established at the 5% level of significance. A similar result was found in chang fro seline of DAS28 (ESR),
showing no significant difference between CT-P10 and reference products g & The same analysis has been

carried out in the all-randomised population as a sensitivity analysis.

N\

0
’\é}o
Qp
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Visit/ Treatment

Estimate of

95% CI of

Al 3 "
Group N Adjusted Mean (SE) Treatment Difference Tl'eatment
Difference
All-Randomised Population
DAS28 (CRP)
CT-P10 140 -2.13(0.175)
2 s -0.05 (-0.29,0.20) o
MabThera™ + Rituxan 197 -2.09 (0.176)
DAS28 (ESR) Pa\
CT-P10 141 -2.41 (0.181)
P = -0.06 081, O
MabThera™ + Rituxan 197 -2.36 (0.181)
Efficacy Population \
Tic . . 95% CT of
Visit/ Treatment N Adjusted Mean (SE) Eshmat? of Treatment
Group Treatment Differefige .
@ Difference
DAS28 (CRP)
CT-P10 139 -2.14 (0.177)
T = -0 (-0.29, 0.20)
MabThera™ + Rituxan 196 -2.09(0.176) e
DAS28 (ESR)
CT-P10 140 -2.41 (0.182)
. . A -0.06 (-0.31, 0.19)
MabThera® + Rituxan® | 196 -2.35 (0. 13}0
Visit C)\ 95% Confidence Interval
1 I
DAS28 (CRP) 0 —_— I (-0.29,0.20)
All-Randomised { '
Population d i
DAS28 (F i —— i (-0.31, 0.20)
: |
1 1
A % RP) — | (-0.29,0.20)
Efficacy ' '
Population | |
@ S28 (ESR) ! — ' (-031,0.19)
1 1
1 1

&
6\0
%)

1
o
=)

1
)
w

0.3 0.6
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Table 27: Baseline Values and Change from Baseline in Disease Activity Measured by DAS28 at
Weeks12 and 24 in Study CT-P103.2: Efficacy Population

)
CT-P10 MabThera® Rituxan” MabThera 6
1000 mg 1000 mg 1000 mg + Rituxan® @
(N=155) (N=59) (N=144) (~N=203)
Alean = 5D
Disease activity: DAS28 (CRP)
. 583= 500= 597 %
Baseline n=155 0.91 n=59 0.87 n=144 092
=215+ -1.86 £ -1.99
Week 12 n=140 0.94 n=59 1.07 n=140 £0.05
_ 234 - 226
Week 24 n=139 1.06 n=58 1.30
Disease activity: DAS28 (ESR)
. - 6.71= B 6.77 = _ 6.70 =
Baseline n=155 0.83 n=59 0.75 n=203 0.81
-2.33 % =204 = -2.14 %
Week 12 n=143 0.99 n=59 1.32 n=200 .01
- 3 2524+ a 247+
Week 24 n=140 n=138 1.13 n=196 .18
Number of tender joints
. 14.0 = 143 =
Baseline n=155 n=144 6.20 n=203 6.12
82+ =21+
Week 12 n=143 n=141 4.98 n=200 5.45
_ ~ 922 B 9.0
Week 24 n=140 n=138 519 n=196 598
Number of swollen joints
. _ = _ 11.6= _ 11.1= _ 112
Baseline n=1 24 n=59 517 n=144 487 n=203 4.05
8.3 B 6.7= B 79= B 7.6
Week 12 4.14 =59 595 n=141 3.03 n=200 4.38
-84+ =73 -8.1% =79+
W:ck =140 4.40 n=38 4.42 n=138 4.54 n=196 4.51
protein, DAS28: Disease Activity Score 28, ESR: erythrocyte sedimentation rate, SD: Standard
dl:"r]
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Figure 8: Mean Score of DAS28 (CRP) and DAS28 (ESR) up to Week 24 in Study CT-P10 3.2: Efficacy
Population

81 —+—CT-P10

7 4 =f=MabThera + Rituxan 6

DAS28 (CRP)
O/\

DAS2E (ESR)
-

2 4
]. T 9 I T T I
Baseline Week O eek 8 Week 12 Week 16 Week 20  Week 24

\Q
4

O
\
DO
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Table 28: Proportion of Patients Achieving Clinical Response according to the ACR Criteria in Study
CT-P10 3.2: Efficacy Population

CT-P10 MabThera® Rituxan”® MabThera”
Parameter 1000 mg 1000 mg 1000 mg + Rituxan® 6
Visit (N =155) (N=59) (N =144) (N =203)
Number (%) of Patients @

ACR20 ’@

Week 24 114/155 (73.5) 43/59 (72.9) 111/144 (77.1) 154/203 (7@%
ACRS0

Week 24 74/155 (47.7) 29/59 (49.2) 73/144 (50.7) 1Q2%3%60.2)
ACR70

Week 24 43/155 (27.7) 15/59 (25.4) 47/144 (32.6) /203 (30.5)

ACR20 ACRS50 Z ACR70
9 - ' [ : @ i : 1

77.1 .
g0 735 729 759 O mCT-P1O
mMabThera
ES o = Rinxan
% ¢ m MabThera + Rituxan
5
2 50
ke
=]
] i
g 32.6
€ - 30.5
g_ 30 - 27.7
2
= 20
10
] .
In addition, the Appli has performed an additional analysis for proportion of patients achieving clinical
response accordi R20/50/70 at 4-weeks interval as a post-hoc manner. The number of patients

achieving AGR2¢/50¥70 was similar between CT-P10 and reference products groups at earlier time points as
well. c\
6\
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90
80
70
60
50
40
30
20
10

Proportion of patients (%)

60
50
40
30
20
10

Proportion of patients (%)

35
30
25
20
15
10

Proportion of patients {%)

mCT-P1D

mMabThera+Rituxan
B03 736

465 457

Week 12 Week 16 Week 20 Week 24

The sewiti@alysis for the proportions of patients achieving clinical responses according to ACR20, ACR50

anal

igned with the initial results which were performed without missing data imputation

and AE ¥leria in Study CT-P10 3.2 were conducted with treating missing data as a non-responder. These

efficacy population, the mean decreases from baseline were similar among CT-P10, Mabthera, Rituxan
the reference products groups throughout the study for the following ACR components: mean number of
ender joints, mean number of swollen joints, mean VAS scores for the patient assessment of pain, mean VAS
scores for the patient and physician global assessment of disease activity, mean score for the HAQ estimate of
physical ability, CRP and ESR.
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The median (25th percentile, 75th percentile) time to onset of ACR20 response was shorter for patients in

CT-P10 group than patients in Mabthera and Rituxan groups (median [25th percentile, 75th percentile] was 30.0
[29.0, 60.0] days in CT-P10 group, 57.0 [29.0, 85.0] days in Mabthera group and 56.0 [29.0, 85.0] days in
Rituxan group, respectively), but this finding should be treated with caution due to limited evaluation time

points. In addition, there was no statistically meaningful difference between CT-P10 and reference products 6
groups when analysed using Log-rank test (p=0.4317). @

The mean hybrid ACR scores at Week 24 were similar among CT-P10, Mabthera, Rituxan and the refer
products groups (mean [SD] score were 51.68 [25.38] in CT-P10 group, 50.54 [27.34] in Mabther, g
52.39 [24.56] in Rituxan group and 51.84 [25.35] in reference products group, respectively) ino icacy

population.
The mean decreases from baseline in SDAI and CDAI at each time point were s&@between

theCT-P10, Mabthera, Rituxan and reference products groups. 0
. ﬂk MabThera®
CT-P10 Mab Thera Rituxa .
. . + Rituxan
Visit (N=155) (N=59) p:@
(N=103)
(Mean
SDAI
Baseline 41.85 = 13.00 4384 = 13N 4076+ 12.88 41,65+ 13.11
Week 24 -26.89=11.31 -15.4@.71 -26.21 = 1145 -2598=11.8]
. MabThera®
CT-P10 MabThera® Rituxan + Ritusan®
Visit (N=155 (N=59) (N=144)
{N=203)
(Mean = 5D)
CDAI
Baseline \ S8 = 12.06 4040 = 11.70 384121149 3899 £ 11.56
Week 24 -25.57 £ 1091 =23.27£12.09 -24.96 = 10.89 -24.46=11.26
uissing value on or before the 1% infusion

Note: Baseline is the
CDAI: Clinical di ity index. SD: Standard deviation, SDAI: Simplified disease activity index

L
Londftery data

()
NS
L(@rm efficacy data up to Week 48 in Study CT-P10 3.2 were also analysed.

efficacy population was used as the main analysis set for efficacy. As a matter of sensitivity analyses,
efficacy was analysed in ITT population.

For DAS28 analysis, the change from baseline in disease activity measured by DAS28 was analysed using an
ANCOVA method which is as specified in the SAP. In the efficacy population, the 95% Cls for the estimate of
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treatment difference for both DAS28 (CRP) and DAS28 (ESR) were well within = 0.60 up to Week 48; = 0.60 was
the pre-specified therapeutic margin of Study CT-P10 3.2 for the primary endpoint at 24 weeks.

For DAS28 (CRP), the 95% Cls of the differences between the CT-P10 and reference product groups during the
1st treatment course were (-0.32, 0.07), (-0.33, 0.09), (-0.39, 0.03), (-0.36, 0.08), (-0.36, 0.13) and (-0.29,
0.20) at Weeks 4, 8, 12, 16, 20 and 24, respectively. For the 2nd treatment course over the longer term perio
the 95% Cls of the differences were (-0.34, 0.16), (-0.35, 0.19) and (-0.35, 0.21) at Weeks 32, 40 and 4@
respectively. *

For DAS28 (ESR), the 95% Cls of the differences between the CT-P10 and reference product grou
1st treatment course were (-0.32, 0.08), (-0.29, 0.13), (-0.39, 0.04), (-0.30, 0.16), (-0.45, 0.
0.19) at Weeks 4, 8, 12, 16, 20 and 24, separately. For the 2nd treatment course over th
the 95% Cls of the differences were (-0.41, 0.11), (-0.44, 0.13) and (-0.41, 0.20) at W&
respectively.

, 40 and 48,

Overall, the efficacy between the 2 treatment groups was maintained to a similar @e over the long-term

period up to Week 48. K

Q
O
O\

N
S

O
06
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_ DAS2E (CRP) _ DAS2R (ESR)
S.05 1 Treatment 20 Treatment %““'5 19 Treatment 2% Treatment
2 , {Efficacy) (Efficacy Subser) g . (Efficacy) (Efficacy Subset)
e £
% -5 T-15
K = -
g 2 £ 2 S
£ — — & S
§-28 B %-1.5
& — H ~CT-P10
—=CT-P10 ’ - |
g <3 > .
= MabThera + Rituxan ~@-MabThern + Rituxan
35 - s . . . .
4 8 12 16 20 24 32 40 48 4 & 12 16 20 24 2 4 B

Week Week L 3
Efficacy Population
o o

DAS2E (CRP) DAS28 (ESR)
i-‘ 0.5 1% Treatment 2% Treatment - 0.5 1* Treatment 2™ Treatment
H . (ITT) (ITT Subset) lé 4 arT) (ITT Subset)
£ P
-;-Ls £ .18 -
E i
E 2 = -2
E F
T £ s
£ +CT-P10 & ~~CT-P10
g a i
~=-MabThera + Rituxan ~ -==MabThera + Rituxan
3.5 35

4 8 12 16 0 4 32 40 48 4 5 12 16 48

w4
Week Week
ITT Population
Figure 11: Mean Change from Baseline of DAS28 (CRP, ESR) up to Week 48 in S@i -P10 3.2: Efficacy/ITT
d

Population and Efficacy/ITT Population of 29 Treatment Course in Main S X ifd Subset — Part 2
Visit 95% Cl of Treatment MiTerence Visit C1 of Treatment Difference

Week12 | —g—— U0.39,0.03) . —e— i (029,0.04)
[} ) ]
: . ' i
Week24 | ———— 1 (-0.29,0.20) Ho ——e— C03L019)
: H ' )
DAS28 (CRP) Week 32 : —— U (0.34,0.16) DA\ ‘eek 32 e ! {-0.41,0.11)
L} 1 ]
Weekd0 | g U0.35,0.19) Weekso | o P00
H H ' '
Weekd8 1 g 0.35,021) O Weekd8 1 L o po041.020
H H ' )
: i ' :
| i ; ;
0.6 -0.3 [ 0.3 0.6 0.6 0.3 [ 03 o6
y population
Visit 95%, C1l of Treatment Difference Visit 95% C1 of Treatment Difference
Week 12 i —— i (-0.35,0,07) Week 12 | g | (-0.35,0.08)
. :
1 i " "
Week 4, —_—— DoC0zaga Week24 ! ——— U 0.31,0.20)
! ! : ;
. ) )
DAS28 (CRP)  Week32 ! — e DAS2B(ESR)  Week32 | — o L(-0.40,0.02)
:
! : H
Weekdo 1 o . 0.19) Weekdd | o 0.44,0.13)
'
] ) L} 1]
Week 48 ! Q -0.36,0.21) Week 48 H — | i-0.42,0.19)
) ) H
] " )
] [ ]

ITT population
Figure 12: ANCO ysis (95% CI for Difference) in DAS28 (CRP, ESR) in Study CT-P10 3.2: Efficacy/ITT

o& Efficacy/ITT Population of 2" Treatment Course in Main Study Period Subset — Part 2
1

P
*
Long-tezm@ was also evaluated using ACR analyses.

In the &y population, the proportions of patients achieving clinical response according to the ACR20/50/70
we r between the CT-P10 and the reference products groups up to Week 48. The proportions increased
@eek 20 and were maintained in the long-term period over 48 week in the 2 treatment groups.

oI’ ACR20, the 95% Cls of the differences between the CT-P10 and reference products groups during the 1st
treatment course were (-0.04, 0.18), (-0.08, 0.12), (-0.02, 0.16), (-0.11, 0.06), (- 0.02, 0.15) and (-0.11,
0.07) at Weeks 4, 8, 12, 16, 20 and 24, respectively. For the 2nd treatment course over the longer term period,
the 95% Cls of the differences were (-0.07, 0.07) (-0.06, 0.09) (-0.07, 0.10) at Weeks 32, 40 and 48,
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respectively. The 95% CI of the differences according to the ACR50 and ACR70 criteria were also similar
between the CT-P10 and reference products groups.

Overall, the efficacy between CT-P10 and reference products groups remained similar over the long-term period
up to Week 48, which provides reassurance on the therapeutic equivalence derived from change from baseline

in DAS28 (CRP) at Week 24.
4('m M'ﬂ‘_‘ﬂ ACRTD

%)
s O\

n W b Thera + Ritus
L]
L]
M
. 1]
1
[

Wik 1 Wask I8 Wl 2 Wk 1§ Waok I
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o T et L onrr W b di il Toowimrmd Comararh  (Werk 24 of fnd Trosiondl o1 ¥ eaiernd Comrer] (Worski 34 of Tredl Torafmrsi
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Figure 13: parfion of Patients Achieving Response according to ACR Criteria

250070y at Week 24 and 48 in Study CT-P10 3.2: Efficacy/ITT
Population and Efficacy/ TTT Population of 2™ Treatment Counrse in Main
tudy Period Subset (Logistic Regression) - Part 2

e Long-term EﬁN D in Part 1

Same efficacy a S s conducted on the Part 2 patients were also executed for the Part 1 patients of Study

CT-P10 3.2, e patients were randomised in a 1:1:1 to receive CT-P10: Mabthera: Rituxan. This allows
respecti’ve rison of CT-P10 versus Mabthera and CT-P10 versus Rituxan to support in-depth comparison
among

3\ ent groups.

Q Part 1 analyses, the analyses method and ITT/Efficacy population and their subsets were applied in
e manner as Part 2; 64 (100%), 60 (100%), 65 (100%) patients for ITT population and 58 (90.6%), 58
.7%), 59 (90.8%) patients for ITT for the 2nd treatment course in Main Study Period Subset, 61 (95.3%), 59

8.3%), 61 (93.8%) patients for efficacy population and 57 (89.1%), 58 (96.7%), 57 (87.7%) patients for
efficacy for the 2nd treatment course in Main Study Period Subset in the CT-P10, Mabthera and Rituxan,
respectively.
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In the efficacy population, for DAS28 (CRP), the 95% Cls of the differences between the CTP10 and Mabthera
groups during the 1st treatment course were (-0.15, 0.46), (-0.18, 0.55), (- 0.06, 0.62), (-0.12, 0.57), (-0.46,
0.36) and (-0.56, 0.26) at Weeks 4, 8, 12, 16, 20 and 24, respectively. For the 2nd treatment course over the
long-term period up to 48 weeks, the 95% Cls of the differences between the CT-P10 and Mabthera groups were
(-0.43, 0.41), (-0.63, 0.29), (-0.51, 0.41) at Weeks 32, 40 and 48, respectively. 6

For DAS28 (ESR), the 95% Cls of the differences between the CT-P10 and Mabthera groups during the 1s®
treatment course were (-0.11, 0.53), (-0.18, 0.54), (-0.01, 0.70), (-0.17, 0.56), (- 0.31, 0.51) ande(-

0.40) at Weeks 4, 8, 12, 16, 20 and 24, respectively. For the 2nd treatment course over the long-ter i up
to 48 weeks, the 95% Cls of the differences between the CT-P10 and Mabthera groups were (- KSS),

(-0.47, 0.48), (-0.36, 0.61) at Weeks 32, 40 and 48, respectively.
The 95% Cls for the estimate of treatment differences of CT-P10 and MabThera were w che range +
0.60 for most of the time points, which is the pre-specified therapeutic margin appliedyto #e primary endpoint
of Study CT-P10 3.2 for Week 24 time-point, except points including Week 12 for RP, ESR), Week 40
for DAS 28 (CRP) and Week 48 for DAS28 (ESR). However it should be noted at%

intended to demonstrate therapeutic equivalence given its smaller data set. sample size of Part 1 was
awn in respect to some of the

response variability did not follow

1 was not powered or

almost twice smaller than that of Part 2 and therefore no conclusions cal

DAS28 response variability in this fragmented subset. Importantly, the
any specific pattern and was not replicated in appropriately poweredg
therapeutic responses through an entire 48 week treatment pepieg, Ognsidering the above, it is concluded that
there were no statistically significant differences at the 5% s\@

cases.

onstrating consistent and similar

ce level since the 95% Cls included 0 in all

Also, the same analysis has been carried out in the | ation as a sensitivity analysis and the results were
in line with that on the efficacy population

N\

0
’\é}o
Qp
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Population and Efficacy/ITT Population of 2" Treatment Course in Main Study od Subset — Part 1

Week Week
ITT Population
Figure 14: Mean Change from Baseline of DAS28 (CRP, ESR) up to Week 48 in Stud" CT- .2: Efficacy/ITT

The long-term efficacy using ACR analyses were evaluated in Part 1 in t @e manner as was performed for
Part 2.

In the efficacy population, the proportions of patients achieving clini®al r&sponses according to the ACR20/50/70
criteria were similar between the CT-P10, Mabthera and Ri bups up to Week 48. The proportions
increased until Week 20 and were maintained long-term up toWeek 48 in the 3 treatment groups.

For ACR20, the 95% Cls of the differences between the 10 and Mabthera groups during the 1st treatment
course were (-0.25, 0.12) (-0.21, 0.15) (-0.28, 0.0%) (-§15, 0.16) (-0.20, 0.09) and (-0.17, 0.15) at Weeks 4,
8, 12, 16, 20 and 24, respectively. For the 2n eatment course over the longer term period, up to 48 weeks,

the 95% Cls of the differences were (-0.17, . -0.10, 0.13) and (-0.19, 0.09) at Weeks 32, 40 and 48,
respectively. The 95% Cls of these differe cording to the ACR50 and ACR70 criteria were also similar
between the CT-P10 and MabThera g
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Figure 15: Proportion of Pati

ieving Response according to ACR Criteria

(ACR20/50/70) a el) 24 and 48 in Study CT-P10 3.2: Efficacy/ITT
Population n%&:ﬁ‘yﬂl’l‘ Population of 2™ Treatment Course in Main

Study Perio ogistic Regression) - Part 1

STUDY CT-P10 3.3

A Phase 1/3, Randomized, Pa

&-;oup, Active-Controlled, Double-Blind Study to Demonstrate Equivalence of
Pharmacokinetics and No

@ ority of Efficacy for CT-P10 in Comparison With Rituxan, Each Administered in
Combination With Cycﬂos samide, Vincristine, and Prednisone (CVP) in Patients With Advanced Follicular
Lymphoma (see se Pharmacokinetics.)

. OijCt

The ovqal@ ive of this study was to demonstrate similar pharmacokinetics and non-inferior efficacy of
CT-P1 ed to Rituxan. The study was divided into 2 parts, each of which assessed 1 of 2 primary
endp as follows:

The primary objective of Part 1 of the study was to demonstrate that CT-P10 is similar to Rituxan in terms
harmacokinetics as determined by area under the serum concentration-time curve at steady state (AUCtau)
nd maximum serum concentration at steady state (CmaxSS) at Core Cycle 4.

Part 2: The primary objective of Part 2 of the study will be to demonstrate that CT-P10 is noninferior to Rituxan
in terms of efficacy as determined by overall response rate (ORR) (complete response [CR] + unconfirmed
complete response [CRu] + partial response [PR]) over Cycle 8 (Core Study Period) according to the 1999
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International Working Group (IWG) criteria in previously untreated patients with advanced (stage I11-1V) CD20+
follicular lymphoma (FL).

The response evaluation listing includes information about date of evaluation, evaluation of target lesion,
evaluation of nontarget lesion, evaluation of new lesion, bone marrow involvement, organ enlargement, LDH
level, B-symptom, overall response evaluated, PD date, best overall response (BOR), and BOR date based o
local review using 1999 IWG and 2007 IWG criteria by treatment group for the ITT population.

1999 IWG criteria. It should be noted that the non-inferiority margin was based on absolute point te
difference and not using 95% CI approach. O

e Design \Q
Study Design Schematic 0
| Core Study Period | | Ma]ntenanceﬁ‘mdqm
CT-P

CT-FP10 plus CVF

The primary efficacy endpoint for Part 2 will be the ORR (CR + CRu +PR) during the Core Study Period‘ @ﬁe
Qi;x

; E I I I I l l I E | Follow-up Period;
Ebzagfrgfn::med Randomization I III I I I 0 O | Up to 3 years from
hrrnhoma 1:1 T T | the Day 1 of Cycle 1
YR 1 2 | of the last patient
Rituxan plus CWP Ritusan
Abbreviations: CD20+, cluster of differentiation 20 positive; CVF, cyclopho , vincristine, and predmisone; EOT1, first

end-of-treatment visit; EOT2, second end-of-treatment visit.

e Patients Q

Male or female patients 18 years or older, wi &tologically confirmed FL of grade 1 to 3a (according to the
World Health Organization 2008 classificatt least 1 measurable tumor mass that had not previously been
irradiated, confirmed CD20+ lympho érbor stage Il or 1V disease, Eastern Cooperative Oncology Group

(ECOG) performance status of O to 2

e Baseline characteristi@

@
.\0

)

| adequate bone marrow, hepatic, and renal function reserve
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FLIPI Score at Screening, n (%) « >
0 0 0 0
v

1 7(11.9) 12 (9.9)
2 25 (42.4) 45(37.2)
3 19 (32.2) 45(37.2)
4 6(10.2) 17 (14.0)
5 2(3.4) 2(1.7)
Follicular Lymphoma Grade At Screening, n (%) N
Grade 1! 18 (29.0) 36 (29.8)
Grade 2 Loy 31(05) 29 (46.8) 60 (49.6)
Grade 3a 9 (15.3) 15(24.2) 24 (19.8)
Grade 3b 0 0 0
Missing” g 1(1.7) 0 1(0.8)
Sources: CSR CT-P10 3.3 Post-text Table 1447 ble 14.1.5

'For Patient 4201-3001. pathologic diagng
report and other available blood e

The Patient 3204-3012 did not

specimen. This patient was &

K

: % e document to identify FL grade but FL were diagnosed with bone marrow
ic&£gtn PP population due to this major protocol violation

CT-P10 Rituxan® Total
375 mg/m’ 375 mg/m’ (_le; 1
(N=59) (N=62)
Ann Arbor Staging at Screening, n (%)
Principal stage
Stage I 0 0 0
Stage II 0 0 0 Q
Stage III 17 (28.8) 33(53.2) 30
Stage IV 42(71.2) 29 (46.8) ?&3_
"4

Table 29: Ann Arbor Staging and FLIPI Score in Study CT-P10 3.3: ITT Population

%
N
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CT-P10 Rituxan”
375 mg/m? 375 mg/m? Total
(N=59) N=62) =120
Ann Arbor Staging at Screening, n (%)
Principal stage
Stage I 0 0 0
Stage II 0 0 0
Stage III 17 (28.8) 33(53.2) 50 (41.3)
Stage IV 42(71.2) 29 (46.8) 71 (58.7)
FLIPI Score at Screening, n (%)
0 0 0
1 7(11.9) 5(8.1) )
2 25 (42.4) 20 (32.3) (37.2)
3 19 (322 26 (41.9)% 45 (372)
4 6(10.2) 7 17 (14.0)
5 2(34) 2(1.7)
Follicular Lymphoma Grade At Screening, n (%)
Grade 1} 18(30.5 (29.0) 36 (29.8)
Grade 2 31 29 (46.8) 60 (49.6)
Grade 3a 15(24.2) 24 (19.8)
Grade 3b 0 0
Missing 1(1.7) 0 1(0.8)

'For Patient MMM pathologic diagnosis was Gl'& at Screening based on bone marrow, flow cytometry
ade dul

report and other available blood test. Howev
ormed. This patient was excluded from PP,
e Paticnt*did not have source

specimen. This patient was excluded from

d not be assured as lymph node biopsy has not been

1on due to this major protocel violation.

t to identify FL grade but FL were diagnosed with bone marrow
tion due to this major protocol violation
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¢ Recruitment and populations

CT-P10 Rituzan Total
(N=59) (N=62) (N=121)
Number (%) of Patients
Tnitiated core study treatment” 59 (100.0) 62 (100.0) 121 (100.0)
Completed up to and including Core Cycle 4 55(93.2) 58 (93.5) 113(93.4)
Discontinued before Core Cycle 5 4(6.8) 4(6.5) 8(6.6) @
Primary reason for discontinuation L 4 6
Progressive disease’ 2(34) 1(1.6) 3(2.5) \
Adverse event (angina pectoris)’® 1(1.7) 0 1(0.8) K
Patient died (tumor lysis syndrome)® 1(1.7) 0 1(0.8) 0
Withdrew consent 0 2(3.2) 2
Investigator decision’ 0 1(1.6) 1988
Number of deaths 2(34) 0 :
Reason for death
Progressive Disease® 1(1.7) 0 @1 (0.8)
Adverse event (tumor lysis syndrome)® 1(1.7) 0 1(0.8)
Abbreviation: ITT, mtent-to-treat.
CT-P10 a Total
(N=59) ' (N=121)
of Patients
Total number of patients mn Part 1 \ T~ 4
Screened 159
Primary reason for screening failure \O
Inclusion/exclusion critenia not met 30
Patient withdrew consent O 3
Other 5
Randomuzed Q 59 (100.0) 62 (100.0) 121 (100.0)
Initiated core study treatment K 59 (100.0) 62 (100.0) 121 (100.0)
Completed up to and including Core Cyelfy4 55(93.2) 58(93.5) 113 (93.4)
Discontinued before Core CyclgS C\ 4(6.8) 4(6.5) 8 (6.6)

Primary reason for discontinuati

Progressive disease 2(3.4) 1(1.6) 3(2.5)
Adverse event (angi s) 1(1.7) 0 1(0.8)

Patient died (rumor%s drome) 1(1.7) 0 1(0.8)

Withdrew con 0 2(3.2) 2(L.7)

Investigfgor dect 0 1(1.6) 1(0.8)

Number ofglea hd 2(3.4) 0 2(1L.7)
Reasdh ath

. T ve Disease 1(1.7) 0 1(0.8)

.\ verse event (tumor lysis syndrome) 1(1.7) 0 1(0.8)

* Al }viation: ITT. intent-to-treat.

N
2
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Table 10-2  Major Protocol Deviations and Other Categories Used for Exclusion:

ITT Population
CT-P10 Rituxan Total Excluded
(N=50) (N=62) (N=121) Populations'
Number (%) of Patients
Mayor protocol deviations @
Noncomphiance with I/E criteria 2(34) 0 2(1.7) PP . 6
Other reasons for exclusion
No posttreatment PD results 1(1.7) 1(1.6) 2(L.7) FD \

Abbreviations: I'E. inclusion/exclusion; ITT, intent-to-treat; PD, pharmacodynamic; PP, per protocol. é

All patients in the CT-P10 and Rituxan treatment groups were included in the ITT popula N he*proportion of
patients in each of the other analysis populations was similar between the 2 treatmer@

Table 21: Analysis Populations of Study CT-P10 3.3
CT-P10 Rit Total
(N=70) (N=140)
Population Numl patients
Intent-To-Treat 70 (100.0) 70)800.0) 140 (100.0)
PP 66 (94.3 o711 134 (95.7)
Safety 70 (%0 70 (100.0) 140 (100.0)

O

N
S

O
06
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Figure 10-1 Patient Disposition

N=159
PATIENTS SCREENED
N=38
SCREENING FAILURE
* Inclusion/exclusion criteria not @
met (30) 6
* Patient withdrew consent (3)

N=111 v Other (5)
PATIENTS RECEIVING

DOUBLE-BLIND MEDICATION ®
N=59 N=62 @

CT-P10 RITUXAN
N=4 N=4
Discontinned Core Study Period Discontinned Core Study Period
* Withdrew consent (1)

* Progressive diseaze (1)

* Adverse event (1) * Progressive disease (1)

+ Patient died (1) * Investigator decision (1)
N=55 N=58
Completed study up to pleted study up to
Core Cycle 4 Core Cycle 4
e Outcomes 60

Primary Efficacy Endpoint O

In the PP population, base tral review, the proportions of patients achieving overall response
(CR+CRu+PR) according to IWG criteria were 97.0% (64/66 patients) and 92.6% (63/68 patients) in the
CT-P10 and Rituxan s, reSpectively (Table 22). The difference between the groups of the ORR according to
the 1999 IWG crite 4.3% and lies on the positive side of the pre-defined non-inferiority margin using a

point estimage qlff ce of -7% based on reference product variability which was defined in the protocol.
.\(\,
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Table 22: Proportion of Patients Achieving ORR (CR + CRu + PR) over Cycle 8
(Week 24) of Core Study Period According to the 1999 IWG Criteria in

Study CT-P10 3.3: PP population - Central Review

! Difference was calculated using percentages not the round off values.

ORR: Overall response rate, CR: Complete response, CRu: Unconfirmed complete response, PR: Parta

Table 23: Proportion of Patients Achieving ORR (CR + CRu_+
(Core Week 24) According to the 1999 IWG Criteri
ITT population - Central Review

over C

i
Number of patients (%) :;;[;Pﬁ;? RE;:“:?;; Difference’ 6
ORE. (CR. + CRu+ PR) o4 (97.0) 63 (92.6) 4.3) @
CR 200(30.3) 15(22.1) - A 6
CRu 6(9.1) 8(11.8) \
PR 38 (57.6) 40 (58.8)

vele 8

in Study CT-P10 3.3:

! Difference was calculated using percentages
ORE.: Overall response rate, CR :Complete res;

_ CTI-P10 . 1
Number of patients (%) (N=70) Difference
ORR (CR.+ CRu + PR) 67(95.7) (5.7
CR 21(30.0) -
CRu 6(8.6) -
PR 40(57.1) 40(57.1) -

CRu : Unconfirmed complete response, PR: Partial response

Additional Efficacy Parameters

Bone marrow assessments and B-sy assessments were performed and the results were similar between
the 2 treatment groups. In the bo
for 78 (55.7%) patients (45 [

respectively). Slight chanc

w assessments, bone marrow involvement at screening was reported
atients and 33 [47.1%] patients in the CT-P10 and Rituxan groups,
baseline difference in bone marrow difference, nevertheless, had not
influenced similarity ig ove sponse. Among these 78 patients who reported positive at screening, 39
patients returned to Nve post-treatment visits (22 patients in the CT-P10 group and 17 patients in the
ly). There were no differences found between the 2 treatment groups and there were
no patients wh reported positive for bone marrow test at post-treatment visits. In the B-symptoms
results, the of patients with at least 1 B-symptom at screening was 37 (26.4%) patients (17 [24.3%]
patie ot 20/ [28.6%0] patients in the CT-P10 and Rituxan groups, respectively). At EOT1, B-symptoms were
prese ly 1 (1.4%) patient in the CTP10 group, and the patient was evaluated as partial response (PR) at
E re were no notable differences between the 2 treatment groups.

Rituxan group, res

.3. Discussion on clinical efficacy
Design and conduct of clinical studies

The clinical development encompasses a Phase 1 PK equivalence study between CT-P10 and the EU reference
product (MabThera) in patients with RA (Study CT-P10 1.1), followed by a therapeutic equivalence Phase 3
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study in RA patients (Study CT-P10 3.2). The Phase 3 study consists of 2 parts, i.e., part 1 is designed to

evaluate 3-way PK equivalence of CT-P10 against reference products, Mabthera and Rituxan, whereas part 2 is
aimed at establishing therapeutic equivalence between CT-P10 and reference rituximab (MabThera/Rituxan)

(Study CT-P10 3.2). The Phase 1 PK equivalence Study CT-P10 1.1 in RA patients has an extension to assess
long-term safety and efficacy up to Week 104 (Study CT-P10 1.3). This clinical data package is further supportedé
by preliminary data from 1 study in an oncology indication, i.e., a Phase 1/3 PK equivalence study betwee

CT-P10 and Rituxan in patients with AFL (Study CT-P10 3.3). @

Study CT-P10 1.1 is a phase 1, randomised, controlled, multicentre, 2-Arm, parallel-group, double-

to demonstrate the equivalence of CT-P10 to Mabthera with respect to the PK profile in patient A. This
setting is considered a sensitive clinical model to detect potential efficacy differences betwe 0 and
emMenced an

MabThera. The study population consisted of male and female patients with active RA w
inadequate response to previous or current treatment with the TNF inhibitors infliximab,&wumab,
adalimumab or etanercept, or was intolerant to at least 1 administration of these ag gwever, MabThera is
authorised in patients with severe, active RA who have had an inadequate respon intolerance to other
DMARD including 1 or more TNF inhibitor therapies, whereas the inclusion criteﬁor e CT-P10 1.1 study allow
the recruitment of patients with moderate to severe RA. In this perspective G. icacy data from the subset of
patients with > 8 swollen joints (of 66 joints assessed) and = 8 tender i of 68 joints assessed) matching

the inclusion criterion of the REFLEX and DANCER studies, have b ated in the post-hoc analysis.

Efficacy was assessed by the evaluation of the ACR criteria (indiyé components, ACR20, ACR50, and ACR70,
time to onset of ACR20, and hybrid ACR response), mean d&;@in DAS28, EULAR response criteria, CDAI,
SDAI, joint damage progression (radiographic evaluations, Shawp/van der Heijde modified score), general
health status (Medical Outcome Study Short-Form Heal rvey [SF-36]), and functional disability (HAQ).
From a clinical view these are standard endpoints, glal ased on ACR criteria and DAS28, which is agreed.
The joint damage and EULAR response status of Walue. The ACR20, 50, 70 and DAS28 parameters are
assessed at 8-week intervals up to Week 24 &as agreed with the SAWP so as to be able to detect

differences between the treatments. Neve egs, all the efficacy endpoints are secondary variables in this
study.
The study CT-P10 1.1 was poweregyt®dgmonstrate PK equivalence of CT-P10 and MabThera in AUCO-last and

% sed on efficacy were carried out. However, the statistical comparison of
both products has been cargigd™gut in a post-hoc way. The primary objective of the post-hoc-analyses was to
investigate the therapeuti @ alence for DAS28 between CT-P10 and Mabthera at Week 24 in the study
CT-P10 1.1. Accordin the ®9mpany, in order to determine an appropriate equivalence margin for DAS28, a
literature search of responses with rituximab in RA patients who had inadequate response to one or more
TNF antagonist@ s was carried out. In the DANCER study (Emery et al., 2006), analysis of variance
showed the d mean change in DAS28 from baseline to be significantly greater in patients treated with
rituximab @ x mg, 2 x 1000 mg) than in patients treated with placebo (- 1.79 and -2.05 vs. -0.67). In the
pivotal® study (Cohen et al., 2006) the mean change from baseline in the DAS28 score was -1.9 in the
arm vs. -0.4 in the placebo arm, corresponding to a treatment difference of 1.5. As advised by the
C EMA/CHMP/SAWP/78796/2014), a properly chosen equivalence margin should exclude clinically relevant
cts. The EULAR response criteria define a change in DAS28 of up to 0.6 points within an individual as 'no
provement' (Fransen et al., 2005). In line with SAWP/CHMP recommendations, margin of + 0.6 for the
post-hoc analysis of therapeutic equivalence in CT-P10 1.1 study and pre-defined equivalence in CT-P10 3.2
study has been employed. From a clinical perspective the use of DAS28 as main variable when it comes to
assessing the similarity is endorsed and moreover if in addition to the analysis based on DAS28, the individual

Cmax. No sample size calculati

components of ACR criteria are also compared between treatments.
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Study 3.2 is a randomised, controlled, double-blind, parallel-group, Phase 3 study to compare the PK, efficacy

and safety between CT-P10, Rituxan and Mabthera in Patients with rheumatoid arthritis (RA). Part 1 was

designed for demonstration of 3-way PK equivalence between CT-P10 and Mabthera, CT-P10 and Rituxan,
Mabthera and Rituxan. Part 2 was intended to demonstrate therapeutic equivalence between CT-P10 and the
combined reference products, Mabthera and Rituxan in terms of efficacy as determined by clinical response 6
according to change from baseline in disease activity measured by DAS28 (CRP) at Week 24. The Extensi

Study Period, which was designed to evaluate additional safety and immunogenicity, was initiated bet @
Week 48 and Week 52 of the entire study period and was up to 76 weeks after the Week O infusion‘ \%

n, each

Study 3.3 is a Phase 1/3, randomised, parallel-group, active-controlled, double-blind study to d
equivalence of pharmacokinetics and non-inferiority of efficacy for CT-P10 in comparison wi
administered in combination with cyclophosphamide, vincristine and prednisone (CVP) i i
Advanced Follicular Lymphoma (AFL). The primary efficacy endpoint for Study CT-P10 3.&
the study is the ORR (CR + CRu + PR) according to 1999 IWG criteria over Cycle 8 ir@é

ssed in Part 2 of
hich is an accepted
endpoint in this setting.

Efficacy data and additional analyses K

compared with 135 [87.7 %] female patients). The majority G
mean = SD body mass index of patients was 27.11 + 6.04 kg/ in the CT-P10 group and 27.53 + 5.46 kg/m2
in the Mabthera group. Generally speaking, both groupevenly balanced and the slight differences should
not be critical in terms of efficacy.

Regarding efficacy results, overall, both treatn&are similar in terms of ACR. The proportion of subject who
achieved ACR 20 in CT-P 10 and MabThera r¢spegtively was 57.0% and 54.2 %, at Week 8; 70.0% and 68.8%

patients at Week 16 and 63.0% and 66.7% % eek 24. Results are pretty similar if ACR 50 and 70 are looked.
Regarding the individual components R criteria, all the items analysed show a comparable result (mean
number of tender joints, mean nugab swollen joints, mean VAS scores for the patient assessment of pain,

mean VAS scores for the patie @ bhysician global assessment of disease activity, mean score for the HAQ
estimate of physical ability, &nd ESR).

The time of onset of AGR20 ponse is also similar between CT-P10 and MabThera with medians of 58.0 and
60.0 days, respectiv% arding the change from baseline in the disease activity measured by DAS28 in Study

CT-P10 1.1, the t analysis carried out by the applicant meets the equivalence therapeutic according to
the equivaleﬂ@in of 0.60.
More p&tieiits Were re-treated after Week 24 and before Week 48 of the Main Study in the CT-P10 arm (58%)

abThera arm (45%). It is agreed that the decision for re-treatment is multifactorial but, as the
9'blinded, there should not be any significant bias to explain this observation; moreover eligibility

c ifi for re-treatment were met in the same proportion of patients and furthermore, the proportion of patients
t were re-treated despite being ineligible was also higher in the CT-P10 arm than in the MabThera arm.
inally, the time to re-treatment estimated throughout the whole trial was shorter in the CT-P10 arm than in the
MabThera arm; this difference is not statistically significant.

The Applicant conducted ANCOVA analyses of DAS28 in the all-randomised/treated population (ITT analysis)
and efficacy population (PP analysis) of Study CT-P10 1.1 using baseline value as a covariate. Missing data and

Assessment report
EMA/CHMP/421811/2017 Page 96/160



data for visits after retreatments were imputed using baseline observation carried forward (BOCF) for
all-randomised/treated population. These analyses showed, in both ITT and PP populations, equivalent efficacy
up to week 32 but indicated slightly lower efficacy at the last time points. However, it is accepted that there is

no statistically significant difference between the two products.
In order to support the equivalence of the two products, comparative ITT and PP (efficacy population) analys 36
were performed with estimates calculated for the differences in ACR rates between treatments and their 9@
confidence intervals at Core Weeks 8, 16, 24, 32, 40 and 48. For the ITT analysis weeks with missing r

after re-treatment were treated as non-response. Results from these analyses show that the ACR2 ere
broadly comparable between the two treatment arms except at week 48 (lower for CT-P10, wit 98¢ 1 of the
difference being [-23%; +59%]). The study was not powered to show equivalence and no gqus e margins

were predefined. Even at week 24, the 95%CI of the difference would seem rather wide %79 +16%] than
clinically acceptable. Nevertheless, all 95%CI included 100%. In the PP analysis, the AC es were broadly
comparable between the two treatment arms except at weeks 24 and 48 (lower fo@é with 959%CI of the

difference being [-22%; +11%] and [-33%; +23%]). The ACR50 rates were broa mparable between the

two treatment arms. \

In addition, efficacy data from Study CT-P10 1.1 were compared to histQ r@a a from the pivotal Phase 3
registration study REFLEX for MabThera and the supportive Phase 2b ation study DANCER. Overall, the
comparison among the different studies and subgroups showed a * similarity between CT-P 10 and

MabThera.
In the study CT-P10 1.3, similar conclusions could be achie@rding the equivalence of CT-P10 and
MabThera. The clinical response in terms of ACR and Dmseems similar between groups. However this is a

descriptive analysis and due to the sample size no fi usions can be drawn.

Regarding the study 3.2, in the efficacy populagion, the 95% Cls for the estimate of treatment difference was
within the equivalence margin of 0.6 (in ter nge from baseline in DAS28 (CRP) at Week 24). A similar
result was found in change from baseline o ”@ (ESR), showing no significant difference between CT-P10 and

reference products groups. Also, the

almlysis has been carried out in the all-randomised population as a
sensitivity analysis and the results wé line with that of efficacy population. In contrast to study CT-P10 1.1,
study CT-P10 3.2 involved syste @
patients; 1%). The proportion €f p&si€nts that completed two treatment courses was roughly comparable across
treatment arms: 87% (CT , 89% (Rituxan); 93% (MabThera). The main reason for discontinuation,
especially for CT-P10; as@

ctreatment at week 24, except for safety reasons (which occurred in 4

drawal of consent.

Focusing on the resfil m the study 3.2, as the number of excluded patients was small, analyses in the
efficacy and 1TT ions provide very similar results. In Part 1 and 2 combined, DAS28 differences (without
imputation) eqdred marginally in favour of CT-P10 during the 24 weeks following the second treatment course
and in Bne Qitl)the results after the first treatment course. Their 95% confidence intervals lied within the

pre-d imits of + 0.6.

Li he ACR responses (missing data imputed as failures) were very similar for CT-P10 and the reference

ts during the 24 weeks following the second treatment course with all 95% confidence intervals within =

The results of the patients randomised to the three treatment arms in Part 1 showed a favourable trend for
CT-P10 compared to both reference products during the first weeks after the first treatment course, which
tapered by weeks 20-24; after the second treatment course, the results of CT-P10 and MabThera were
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comparable, and slightly better than those of Rituxan. The ACR responses were very similar between the three
treatment arms with no consistent trend.

Study CT-P10 3.3 is a supportive study to confirm biosimilarity in oncology and subsequently the extrapolation
of the indications of rituximab in oncology. Baseline characteristics do not reveal important differences between
groups. The population analysed in part 2 (efficacy) is evenly balanced between groups. A total of 184 patients
were screened for enrollment in Part 2. One hundred forty patients were randomly assigned to study drug
initiated the Core study treatment (70 patients in each treatment group). 62 subjects completed the ¢o
(part 2). The reasons for discontinuation from the core period are overall balanced between CT-P10
arms, with 8 patients in each group. Major protocol deviations and other categories used for exc
population do not seem to have an impact on the results (in total, 6 patients (4 [5.7%] pati e CT-P10
treatment group and 2 [2.9%] patients in the Rituxan treatment group) were excluded f he"P population

for the primary efficacy endpoint) Q

Demographic characteristics seem to be evenly balanced (age: 57 vs 58.5; ECOG - .6% vs 98.5). The
mean (SD) disease duration of lymphoma was 3.43 (7.283) months in the CT-R10

(2.907) months in the Rituxan treatment group. Follicular lymphoma CD20+

tment group and 2.35
s confirmed in all patients in

s FL grade 2 (36 [51.4%]

a n treatment group). Nevertheless,

both groups. The most commonly reported FL grade at the time of screen
patients in the CT-P10 treatment group and 34 [48.6%] patients in the
there are some imbalances in Ann Arbor Stage. At the time of scre
30% vs 51.4% and Ann Arbor Stage 111 70% vs 48.6% CT-P10 ,
there are slight differences between groups, overall with a g X
Rituxan than in CT-P10 (60% vs 47.2% respectively). This di
involvement, with 65.7% and 84.3% of patients with a er of nodal sites >4 (CT-P10 vs Rituxan
respectively) and not seem to play a critical role inghe clusion.

|ents in Ann Arbor Stage 11l were
xan respectively. Regarding FLIPI score,
percentage of patients in FLIPI scores 3-4 in
ence seem to be driven by the nodal

Focusing on the efficacy results of the part 2, onigg ORR according to 1999 IWG criteria has been submitted. ORR
as per the 2007 IWG criteria, time-to-event ar ters including PFS, TTP, TTF, response duration, DFS and
OS, and follow-up duration will be include e final report of the study.

S @ ication of biosimilarity in follicular lymphoma indication. The company
: 7%, even though and according to the company the non-inferiority

ORR is an acceptable endpoint for thi
has established an equivalence

margin was based on absolut sstimate difference and not using 95% CI approach. The 7% is apparently

based on an expected OR o (Marcus et al. 2005). In this study MabThera showed 81% CR + CRu + PR
(n=162) compared ne, which showed a 57% response rate (n=159). In another study an ORR of
88% was reported i ts in the R-CVP treatment arm (Federico et al 2013). Considering this 7% difference
in the ORR comp e previous historical data used (Marcus et al 2005), a 7% non-inferiority margin has

been selecte¥, t&assess efficacy (in the CT-P10 3.3 study, an ORR of 81% has been selected as the point
estlmate fi & ple size calculation). These calculations are in accordance the EMA Guidance Choice of

cc’/\argm and acceptable from a clinical perspective. On analysing the ORR (central review) both in
XOpulatlon, the difference lies within 7% (4.3% and 5.7% PP and ITT respectively). ORR appears
perior to CT-P10 (97% vs 92.6% and 95.7% vs 90.0% CT-P10 vs Rituxan PP and ITT respectively).
ttern of the responses points out towards more CR and similar PR, but the number of unconfirmed CR
otild change these values. The lower bound for 95%CI both in PP and ITT would lie within 7% (ORR difference:
PP population 4.3% [95%CI -4.14; 13.33] ITT population 5.7% [95%CI -3.4; 15.4]). However as 7% is
considered a very conservative margin, seeing as outlined above the half of the differences between the R-CVP
and CVP in ORR (Marcus et al 2005) would be 12%; and considering the sample size of study CT-P10 3.3, it is
plausible that with a bigger sample size, the Cl had been narrower.
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Analyses carried out according to ADA status reveal similar outcomes to the main ones. No data on ORR as per

the 2007 IWG criteria, time-to-event parameters including PFS, TTP, TTF, response duration, DFS and OS have

been submitted. PFS and OS analyses will be submitted in the final CSR (see RMP) and as yearly updates as
patients who experienced CR, CRu, or PR after Cycle 8 of the Core Study Period will enter in the Maintenance

Study Period with rituximab only. 6

2.4.4. Conclusions on the clinical efficacy a@
.
|

Biosimilarity of CT-P10 and MabThera is considered demonstrated based on the efficacy data. In th RA
trial, efficacy results in terms of DAS28 and ACR were shown to be comparable between CT-P10 bThera.
In addition, PK data discussed support the extrapolation to the autoimmune indications MPA/!

-inferiority in

The objectives of study CT-P10 3.3 were to demonstrate similarity in pharmacokinetics

efficacy of CT-P10 to Rituxan as primary endpoints when coadministered with CVP in patie ith advanced FL;
these objectives have been met and furthermore, extrapolation in the context of CLL indications is
acceptable. ’\%

2.5. Clinical safety é

The clinical development programme comprises for CT-P10 six stugh ding maintenance studies. As of
this date, two clinical studies have been completed, one has beep ated, two are ongoing, and one is
planned. The completed studies comprise a randomised, cogtr ajcomparison of the pharmacokinetics,
efficacy and safety of patients with rheumatoid arthritis treate§with up to two courses of CT-P10 or MabThera
(Study CT-P10 1.1), and an open-label maintenance stm which eligible subjects from Study CT-P10 1.1
were treated with CT-P10 for a total cumulative obs@ terval in both studies for each subject of up to 104

weeks (Study CT-P10 1.3).

A pilot Phase 1, open-label and single-arm SQ}/’&T—Plo 1.2, in patients with relapsed or refractory diffuse
large B-cell lymphoma (DLBCL) was initia prematurely terminated due to recruitment issues after 1
patient had been enrolled. In addition @ 3 studies are currently ongoing, which are Study CT-P10 3.2 in
RA patients, Study CT-P10 3.3 in ad follicular lymphoma (AFL) patients and Study CT-P10 3.4 in low
tumour burden follicular lympho BFL) patients. Among the ongoing Phase 3 studies, the data from Studies
CT-P10 3.2 (up to Week 24 in t nd Part 2 patients) and CT-P10 3.3 (up to Core Cycle 8 [24 weeks] in Part
2 patient) is now availabl result of Study CT-P10 3.4, which has been designed to assess therapeutic
similarity in patients h LT , will be available by 2021.

The completed stu@mprise a randomised, controlled comparison of the pharmacokinetics, efficacy and

safety of pat'en% eumatoid arthritis treated with up to two courses of CT-P10 or MabThera (Study CT-P10

1.1), and a abel maintenance study in which eligible subjects from Study CT-P10 1.1 were treated with
@al cumulative observation interval in both studies for each subject of up to 104 weeks (Study

CT-P10%gr

ci&

| ical studies with CT-P10, the current safety population consists of 666 patients who were treated with

t 1 dose (full or partial) of CT-P10, Mabthera or Rituxan during any dosing period. For RA indication, safety

ata in a total of 525 patients are available; up to 104 weeks throughout Studies CT-P10 1.1 and CT-P10 1.3 and

up to 24 weeks in Study CT-P10 3.2 (Part 2). This includes the limited safety data from 20 patients in Study

CT-P10 1.3 who switched from Mabthera to CT-P10. Study CT-P10 3.3 provides additional safety data in an

oncology indication (140 patients with AFL).
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Patient exposure

Exposure data are presented for completed studies only. The safety population consisted of all patients who
received at least 1 (full or partial) dose of study drug (CT-P10 or Mabthera) during any study period (Core or
Extension). A total of 122 subjects with rheumatoid arthritis were exposed to CT-P10 and 51 to MabThera. The
safety population of Study CT-P10 1.1 included 153 patients (102 patients and 51 patients in the CTP10 and 6
Mabthera groups, respectively). A total of 87 patients who had completed the main Study CT-P10 1.1 wer

enrolled into maintenance study, CT-P10 1.3. Of those patients, 38 (65.5%) patients and 20 (69.0%) p @
were treated with CT-P10 in the maintenance and switch groups, respectively. A total of 102 subjects,r d
at least one dose of CT-P10 in Study CT-P10 1.1 and a total of 58 patients received at least one do ck -P10

in maintenance study, Study CT-P10 1.3.
The mean (SD) total number of doses received in Study CT-P10 1.1 was 3.2 (1.00) doses a .QOl) doses
in the CT-P10 and Mabthera groups, respectively. The mean (SD) total number of does & d was similar
ﬁoses in the CT-P10
and Mabthera groups, respectively) and in the Extension study Period (2.0 [0.13] d 1.9 [0.29] doses for
the CT-P10 and Mabthera groups, respectively). The mean (SD) total dose adpinis d was similar between
the 2 treatment groups (3142.56 [1004.55] mg and 2843.14 [1007.42] mg | {CT-PlO and Mabthera groups,
respectively).

between the 2 treatment groups in the Core Study Period (2.0 [0.10] doses and 2.0 [

In Study CT-P10 1.3, the mean (SD) total number of doses of CT-P, 0 (0.30) doses overall and was
similar in the CT-P10 maintenance and the CT-P10 switch groups 0 10.57] doses and 2.0 [0.00] doses,

respectively). \N
The patient exposure and follow-up duration are presenébel .

Overall exposure — Safety population Q
Study CT-P10 1.1
&
AMabThera Total
1000 mg 1=
= (IN=153)
(N=51)
Overall Exposure — Number of Patients
Core Week 0 51 153
Core Week 2 50 151
Extension Week 0 23 83
Extension Week 2 21 80

N
6\0
%)
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Study CT-P10 1.3

CT-P10 Maintenance CT-P10 Switch
Total
1000 mg 1000 mg (N=87)
(N=58) (N=29) o
Overall Exposure - Number of Patients

Treatment Period 1 Week 0 38 20 58 . 6
Treatment Pertod 1 Week 2 37 20 57 Q
Treatment Period 2 Week 0 1 0 1 A
Treatment Period 2 Week 2 1 0

Follow-up duration in Studies CT-P10 1.1 and CT-P10 1.3 — Safety population

CT-P10 1000mg
_ Switched from Thera" 1000mg
Duration of Total CT-P10 Ouly MabThera™!
Exposure Subjects | Subject- | Subjects | Subject- | Subjects cf Subjects | Subject-
(n) time (m) time (m) time
(days) (days) ) (days)
Total 122 51472 102 47167 51 18500
= 6 months 16 2217 779 \ 4 346
> 6 months - 36 11045 25 8178 \l 2867 24 7835
= 12 months
> 12 months - 42 20163 42 1 0 0 23 10319
< 18 months
> 18 months - 28 18047 28 047
< 24 months 0 0 0 0

Note: Month = 304375 days
! Subjects switched to CT-P10 betwe 80 weeks after MabThera” treatment.

Table 30: Overall Exposureﬁ 10, Mabthera or Rituxan Up to Week 24 in Study CT-P10 3.2 (Part

2): Safety Population Q

A a”
CT°P10 MabThera® Rituzan® fabThera
+ Rituxan Total
1000 mg 1000 mg 1000 mg 1000 mg (N=372)
N= N= N=15 - : -
N Q (N=161) (N=60) (N=151) N=211)
\ Overall Exposure — Number of Patients
Ma 161 60 151 211 372
M 154 59 147 206 360

elve patients did not receive full dose of 2,000 mg; 4 (1.1%:) patents withdrew consent (3 [1.9%] patients

@iﬂ the CT-P10 group and 1 [0.5%:] patent in reference products group). 2 (1.2%:) patients in CT-P10 group
had significant or major protocol violanon. Six (1.6%) pauents recerved less than 1.000 mg and were
discontinued due to an event of IRR: 2 [1.2%:] patients i CT-P10 group and 4 [1.9%:] patients in reference

products group.

In the RA population (Studies CT-P10 1.1, CT-P10 1.3 and CT-P10 3.2), overall exposure estimated with the
completed treatment courses of each patient is presented in Table 26.
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Table 31: Overall Exposure (Number of Patients Receiving Dose) in CT-P10 RA Studies (CT-P10 1.1,
CT-P10 1.3 and CT-P10 3.2): Safety Population

CT-P10 1000 mg llﬁlTThe:'n:
Total CT-P10 Only '“S‘E.i{.‘:l;‘i(;l +11T11c:tl:l Iu::
Number (%e) of Patients @
1" Course, infusion 1 283 (100.0) 263 (100.0) 20 (100.0) 262 (100.0) ¢
1" Course, infusion 2 275 (97.2) 255 (97.0) 20 (100.0) 256 (97.7)
2% Course. infusion 1 T3 (25.8) T3 (27.8) 1] 23(8
2™ Course, mfusion 2 71 (25.1) 71 (27.0) 0 1
3™ Course, infusion 1 25 (8.8) 25 (9.5) 0
3™ Course, infusion 2 25 (8.8) 25 (9.5) 1]
4* Course, infusion 1 1{0.4) 1(0.4) 0 0
4™ Course, mfusion 2 1 {0.4) 1 {0.4) ] 0

' Subjects switched to CT-P10 between 48 and 80 weeks after MabThera™ treatment.

Study CT-P10 3.3 in the AFL population consists of the following periods: S@ Period (up to 4 weeks), Core
Study Period (up to 8 cycles), Maintenance Study Period (up to 2 year llow-up Period (until death or 3
years from Day 1 of Cycle 1 of the Core Study Period for the last pati ug exposure to CT-P10 are
summarized for the safety population. Safety data over 8 cycles o1%¢he*€ore Study Period were presented. For
patients who were early discontinued before the completio fore Study Period, all collected data
regardless of study period are included in the listings for thr&. The majority of patients in each treatment
group had study drug (CT-P10 or Rituxan) administere(mall 8 cycles during the Core Study Period (62
[88.6%0] patients in each treatment group). During t tudy Period, the mean (SD) relative dose intensity
(%) was similar between the 2 treatment gronK(QQA.AO] and 98.3 [2.71] in the CT-P10 and Rituxan

treatment groups, respectively).

Table 32: Overall Exposure to or Rituxan up to Core Cycle 4 in the Part 1 of Study CT-P10

3.3: Safety Populati(

CT-P10 Rituzan®
= o2 2 Total
375 mg/m 375 mg/m (N=121)
(N=59) (N=62) -
Overall Exposure - Number of Patients
59 62 121
58 60 118
57 58 115
Cor 4 at Week 9 56 58 114
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Table 33: Summary of Study Drug Exposure: Safety Population Study CT P10 3.3.

%
N

o)

CT-F10 Rituzan Total
N=T0) (N=T0) (N=140)
Number (%) of Patients
Number of patients who administered dose at each cycle
Reazon for not receiving CT-PL10/Ritoxan
Core Cycle 1 TO (100.00 T0 (100.00 140 (10000
Core Cycle 2 60 (98.6) G& (97.1) 137 (87.9)
Dreath (Twmour Lysis syndrome) 114 o 1{0.7
Farent withdrew consent 0 (25 (14
Core Cycle 3 68 (97.1) 66 (94.3) 134 (25.7)
Farnent developed progressive diseasa 1014 1(1.4) (14
Investgator decision (Mo response)’ o 1{14) 1{0.T)
Core Cycle 4 66 (94.3) 66 (94.3) 132 (84.3)
Adverse event (Angina pectoris, Post procedural 220 o 214
fismla) Q
Core Cycle 5 64 (91.4) 63 (920
Patient developed progressive disease 1014 1({1.4)
Adverse event (Infusion-relsted reaction) 1(1.4) o
Core Cycle § 63 (90.0) 64 (91.4) i
Adverse event (Tuberculosis) o 1{14 T
FParent withdrew consent 1014 o 1{0.T)
Core Cycle 7 62 (B2.6) 63 (90 K 125 (B9.3)
Adverse event (Liver function test sbnormal) 1(1.4) o @ 1{0.T)
Investigator decision (as per site pra.cl:i.cejz o \ 1{0.T
Core Cycle 8 62 (88.6) i 124 (B8.4)
Patient developed progressive diseass a 1{0.T)
Actmal dose intensity (mz/m’ fweek) during 8 cycles
n T 140
Mean (SD) 1221 (53 1228 (3.3T) 122.5 (4.59)

o

Median (mininmm, maximumm) 124.3 (94, 17 123.9¢114, 1300 124.0 (04, 130)
Eelative dose intemsity (%9) during 8 cycles
n Q 0 140
Mean (5D} gl 983 {2.71) 980 (3.66)
@Gﬁ: 102) 0.0 (91, 104) 99.2 (76, 104)
3(4.3) 3(43) §(4.3)
4(5.7) 0 4025
220 (2.9 4020)
3(4.3) 2(12.9) 12 (2.6)
T 0.0) 300.0) 10(7.1)
5.1 343 85T
500 (57 9 (6.4)
h dose interrupfion (or prolonged)
12Q17.1) 12(17.1) 24(17.1)
1{l.4) 2 (2.9 3(2.1)
229 [\ 2(14)
1{14 1{1.9 2014
1(14 o 1(0.7)
o o 0
1(14) o 1007
1(1.4) o 1(0.7)

Note: Inchaded panenrs who recerved at least 1 dose (fall parnal) of smady drag over § cycles of the Core Smady

Perniod

1.

Pl.tim IR di:coonnued from the Core Smudy Period since the investgater considered this patient

showed insufficien: response 1o the smady meammen:.

Pavient [ disconrinned from the Care Smady Penod by the invesngaror’s dectison The imvesngar

decided to s10p the mearment after Core Cyele & according to their routine practice simce the overall

reiponte wal stable diveate

All patients with dode interruption or proloaged of wady drug infusion recerved full dose of prescribed dose
bt coly 1 patieat (J G = e CT-P10 eatment moup received partial dose at Core Cycle 3
due o [RE (anaphylactc shock). This patient permanently discontinued the study dmag due o IRF. during

the infusion at Core Cycle 4.
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Adverse events

The overall safety experience in the randomised controlled studies with CT-P10 in RA is presented. Studies

CT-P10 1.1 (and its maintenance Study CT-P10 1.3) and CT-P10 3.2 have shared the same inclusion/exclusion
criteria for the selection of study population and study design, thus the pooled analyses have been prepared to
allow review of safety across the RA population.

Table 34: Overview of Safety Experience in the CT-P10 Studies: Safety Population in RA

CT-P10L1 CT-P103.2 BT 1
CT-P10 | MabThera® | CT-F10 | MabThera® | Rituxan® &“
1000mg | 1000me | 1000mg | 1000me | 1000me | 1L
N=102) ~=51) | valel) | (v=s0) ON=151) | (v
Total number of TEAE: 281 142 203 53 161
E’f’e; () ofpatients 73(7L6) | 43(843) | 95(59.0) | 335500 | 76(503) %(ﬁn.m 152 (58.0)
Related 46(450) | 31(60.8) | 49(304) | 22(367) 97(343) | 90049
Unrelated 56(549) | 30(388) | 62(385) | 1667 122(431) | 101(385)
i’f’ei %}Sﬁg“m 14(13.7) 70137 10(62) 0 26 (9.2) 16 (6.1)
Related 3(29) 1(3.9) 0 533 3L o)
Unrelated 11(108) 59.8) 10 (6.2) 5G3) BED) 10G.8)
Mumber (%) of patients
with = 1 TEAE leadingto | 6 (5.9) 4(78) 3 1017 4026) 9(3.) 9.(3.4)
Chmnmmm
Related 3(29) 1(5.9) S 107 1(26) 5(.8) 361
Unrelated 3(29) 1 (E_KG '5) 0 0 4(14) 1(04)

An overall summary of TEAEs in Study CT- 93 (Core Study Period) is presented for the safety population.

Treatment-emergent adverse ev

O

0 1.1, the total number of treatment-emergent adverse events (TEAES) was

AES)

Study CT-P10 1.1

In patients with RA in Stud
281 in the CT-P10 ang, 142
er of’exposed patients in CT-P10 group compared to Mabthera group. TEAEs were
(75.8%) patients; 73 [71.6%] and 43 [84.3%] in the CT-P10 group and the Mabthera
group, respch@ TEAESs reported for = 3% of patients in either treatment group are presented. The TEAEs
most frequ orted in the CT-P10 arm were upper respiratory tract infection (18.6%), infusion related

80 ) and urinary tract infection (10.8%). The TEAE most frequently reported in the Mabthera arm

esplratory tract infection (15.7%) and dyspepsia, lower respiratory tract infection and headache
rted in 9.8%).

e Mabthera group. The randomization allocation ratio 2:1 resulted in a
significantly greater
reported for a total

reacti
were

ajorlty of TEAEs were grade 1 or grade 2 in intensity and no grade 4 TEAEs were reported. The proportion
patients who experienced at least 1 grade 3 TEAE was 14 (13.7%) patients and 10 (19.6%) patients in the
CT-P10 and Mabthera groups, respectively. The most frequently reported grade 3 TEAEs reported by patients
was gamma-glutamyltransferase increased (2.0%) in the CT-P10 group and intervertebral disc disorder (3.9%)
in the Mabthera group. No other grade 3 or higher TEAEs were reported for more than 1 patient in either
treatment group.
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Table 35: Summary of TEAEs in Study CT-P10 1.1: Safety Population

Note: The total number of TEAEs count includes all patie Y/
counted once if he or she reported 1 or more event nly

The event was considered to be related if the relati
TEAE: Treatment-emergent adverse event, TESA

CT-F10 MabThera™ Total
1000 mg 1000 mg (N=153)
(N=102}) (N=51) .
Total mumber of TEAE= 281 142 423
MNumber (%) of patients with at least 1 TEAE T3 (71.6) 43(84.3) 116 (75.8)
Felated 46 (45.1) 31 (60.8) 77 (30.3)
Unrelated 36 (54.9) 30(58.8) 86 (36.2)
Total munber of TESAEs 17 g
Number (%) of patients with at least 1 TESAE 14 (13.7) 7037 21013
Total number of TEAE: leading to permanent study dmg - -
discontimation ! !
Number (%) of patients with at least 1 TEAE leading to - - -
nt study drug discontimuation 639 4{7.8) 1076.5)
Total mumber of TEAEs due to infection 0 35 v 103
Number (%) of patients with at least 1 TEAE due to 1 -
nfection 3O3R il A a0 (39.2)
Total mumber of TEAEs due to hypersensitivity or 17
infiision-related reactions -
MNumber (%) of patients with at least 1 TEAE due to
hypersensitivity or mfusion-related reactions 20 (19.6) 1[?‘9_6] 30(12.6)
Total number of TEAE: classed as malignancies 1 1
I;l'-;ahw:pber ( .f.':.} of patients with at least 1 TEAE classed as 102.0) 1(0.7)
gnancies or lymphoma < s

s. At each level of summarization, a patient was

most severe event was counted.
ip was defined as “possible,” “probable,” or “definite.”
ent-emergent serious adverse event

AE = any untoward medical occurrence in a pati lled (i.e., when the informed consent form [ICF] was signed) into this
study regardless of its causal relationship¢o qtu rug.

TEAE = any event not present before expo
frequency after exposure to study drug.
SAE (or TESAE) = any event that re

prolongation of existing hospitali(

K
Q@

O

S

Z,

udy drug or any event already present that worsened in either intensity or

death, was immediately life threatening, required inpatient hospitalization or
esulted in persistent or significant disability/incapacity, or was a congenital
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Table 36: Summary of TEAEs (Reported more than 3% of Patients by PT in Either Treatment Group)
in Study CT-P10 1.1: Safety Population

CT-PL0 MahThera® Total
System Organ Class lﬂ_[l[l mg lﬂlzlﬂ.mg (N=153)
Preferred Term (5=101) N=51)
Number (%0} of Patients
Number (%) of patients with = 1 TEAE 73 (TL6) 43(84.3) 116 (73.8) @
Blood Lymphatic sy:tem dizorders 249 T{13.T) 12(7.5) . 6
Amnzerma 20200 2(39) 4{28) \
Lymphopenia 0 2(39) 1{l3) 4 K
Neutropenia 20200 2(39) 4{26)
Ear and labyrinth diserders 0 3i59) g
Tinmtus 0 2(39) .
Gaztrointestinal disorders 18 (17.6) 3{17.6) %ﬁ}
Abdormmal pain 4039 1320 % 33
Drepepaia 1(1.0% S(98) 6{39
Nausea 6(5.9) 0 1 6{39
Vommting 5(49) 5(33)
i@:ﬂiﬁ::mrders and adminiztration site 109.9) 14(9.3)
Pyrexa 4. L] 3{3.3)
Immune system dizorders 2.0y 139 4i(l.8)
Hypersensitivity 0 2(39) 2{1.3)
Infections and infestations .2 21 {41.2) 60 (39.1)
Herpes vims infechon ICY 4(78) T{46)
Lower respuatory fract mfechon f\‘o 7(6.9) 3(9.8) 12{7.8)
Preumonia N7 1(1.0) 2(39) 3(2.0)
Rlumiis I9 2(39) 3{3.3)
Upper respiratory fract 1 19(18.8) 8{15.7) 27(17.6)

O
DO
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Table 37: Summary of TEAEs (Reported more than 3% of Patients by PT in Either Treatment Group)
in Study CT-P10 1.1: Safety Population (cont.)

CIF10 MabThera® Toral

System Organ Clazs 1000 mz 1000 mz (N=153)

Preferred Term (=182} =t1)

Number (%) of Pateni:

Uninary wact infection 11 (10.5) 1(078) 15 (9.8) @
:‘;‘::ﬁ':;‘ﬂ:‘"gr wud provedursl 16 (15.7) 6(10.8) 22 (14.4) . 6

Infasion related reaction 12(118) 3(59) 15 (9.8) &\

Injury 139 12.0) 5(3.3)
Investigations 18 (9.5) £(9.5) 15 (9.8) 0

Gamma-gluiamy! fransferase increased 1(39) 12.0) 5(3.3) Q
MMerabolizm and nuirinon dizorder: 8(7.5) £(9.8) 13 (8.5) \

Hypercholesterolaemsa 4039 1(2.0) 5(3.39

Hypekalaenua 0 2(39) 2(1.3)
l;:;:;.l:hhtal and connective Gimue 10 9.5 9 (17.6)

Back pan 2.0 (3.9

Intervertebral dise disorder 1{1.0) 1(39)

Fheumatowd arthrins 439

Spmal ostecarthnts 0

Spinal pamn 0
Nervous system disorders 120115 AL

Dhzziness 2(8.8) 0 (5.9

Headache 659 9.8) e
Psychiatric disorders 2200 £(9.8) T{4.8)

Insommia 2 r& 2(3.9) 4(2.6)
g:ﬂ-ﬁ::n thoracic and mediastinal s 7137 16 (10.5)

Cough 3(5.9) 5(3.3)

Throat imitation 1(3.9) 3(2.0)
Skin and subcutaneou: tizsue dizorders } 6(11.5) 16 (10.5)

Dermatitis 3(29) 3(5.9) 6(39)
Vaszcular dizorders 10 (2.8) 6(11.5) 16 (10.5)

Hypertension 4109 4(78) 8(5.2)

Hote: Some Preferred Terms (W)

enance Study of CT-P10 1.1)

Study CT-P10 1
*

in Study CT-P10 1.3, the patients who received study drug in Maintenance Study Period were

In patients s
9/38 gﬁ@aﬂents in the CT-P10 maintenance group and 4/20 (20.0%) patients in the CT-P10 switch group
experj t least 1 TEAE. All TEAEs reported for = 3% of patientswho received study drug in the Maintenance
S od in either treatment group are summarized. TEAEs considered by the investigator to be related to
mrug were reported for 2 (5.3%) patients and 2 (10.0%) patients in the CT-P10 maintenance group and
P10 switched group, respectively. The most frequently reported TEAEs in CT-P10 maintenance group were
pper respiratory tract infection and urinary tract infection (each reported in 2 [5.3%]). In CT-P10 switch group,
there was no TEAEs reported in more than 1 patient. The majority of TEAEs were grade 1 or grade 2 in intensity
and no grade 4 TEAEs were reported. In Study CT-P10 1.3, 1 patient in the CT-P10 maintenance group

experienced grade 3 hypertension and 1 patient in the CT-P10 switch group experienced grade 3 spinal
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osteoarthritis. Both TEAEs were considered unrelated to study treatment by investigator. No other grade 3 or

higher TEAEs were reported.

Table 38: Summary of TEAEs in Study CT-P10 1.3: Safety Population (Patients who

Drug in Maintenance Study Period)

Received Study

O

hlﬁ(il-lfr:;]i[;ce (;;[nfrll:] (-f;it%l]
(N=38) (N=10) -
Total number of TEAEs 25 7 32
Number (%) of patients with at least 1 TEAE 9237 420, 13 (224)
Eelated 2{3.3) 2{10.00 4(69)
Unrelated 9237 301500 12207
Total mumber of TESAE= 1 1 2
MNumber (%2} of patients with at least 1 TESAE 1(2.6) 1(5.00 2 ({4
Total number of TEAESs leading to permanent study drug 0 0
discontimiation
MNumber (s} of patients with at least 1 TEAE leading to 0 0 0
permanent study dmg discontinuation
Total mumber of TEAEs due to infection i 2 S
Efu::l&z;{"m} of patients with at least 1 TEAE due to 3(7.9) > .0) 5(8.6)
'_I'mal_ mumber of TEA_Es due to hypersensitivity or 1 1 3
infimon-related reactions o
I e | oo NS0 | 209
Total mumber of TEAEs classed as malignancies 0 0

Note: The total number of TEAEs count includes all patie

counted once if he or she reported 1 or more event
The event was considered to be related if the relati

TEAE: Treatment-emergent adverse event, TESAH! Tr

O
©

@
.\0

2

r@ls. At each level of summarization, a patient was
ly most severe event was counted.
was defined as “possible,” “probable,” or “definite.”
ent-emergent serious adverse event
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Table 39: Summary of TEAEs (Reported more than 3% of Patients by PT in Either Treatment
Groups) in CT-P10 1.3: Safety Population (Patients Who Received Study Drug in the Maintenance
Study Period)

CI-P10 CI-P10
§ Alaintenance Switch Total
Lystem Ovrgan Class 1000 1000 ¥
mg mg (N=E8)
Freferred Term (N=38) (N=20)

Number (%) of Patients @
Number (%) of patients with = 1 TEAE 9 (23T 4 (20.0) 13 (22.49) 6

Blood and bhmphatic system disorders 1{2.6) 1{5.00 234 ¢
MNeutropemnza 0 1 (5.0 1(1.7) K
Castrointestinal dizorders (&N 1i{&.0) 3 (8.2)
Constipation 1 (2.6 1(5.0) 2 (3.4) 0
Infection: and infestations (7% 2 (10.0) E(8.6)

Upper resparatory tract infecthon 2{5.3) 1 (5.0) 3(5.2)

Unnary wact infecton 2(5.3) 1{5.0) 3{52)
Injury, paizoning, and procedural 5 .
complication: = (55 1(5.0) i)

Infusion-related reaction 1 (2.6 1 {5.0) 2 i)
Muzculoskeletal and connective e
disorders 1(83) 1({5.0) K 3(E.2)

Spunal ostecarthnn: 1 2.6 1(5.00 2(3.4)
Skin and subcutaneon: Hisue dizorders 1 (2.6) 1 (5.0, 2(3.4

Eeczema o 1 1{1.7)

MNote: Somwe Preferred Terme (FT:) were combined.

TEAE: Treatment-smerpent adverse event \O

Study CT-P10 3.2

In Study CT-P10 3.2, 95 (59.0%) patients in CT-P1 QSS (55.0%) patients in Mabthera group and 76
(50.3%) patients in Rituxan group experienced at legst ¥ TEAE. Of these TEAEs, the most frequently reported

was infusion related reaction in CT-P10 group 15.5%] patients) and Mabthera group (12 [20.0%] patients),
and upper respiratory tract infection in the Rifuxaf group (18 [11.9%] patients). All TEAEs reported for = 3% of
patients in any of the 3 treatment grQups a mmarized.
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Table 40: Summary of TEAEs (Reported more than 3%6 of Patients by PT in Any Treatment Group) in
CT-P10 3.2 (Part 2): Safety Population

CT-P10 | MabThera® | Rituzan® | IEL::I‘::
Syvstem Organ Class 101{!_[? mg llili_JEIl mg IIJ_IIl{I mg 1000 mg
Preferred Term (N=161) (N=60) N=151) (¥=111)
Number (%s) of Patients
Number (%) of patients with = 1 TEAE 93 (59.0) 33 (55.0) T (50.3) 109 (51.7) @
Blood and lymphatic svsiem disorders 6(3.7) 3500 5(3.3) B (3.8%) . 6
Anaenua I(1: 2(3.3) 4(2.8) 6 (2.8%)
Infections and infestations 30 (24.2) 11(18.3) 35 (23.2 46 (21.8) K\
Influenza 1{0.6) 2(3.3) 1(0.7) 3(14)
Lower respiratory tract infection 4(2.5) 2(3.3) 6(4.0) E
Upper respiratory tract infection 17 (10.6) 4 (6.7) 18(11.%) 2
Urinary tract infection 9(5.6) 1{1.7) 5(3.3) b
:2{:;-;"; 2:’;‘;:‘"5 and procedural 31 (19.3) 12 (20.0) 12 (7.9) 24 0.4y
Infusion-related reaction 25(15.5) 12 (20.0) B(5.3) %30 (9.5)
Investigations Ti4.3) 3(5.0) 7 15(7.1)
Alamne anunotransferase increased 2(1.2) 0 3(24)
Aletabolism and nutrition disorders 11 (6.9) 1(3.3) o (4.3)
Hypertriglycendaema 5(3.1) 3(1.4)
MNervous system disorders 11 (6.9) 5 (3.8)
Headache 5(3.1) G (2.8)
Skin and subcutaneons tissue disorders TR @« 11 (5.2)
Pruritus 1(0.6) \ 3(14)
Vascular disorders 8(5 5(2.4)
Hypertension 5@1) Q (14

Maote: Some Preferred Terms (PTs) were combaned
TEAE: Treatment-emergent adverse event

Pooled analysis for the RA population (Studies &§-P10 1.1, CT-P10 1.3 and CT-P10 3.2)

In the pooled analysis for the RA populati ies CT-P10 1.1, CT-P10 1.3 and CT-P10 3.2), all TEAEs
reported for = 3% of patients in any ¥ @t group are summarized. The proportions of patients reporting
TEAEs were balanced between the tr @ ent groups; 172 (60.8%) and 152 (58.0%) in the Total CT-P10
(CT-P10 only + Switched to CT-P a the reference products (Mabthera + Rituxan) groups, respectively. Of
those, TEAEs considered by t}-@igator to be related to the study drug were reported for 97 (34.3%)
patients and 90 (34.4%) t2in the Total CT-P10 (CT-P10 only + Switched to CT-P10) and the reference
products groups, respictive he majority of TEAEs were mild to moderate and their severities were similar
between the 2 treat Fxroups. The TEAE most frequently reported was infusion related reaction and upper
respiratory tract i % in the Total CT-P10and the reference products group, respectively.ln addition, no
TEAEs were
partlculgr

te®for more than 1 patient in the Switched to CT-P10 group, and no notable increase in any
observed following transition from Mabthera to CT-P10. Overall, a similar safety profile was

noted4gc SOCs in both treatment groups.

TE e reported for 26 (9.2%) patients and 16 (6.1%) patients in the Total CT-P10 and the reference
ts groups, respectively. The TESAE considered by the investigator to be related to the study drugs were
orted for 3 (1.1%) patients and 7 (2.7%) patients in the Total CT-P10 and the reference products groups,
spectively, and there were no related TESAEs that were reported for more than 1 patient in either treatment
group.

Nine patients in the each Total CTP10 and the reference products group experienced at least 1 TEAE leading to
discontinuation. The most frequently reported TEAEs leading to permanent discontinuation was infusion related
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reaction in both Total CT-P10 and the reference products groups, which were reported for 4 patients in each

treatment group.

Table 41: Summary of TEAEs (Reported more than 3% of Patients by PT in Either Treatment Group)
in the Pooled Analysis for the RA Population: Safety Population

CT-Ploonly | °SWichedto | r1cT-PI0 M“]’.Them;
System Organ Class 1000 mg fogaPulll] 1000 mg +II:].:JtOuIL.;.n
Preferred Term (N=263) =2 0)3 (N=283%) =2 6; @
Number (%0) of Patients . 6

;E:‘E" (%) of patients with > 1 168 (63.9) 4(20.0) 172 (60.8) 152 (58.0) K\
Infections and infestations 78 (29.7) 2 (10.0) 80 (28.3) 67 (25.6) O

Lower respiratory tract infection 11 (4.2) 0 11 (3.9) 13 (5.0

Upper respiratory tract infection 37 (14.1) 1(5.0) 38(134) 30 (11

Urinary tract infection 22(84) 1(5.0) 23 (8.1) 10 §.8)
E‘;‘I‘_fl‘;m polsoning and procedural 49 (18.6) 1(5.0) 50 (17.7) 5)

Infusion related reaction 38 (14.4) 1(5.0) 39(13.8) 23(8.8)
Gastrointestinal disorders 30 (11.4) 1(5.0) 31(11. 30 (11.5)

Abdominal pain 8(3.0) 1] 8 (@ 6(2.3)

Constipation 2(0.8) 1(5.0) m 2(0.8)

Dyspepsia 1(0.4) 0 i 8(3.1)
Nervous syvstem disorders 24 (9.1) 0 24 (8.5) 17 (6.5)

Dizziness 10 (3.8) 0 10 (3.5) 3(1.1)

Headache 11(4.2) 11 (3.9) 11(4.2)
ggislf::::keleml and connective tissue 22 (3.4) ) 23 (8.1) 20 (7.6)

Spmal osteoarthritis 1(0.4) (5.0) 2(0.7) 2(0.8)
Vascular disorders 19 (7.2r 0 19 (6.7) 11(4.2)

Hypertension 10 ({8 0 10 (3.5) 7(2.7)
gil?:rg:isubcutaneous tissue g 1(5.0) 15 (6.4) 17 (6.5)

Eczema 2 N0.4) 1(5.0) 2(0.7) 3(1.1)
Elood and Ivmphatic system disord 12 (4.0) 1(5.0) 13 (4.6) 15(5.7)

Anaemia é} 6(2.3) 0 6(2.1) 8(3.1)

Neutropenia N 2(0.8) 1(5.0) 3(1.1) 3(1.1)

(PTsNyere combmed. See Appendix Section 2.7.4.7.1 for further details. The s
a obtaned up to 104 weeks in Studies CT-P10 1.1 and CT-P10 1.3 and datas

10 3.2, Omly the most severe result was counted when a patient reported the samu

MNote: Some Preferred Ter
was prepared based
Week 24 visit in Studs

on more than 1 ocg@Rer

' Safety data )
TEAE: Trea

.3

er switching from MabThera™ to CT-P10 in 20 patients {Study CT-P10 1.3) were inc
rgent adverse event

opulation (Study CT-P10 3.3), 114 (81.4%) patients experienced at least 1 TEAE; 58 (82.9%)
s and 56 (80.0%) patients in CT-P10 and Rituxan groups, respectively. The majority of TEAEs were
dered by the investigator to be unrelated to the study drug. Treatment-emergent AEs considered to be
lated to the study drug were reported for 37 (52.9%) patients in the CT-P10 treatment group and 34 (48.6%)
patients in the Rituxan treatment group. The majority of TEAEs were the CTCAE grade 1 or grade 2 in intensity.
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Table 42: Summary of Tratment-Emergent Adverse Events in Study CT-P10 3.3: Safety Population

CT-P10 Rituxan Total
(N=70) (N=70) (N=140)
Total number of TEAES 301 319 620 6
Number (%) of patients with at least 1 TEAE 58(82.9) 56 (80.0) 114(81.4)
Related to the study drug 37(52.9) 34 (48.6) 71 (50.7) @
Unrelated to the study drug 49 (70.0) 52(74.3) 101(72.¢ 6
Total number of TESAES 29 11 40 (\
Number (%) of patients with at least 1| TESAE 16 (22.9) 9(12.9)
Related to the study drug 6(8.6) 4(57)
Unrelated to the study drug 11(15.7) 6 (8.6)
Total number of TEAFEs leading to permanent study drug 5 p
discontinuation
Number (%) of pauents_\wth :_11: lea_st 1 TEAE leading to 5(7.1) 104 6(4.3)
permanent study drug discontinuation
Related to the study drug @ 1(14) 4(29)
Unrelated to the study drug 0 2(1.4)
Total number of TEAESs due to IRRs 21 43
Number (%) of patients with at least 1| TEAE due to IRR 17(24.3) 33(23.6)
Total number of TEAEs due to infection 35 37 72
Number (%) of patients with at least 1 TEAE due to infecty 22(31.4) 26 (37.1) 48 (34.3)
Total number of TEAEs due to PAML e 0 0 0
Number (%) of patients with at least 1 TEAE due to @ 0 0 0
Total number of TEAF s of malignancy 0 1 1
Number (%) of patients with at least 1 TE.: f nihlignancy 0 1{14) 1{0.7)

Abbreviations: CVP, cyclophosphamide, wac
TESAE. treatment-emergent serious a event; IRR. infusion-related reaction; PML, progressive multifocal

leukoencephalopathy.
Note: The total number of TEA®

@

Mg possible’, 'probable’, or 'defimte’.

5

counted once 1f he or she rg

de all-patient events. At each level of summarization. a patient was
or more events. The event was considered to be related to the study drug if

the relationship was dﬁl
All TEAEs reported @ e than 5% of the patients in either treatment group are summarized by SOC and PT
n

for the safety pQ .
The mo§t ft@\ y reported TEAE for the patients in the CT-P10 treatment group was neutropenia (24 [34.3%]

patie x

ed by IRR (16 [22.9%] patients) and constipation (12 [17.1%] patients).

Th equently reported TEAE for the patients in the Rituxan treatment group was IRR (17 [24.3%]
s) followed by neutropenia (16 [22.9%] patients), upper respiratory tract infection and neuropathy

ipheral (12 [17.1%] patients each).
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Table 43: Tratment-Emergent Adverse Events Reported for More Than 526 of Patients in Either
Treatment Group by System Organ Class and Preferred Term: Safety Population (Core Study Period

<

%)
e\
(§

CT-P10 3.3)
CT-P10 Rituxan Total
System Organ Class (IN=T0) (IN=T0) (IN=140)
Preferred Term Number (%%) of Patients
Blood and lymphatic system disorders
Anaemia 5(7.1) 4(5.7) 9(6.4)
Neutropenia 24 (343) 16 (22.9) 40 (28.6)
Gastrointestinal disorders
Abdonunal pamn G (8.6) 10 (14.3) 16 (11.4)
Constipation 12(17.1) 9 (12.9) 21 (15 0)
Diarrhoea 4(5.7) 5(7.1)
Nausea 7 (10.0) 5(7.1)
Stomatitis 1(1.4) 4(5.7)
General disorders and administration site conditions
Asthenia 3(43) 6 (8.6)
Fatigue 4(5.7) 6 (8.6)
Pyrexia 2(2.9) 6 (Sh
Infections and infestations U
Lower respiratory tract infection 5(7.1) 61(4.3)
Pneumonia 5(7.1) $ 6(4.3)
Upper respiratory tract infection 5(7.1) Q(l 1) 17 (12.1)
Unnary tract infection 4 (S.‘ Q 4 (5.7 8(5.7)
Injury, poisoning and procedural complications
Infusion-related reaction 1 9) 17 (24.3) 33(23.06)
Metabolism and nutrition disorders
Decreased appetite 6 (8.6) 6(4.3)
Hyperglycaemia QO 5(7.1) 5(3.6)
Musculoskeletal and connective tissue disorders \
Arthralgia C) 4(5.7) 4(5.7) 8(5.7)
Back pain 1(1.4) 7 (10.0) 8(5.7)
Myalgia 4(5.7) 2(2.9) 6(4.3)
Nervous system disorders
Hypoaesthesia 5(7.1) 0] 5(3.6)
Neuropathy peripheral O 10 (14 3) 12 (17.1) 22 (15.7)
Paraesthesia K 3(4.3) 8(114) 11 (7.9)
Psyvchiatric disorders
Insommnia 0 6 (8.6) 6(4.3)
Skin and subcutan '&le disorders
Alopecia 10 (14.3) 5(7.1) 15 (10.7)

All T

p

Note: The tothl b f TEAESs included all patient events. At each level of summarization, a patient was
counted onc she reported 1 or more events

Medica® D

for Regulatory Activities Version 18.1 was used. Combined preferred term was applied.

either treatment group are summarized by SOC and PT for the safety population.

xsidered by the investigator to be related to the study drug and reported for more than 5% of the
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Table 44: Treatment-Emergent Adverse Events Considered by the Investigator to be Related to the
Study Drug Reported for More Than 5%b6 of Patients in Either Treatment Group by System Organ
Class and Preferred Term: Safety Population (Core Study Period CT-P10 3.3)

CT-P10 Rituxan Total
System Organ Class (N=70) N=T0) (N=140) @
Preferred Term Number(%) of Patients
Blood and lymphatic system disorders M 6
Neutropenia 15(21.4) 5(7.1) 20(14.3) \

General disorders and administration site conditions é
Asthemia 2(29) 4(57) G(4.3)
Fatigue 1(14) 4(5.7) 5(3.6) ®
Injury, poisoning and procedural complications
Infusion-related reaction 15(21.4) 17(24.3) 32 "0

Note: At each level of summarization, a patient was counted once if he or she reported 1 or more evéhj

the most severe event was counted. The event was considered to be related to the study drug if (& relationsip
was defined as 'possible’, 'probable’ or 'definite’.
Medical Dictionary for Regulatory Activities Version 18.1 was used. Combimned preferred i3 applied.
The proportion of patients who experienced at least 1 TEAE conside c%e investigator to be related to the
study drug was similar in the 2 treatment groups (37 [52.9%] pa t 4 [48.6%0] patients in the CT-P10

and Rituxan treatment groups, respectively).

The most frequently reported TEAEs considered by the inve%tor to be related to the study drug were
neutropenia and IRR (15 [21.4%] patients each) in the 0 treatment group and IRR (17 [24.3%] patients)
followed by neutropenia (5 [7.1%] patients) in the &it treatment group.

The majority of TEAEs were the CTCAE grade Mrade 2 in intensity.

The number of patients who experienced a grade 4 TEAE considered to be related to the study drug was
4 (5.7%) patients in each treatment Qgo&p. J¥e reported grade 4 TEAEs considered to be related to the study
drug were neutropenia (4 [5.7%] pa % in the CT-P10 treatment group and 3 [4.3%] patients in the Rituxan
treatment group) and ileus (1 [1. datient in the Rituxan treatment group). The only reported grade 5 TEAE
was tumour lysis syndrome whith Was considered to be related to the study drug (1 [1.4%0] patient in the CTP10

treatment group).

The number of patients\ith E of neutropenia was 24 (34.3%) patients and 16 (22.9%) patients in the
CT-P10 and Rituxar@ ent groups, respectively, and the number of patients with CTCAE grade 3 or higher
of neutrophil’co reased by the laboratory test was similar between the 2 treatment groups (19 [27.1%]
patients and .0%] patients in the CT-P10 and Rituxan treatment groups, respectively). In addition, the
number® 0/@ﬂients who experienced at least 1 TEAE of febrile neutropenia was 2 (2.9%) patients in both
treat &oups.

O@, more patients in the CT-P10 treatment group had bone marrow involvement at baseline (45 [64.3%]
ticnts in the CT-P10 treatment group and 33 [47.1%0] patients in the Rituxan treatment group) and among the
tients with TEAE of neutropenia, 18 patients in the CT-P10 treatment group and 7 patients in the Rituxan

treatment group had bone marrow involvement at baseline.

Adverse Events of Special Interest (AESI)
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In CT-P10 studies, an AESI was defined as an event that was infusion-related or was an infection, malignancy
and/or progressive multifocal leukoencephalopathy (PML).

The CT-P10 safety database was screened for all AESIs highlighted as potential and identified risks of Mabthera.
Some of the risks identified with Mabthera were recorded in few cases only or never occurred in the CT-P10
clinical programme. Amongst these risks, there were no reports of fatal infections, Stevens-Johnson syndrome
(SJS) / toxic epidermal necrosis (TEN), acute hepatitis B infection or re-activation or HBV de novo, progres@
multifocal leukoencephalopathy (PML), Gl perforations, neurological disorders manifesting as postenior
reversible encephalopathy syndrome (PRES). Only few AESIs belonging to other groups of risks w

reported in the Studies CT-P10 1.1 and CT-P10 1.3: acute infusion related reactions (IRRs), inf&

opportunistic infections, malignancies and cardiovascular diseases and neutropenia. The saf ase was
systematically assessed to investigate the incidence rate of AESIs (patients with TEAEs/ ).
Infusion-related reactions (IRRs) 0

Any events, signs or symptoms related to IRRs were reported as various terms by i ators. Considering the

limitation of capturing these events according to the coded terms, the ApplicaQ)plled an expanded definition
in the clinical development program of CT-P10 to capture all IRRs including ported as mild and moderate
in a harmonized, consistent and comprehensive manner.

For a conservative approach, 2 timeframes for IRR analysis were i ; (i) events occurring during or
within 24 hours of each infusion, (ii) events occurring within 7 each infusion. Both analyses captured all
events irrespective of the investigator’s causality assessme\

Table 45: Definition of IRRs Used in CT-P10 Studi

Original Definition N, tion #1 New Definition #2
(from CSR) Narigw lime Window) (Broad Time Window)

MedDRA PTs or Events CQ' fedDRA PTs coded from original definition + MedDRA
Q

Terms reported as mﬁls'l_o_n__related or and additional PT from MabThera® SmPC and literatures
hypersensitivity
. . ) All events urespective of the investigator’s causality assessment
Causality Related events onl (both related and unrelated events)
Timeframe et n s .y
4 7 T .
for IRR Within 24 6o Within 24 hours Within 7 days

er details on IRR definition
W infusion related reaction, MedDRA:- Medical dictionary for regulatory activities,
sumnidry of product characteristics, SMQ: Standardised MedDRA Queries

Note: see Appendix 2.7.4.7.
CSR: Chnical safety refgort,
PT: Preferred term, S

Studies with,RAfPaNeiTts: Studies CT-P10 1.1 and CT-P10 1.3

In Stud"es -R¥ 1.1 and CT-P10 1.3, the proportions of patients experienced at least 1 event of IRRs were
similaiNb the treatment groups regardless of the used definition of IRRs and were not increased following
trans @ m Mabthera to CT-P10 in Study CT-P10 1.3. The majority of IRR were reported during or following
t fusion of the 1st treatment course. The frequency of IRR was lower with the 2nd treatment course
@red with the 1st treatment course, and lower with the 2nd infusion of study drug than with the 1st infusion

ithin each treatment course. The numerical variations in the frequency of IRRs in the 2nd course of treatment
were considered due to the small number of patients received retreatment in both treatment groups. The most
frequently reported sign/symptom of IRR was headache. There were no notable differences in the reported
symptom between the treatment groups.
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In Study CT-P10 1.1, 20 (19.6%) patients in the CT-P10 and 10 (19.6%) patients in the Mabthera groups
experienced TEAEs of IRRs. Of these, there was no case with fatal outcome, while 1 patient in CT-P10 group
experienced a severe TEAE of headache and 1 patient in CT-P10 group experienced a TESAE of infusion-related

reaction. Both severe and serious cases were recovered without sequelae.

The most frequently reported TEAEs of IRRs for patients in the CT-P10 group were infusion related reaction
(11.8%), headache (4.9%) and dermatitis (2.0%). The most frequently reported TEAEs of IRRs for patien
the Mabthera group were infusion related reaction (5.9%) and hypersensitivity, headache and dermasiti 0

each). No other TEAEs of IRRs were reported for more than 1 patient in either treatment group.

In Study CT-P10 1.3, among the patients who received study drug in the Maintenance Study Peri
each treatment group reported TEAEs of IRRs (2.6% and 5.0% in the CT-P10 maintenanc
respectively). No patients reported fatal, serious or severe IRR in Study CT-P10 1.3.

Table 46: Infusion Related Reactions: Safety Population

>

%

FA Indication
Study CT-P10 1.1 Study C 013
CT-P10 MabThera® CT-P10 CT-P10
1000 mg 1000 mg Switch
(N=101) N=51) N=20)
Total number of events 27 15 1
Number (%o} of patients with at -
least 1 event 20(19.6) 10(19.6) 1(5.00
Number (%o} of patients with at 101.0p 0 0 0
least 1 senous event
Incidence rate in patients/100 PY 18.501 19.TJQ 4.755 8484
(959 CT for 100FY) (11301, 28.573) | (946 A (0.120, 26.491) (0215, 47.272)
Severity [ Nature of risk
Grade 1 11(10.8) 4(NE) 1(2.6) ]
Grade 2 Bi{7.E o~ (11.8) 0 105.00
Grade 3 ) ) 0 0 ]
Qutcomes
Pecovered | 20 10 (19.6) | 1 (2.6) | 1053.00

1Patients who received study treatmespini

Cl: Confidence interval, PY: Patie

Overall, most IRRs were o
CT-P10 1.1 and CT-P 3. those patients who experienced at least 1 event of IRR, 1 patient only in the

treatment course

g maintenance period.

RA: Rheumatoid arthritis

atient in
% ch groups,

moderate severity and no fatal cases were reported throughout Studies

event was considered by the investigator as related to study drug. Severe (grade 3)

1.
CT-P10 group repo%evere (grade 3) event of headache during or following the 1st infusion of the 1st

events of IRR r

injury and @
"

were an\

The n

eported in 2 (2.0%) patients in the CT-P10 group only. While the events of acute kidney
sion were considered by the investigator to be unrelated to study drug, an event of headache
by the investigator to have probable relationship with study drug.

r of patients who experienced at least 1 event of IRRs leading to the permanent study discontinuation

me throughout the definition of IRRs used and no notable differences were observed between the

a

ent groups. IRR leading to the permanent study discontinuation were reported for 2 (2.0 %) patients and

(2.0 %) patient in the CT-P10 group and Mabthera group, respectively, and these were moderate (grade 2)
events of infusion related reaction reported in the CT-P10 group and moderate (grade 2) events of rash,

delusion, memory impairment and mucosa vesicle reported in the Mabthera group. All these events were

considered by investigator to

be related to the study drug.
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In addition, there were similar proportions of patients experienced at least 1 event of IRR requiring any
treatment between the treatment groups in any definition of IRR used. The treatment used for IRR included
antipyretics, antihistamines and glucocorticoids.

Table 47: Summary of Overall IRRs/Hypersensitivity according to the Each Definition of IRR in
Studies CT-P10 1.1 and CT-P10 1.3: Safety Population

Original Definition New Defimition =1 New Definition =2 @
(from CSE) (Narrow Tiane Window) (Broad Time Window) L3 6
CTP0 | MabThera' | STrot® | CTPI0 | MabThena' | “pyng’™ | CT10 | MabThera | SToched
1004 mz 1000 m= IW-U'M 1000 ms 1004 mg I[H]-Elm 1004 e ,
(X=102) (N=51) =20 (N=10Z) N=E1) =20 (X=102)
Overall
maber of Events p1] 16 1 56 5 1 (3]
Helated i 18 1 T} 0 1 El]
Urzelated 1 1] ] 1] 3 1 I ]
:“"“1"";“;; “gs | 1@ | 1008 | 160 | ey | BEsS) 0 326149)
Grade | (mld) 12(1L8) 4078 0 19 (186 5 0.8 0 19(18.6) L8} 0
Grade 2 (moderate) 8(18) 6{1L8) 16500 10 (2.8) B(15T) 0 1140 8) S(15T 1(5.0)
Grade 3 (severe) 1{1L0) 0 0 10.00 0 0 2 (N 0 0
Nemaber (*3) of
patients wath > | 110 ] 0 1{1.0 ] 0 1 () 0 0
servous [RE.
Numnber (%) of
m;‘!t— IBR | 200 12.0) 0 2.0 1.0 Q 2020 100 0
discontimuation
Kl.'n_nhr (*a) DcE'_
patetiwath - 1R |0 | gqLs 160 | wasn | sqsm 0 17a6n | 78 | 160
TRCIINEE 31
treatment Q
IRR: Infuzon related reaction Q
Studies with RA Patients: Study CT-P10 3.2
In Study CT-P10 3.2, a lower proportion of @s with at least 1 event of IRRs in the Rituxan group was noted,
whereas results in other treatment g e generally similar. To understand this finding, additional
analyses for IRRs were carried out wj rds to the use of premedication and ADA status and no clinically
meaningful differences were obse een the treatment groups or between any type of premedication and
the occurrence of IRR due to d number of patients who did not receive premedication.

In the sensitivity analysis o¢ of Study CT-P10 3.2 (up to Week 24), regardless of the IRR capture algorithm

ce of IRRs in the Mabthera group was noted compared to other treatment

C2)

used (Table 1), a hichi \
groups. @

¢ @: Definition of IRRs Used in CT-P10 Studies
¢ Original Definition New Definition #1 New Definition #2
\ (from CSR) (Narrow Time Window) (Broad Time Window)
Terms : 1:1;:35:& Hﬁ 51;’]; ;EC‘;;‘; o All MedDRA PTs coded from original definition + MedDRA
P I e SMQ and additional PT from MabThera® SmPC and literatures
ypersensitivity
. All events irrespective of the investigator s causality assessment
Causality Related eveats oaly (both related and unrelated events)
Timeframe _p o .
for IRR Within 24 hours Within 24 hours Within 7 days

CSR: Clinical safety report, IRR: infusion related reaction, MedDRA: Medical dictionary for regulatory activities,
PT: Preferred term, SmPC: Summary of product characteristics, SMQ: Standardised MedDRA Query
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In Part 1 of Study CT-P10 3.2 up to Week 48 (Table 2), and in line with findings up to Week 24, a higher
incidence of IRRs in the Mabthera group was observed whereas other treatment groups were generally similar.

Table 2: Summary of IRRs/Hypersensitivity according to the Each Definition of IRRs in Study CT-P10 3.2 (Part 1) up to
Week 48: Safety Population
Original Definition (from CSR) New Definition #1 (Narrow Window) New Definition #2 (Broad Window) @
CT-P10 | MabThera® | Rituxan® CT-P10 | MabThera® | Rituzan® CT-P10 | MabThera® | Ri ®
1000 mg 1000 mg 1000 mg 1000 mg 1000 mg 1000 mg 1000 mg 1000 mg 1000
(N=64) (N=60) (N=65) (N=64) (N=60) (N=65) (N=64) (N=60) o™
Overall aumber of 0 15 7 14 18 13 17 n @—
events
Related 9 15 7 11 16 10 12 19
Unrelated 0 0 0 3 2 3 5 4
i‘.‘t“h";{ Ooofpatients | 941y | 131 6(92) 11172) | 15050) | 100154) | 13(203) 11(16.9)
Grade 1 (mild) 2(3.1) 6 (10.0) 2(3.1) 4(6.3) 7(11.7) 3(4.6) 6(9.4) 1(6.2)
Grade 2 (moderate) 5(7.8) 7(11.7) 4(6.2) 5(7.8) 8(13.3) 7(10.8) 5(7.8) 7(10.8)
Grade 3 (severe) 2(3.1) 0 0 2(3.1) 0 0 2(31) 7 0
Number (%) of patients
with > 1 serious IRR. 0 0 0 0 0 0 0 0 0
Number (%) of patients
with = 1 IRR leading to 2(3.) 1(1.7) 2(3.1) 2(3.1) 1(1.7) 2(3.1) 2)5.1) 1(1.7) 2(3.1)
discontinuation
Number (%) of patients
with = 1 IRR requiring 5(78) 6 (10.0) 4(62) 6(9.4) 6 (10.0) 6(9.4) 6 (10.0) 6(92)
treatment
At each level of summarisation, patients were counted once if they reported 1 or more ¢ y most severe event was counted. The event was
considered to be related to the study drugs if the relationship was defined as "possible’, 'probab iy
Up to Week 48, most IRRs were of mild (grade 1) to moderate ade 2) severity and no life-threatening (grade
4) or fatal (grade 5) cases were reported. Severe (gra events of IRRs were reported in 2 patients in the
CT-P10 group only during or following the 1st infusi e 2nd treatment course (at Week 24) and recovered
without sequelae. \
Table 48: Summary of IRRs/Hyp sigévity According to the Each Definition of IRR in Study
CT-P10 3.2 (Part 2): Safety Popu
Original Definitj New Definition 51 New Definition £2
Narrow Time Window Broad Time Window

CT-P10 | MabThera bThera | cT.p)g | MabThers | Rituxan | MabThera | crpyg | MabThera | Rituxan | MabThena

+Rituxan + Rituxan =Rituxan
1000mg | 1000msz | 1000 mg 100mg | 100 mg | 1000 mg
lcgem N=161) | (N=60) | (N=151) }4251'15 ™N=161) | (N=60) | (N=151) ﬁ-ﬁﬁ‘]
Overall
No. of Events 21 35 14 15 29 40 18 23 41
Related 21 31 14 12 26 33 17 18 35
Unvelated 0 4 0 3 3 7 1 5 6
No. (%) of patients

(53) | 20(95) | 30(186) | 13Q2QLT | 14(9.3) | 27(12.8) | 32(19.9) | 15(25.0) | 18(11.9) | 33(15.6)

with =

IRR. &

1 6) | 11(52) [1s(1l) | 833 | 7@e6) [ 1500) 200291006 | 8¢3) | 1889
(2.6) 9(4.3) 12005 ] 583 746 | AN 1205 | 583 | 106 | 15(0.D)
0 0 0 0 0 0 0 0 0 0 0

0 0 0 0 0 0 0 0 0 0 0

2(1.2) 1(1.7) IQO | 49 | 242 1.7 3IQo 419 | 2.2 1.7 320 | 4019

11(68) | 5(8.3) 428 9(43) | 4B | 583 | 640 | 11(52) | 15(83) | 5(83) | 1068 | 15(.1)

IRR: Infusion related reaction, No.: number

Assessment report
EMA/CHMP/421811/2017 Page 118/160



The incidence of IRRs using new conservative definitions throughout the two treatment courses was similar for
CT-P10 and Rituxan (20% and 17%, respectively) but slightly higher for MabThera (28%).

Table 49: Summary of IRRs/Hypersensitivity in CT-P10 3.3 (Part 1): Safety population

Original Definition New Definition #1 MNew Definition #2
{(from CSR) (Narrow Time Window) {(Broad Time Window)
System Organ Class
Preferred Term CT-P10 Rituxan® CT-P10 Rituxan®™ CT-P10 Rituxan®
375 1.1:lg.-'|112 375 1.1:1g.-"1.1:l2 375 1.|:lg.-'1.1:l2 375 1.|:|g.-"1.|:12 375 1.1:lg.-'|112 375 1.1:1g.-"1.1:l2
(IN=59) (IN=62) (IN=59) (IN=62) (IN=59) (IN=62) N
Overall
MNumber of Events 19 15 36 3s 42 47
Related 19 15 28 20 29
Unrelated o lu] 8 15 13

Number (28) of \
patients with = 1 IRR 15 (25.4) 13 (21.0) 22 (37.3) 20 (32.3) 24 (40'71 37.1)

Grade 1 (mild) 4 (6.8) 6(9.7) 7(11.9) 11 (17.7) 9 (15 11 (17.7)

Grade 2 (moderate) 9 (15.3) 7(11.3) 13 (22.0) 9(14.5) 13 ( 12 (19.4)

Grade 3 (severe) 2 (3.4) 0 2 (3.4) (1} 2 (3. 0o
Number (22) of
patients with = 1 1(1.7) 0 1(1.7) (4] 1.7) [v]
serious IRR ) )
Number (%) of
patients with = 1 IRR
leading to the 1(1.7) 0 1(1.7) 1 (1.7 [}
discontinuation P~
MNumber (%) of
patients with = 1 IRR 12 (20.3) 12 (19.4) 17 (28.8 27.4) 19 (32.2) 18 (22.0)
required any treatment
IRF.: Infusion related reaction »

Studies with NHL Patients: Core Study Period CT-P1

r 16 (22.9%) patients and 17 (24.3%) patients in the

Treatment-emergent AEs due to IRRs were re[&j
The majority of TEAEs due to IRR were grade 1 or 2 in

CT-P10 and Rituxan treatment groups, resp

intensity. All patients received premedicati meither an antipyretic (eg, paracetamol), an antihistamine (eg,
H1 antihistamine) or a glucocorticoid ée infusion of CT-P10 or Rituxan over the Core Study Period. All
TEAEs of IRR were grade 1 or 2 in int but only 3 TEAEs of IRR were reported as grade 3 in 2 patients in the

CT-P10 treatment group. There

related to the combination ch

Treatment-emergent
treatment group and

result.

SC

E
t of
‘ Q
by the ADA presence

©

AE of IRR which was reported to be unrelated to the study drug but

rapy in the CT-P10 treatment group.

ered as IRRs were reported for 2 out of 3 (66.7%) patients in the CT-P10
(50.0%) patients in the Rituxan treatment group those who had a positive ADA
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Table 50: Summary of TEAEs Considered as Infusion Related Reactions by ADA Status at Core Week
24 in the Study CT-P10 1.1: Safety Population

CT-P10 MabThera®™
1000 mz 1000 mg P-value!
N=102) (N=51)
N (%)
ADA Positive at Core Week 24 SAR2T.8) 20227 1.000 @
ADA Negative at Core Week 24 277 (15.6) 737 (18.9)

0.789 . 6
1 P-value: Using Fisher's Exact test. \

N’ = the number of patients in each ADA positive or negative subgroup of each treatment. n = the number@&nts

with infusion-related reaction. (%) = n/N'*100 Q

ADA: Anti-drug antibody

In study CT-P10 1.1, the incidences of IRRs were evaluated in the subgroup of patie Qroconversion status
through 2 treatment courses and the result of analysis is presented. In the CT-P1 p, there was a slightly
higher proportion of patients with IRR observed in the seroconverted subgroﬂhile the opposite trend was
noted in the Mabthera group. Overall, these new analyses using seroconv@ tatus did not indicate a clear
trend with regard to the impact of seroconversion status on IRRs.

Table 51: Summary of IRRs by Seroconversion Status in the P10 1.1 in RA patients: Safety

Population

Original Definition New Defi New Definition =2
(from CSR) (Narrow Win%pw) (Broad Window)
CI-P10 MabThera® MabThera” CI-F10 MabThera®
1000 mg 1000 mg 1000 mg 1000 mg 1000 mg
N=102) N=51) N=51) N=102) N=51)
/IN* (%)
The 1" Treatment Course (Core Study Period)
P 11737 3735 &\ 3735 15737 3735
23.9 (12.0) (27.7) (16.0) (31.9) (16.0)
Non-serocont-ersion 8/55 5/26 3/55 7/26 13/55 826
(14.5) (1%2 (23.6) (26.9 (23.6) (30.8)
The 2" Treatment Courze (Extenszion Study Perio
Seroconversion 0/12 5 1712 0/5 1712 0/5
- (8.3 (8.3
Non-seroconversion 2/48 )18 4/48 3/18 5/48 3/18
. - (4.2 1.1) (8.3) (6.1 (10.9) (16.7m

ocdhverted if the ADA test outcome changes from MWegative' to Poszitive”

g patients wath at least 1 ADA test outcome were included 1n the
ptages were calculated using the number of patients in subgroup of each
and the number of patients with the event (IRR) as the numerator (n).

Note: Panients were defined as having
durmng the each treatment course.
MNon-seroconversion’ subgroup. P

o)

)
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Table 52: Incidence of IRRs by ADA status at Week 24 in the Study CT-P10 3.2: Safety Population

CT-P10 MabThera Rituxan AabIhera
1000 me 1000 mg 1000 me 3 00‘;:::
(N=161) (N=60) N=151) N=211)
n/IN" (%%)
Original Definition (from CTS5R)
ADA positive at Week 24 424 (16.7) 3/16 (18.8) 0/33 3/49 (6.1)
ADA nsgative at Weaek 24 18/121 (14.9) 8/42 (19.0) 5/108 (4.6) 137150 (8.7)
Mizsing 3716 (18.8) 1/2 (50.0) 3/10 (30.0) 4/12 (33.3) @
New Definition #1 (Narrow Window)
ADA positive at Week 24 524 (20.8) 4/16 (25.0) 2/33 (6.1) 6/49 (12.2) 6
ADA negative at Week 24 217121 (17.49) 8/42 (19.0) 9/108 (8.3) 17/150 (11.3) \
Missing 4/16 (25.0) 1/2 (50.0) 3/10 (30.0) 4712 (33.
New Definition #2 (Broad Window)
ADA pomitive at Week 24 5/24 (20.8) 4/16 (25.0) 4/33 (12.1)
ADA negative at Week 24 237121 (19.0) 10/42 (23.8) 11/108 (10.2)
Missing 4/16 (25.0) 172 (50.0) 3/10 (30.0)
Note: Patients who have a “Pozitive” result for ADA tesztz at Week 24 were considered az pozitive zub .
wheo have a “Negative” result for ADA tests at Week 24 were considered as megative subgroup' t= with no

negahive or musming was used as the denomunator (IN') and the number of patents with at lea

Immunogenicity assessment at Week 24 were included in the missing. The number of pate 'i:
Week 24 was used as the numerator (n).

In Study CT-P10 3.2, the ADA positive subgroup was defined as patients &eloped ADA to rituximab at
Week 24 regardless of immunogenicity status of Week O (pre-dose). Th '\;%-uces of IRRs by ADA positive or
negative subgroup were generally comparable between the CT-P10 an%thera groups with a slightly lower
rate in the Rituxan group®. Within the each treatment group, the@ reported with similar proportion
between the ADA positive and negative subgroups. There was istent trend observed in all treatment
groups across the analysis result. In conclusion, the analysé& by ADA status in Study CT-P10 3.2 did not

indicate any clinically significant differences between trt@ent groups or clear correlation between the

occurrence of IRRs and ADA status. Q
Study CT-P10 3.3 \

In Study CT-P10 3.3 (Part 1), the ADA posi Q)group was defined as patients who developed ADA at any time

after the 1st study drug infusion. A's er of patients were included in ADA positive subgroup; 3 (5.1%)
patients and 2 (3.2%) patients in th 10 and Rituxan groups, respectively. However, the proportions of
patient with IRR by ADA status |milar between the treatment groups.
Table 53: Summary of IR ADA status in the Study CT-P10 3.3: Safety Population
al Definition New Definition #1 New Definition #2
om CSE) (Narrow Window) {Broad Window)
Rimuzan® CT-P10 Riruxan® CT-P10 Rimxan®
m’ 175 mg/m’ 375 mg/m’ 375 mg/m’ 375 mg/m’ 375 mg/m’
* i (N=62) (N=50) (N=62) (N=50) (N=621)
E} nN* (%)
AD ' 273 (66.7) 1/2 (50.0) 2/3 (66.7) 172 (50.0) 2/3 (66.7) 1/2 (50.0)
AD e 10/51 (19.6) | 11/55(20.0) | 16/51(31.4) | 18/55(32.7) | 18/51(353) | 21/55(38.2)
@ 3/5(60.0) | 1/5(200) | 4/5(300) | 15(200) | 4/5(80.0) 1/5 (20.0)
Swote: Patients who have at least 1 ADA positive result after study drug exposure mcluding Core Cycle 4.

unscheduled visit and end of treatment (EOT) visit were considered as ADA positive subgroup. Patient who did not
have any ADA result after study dmg exposure were considered as ADA missing subgroup. All other patients with
ADA negative results only at post-treatment visit were considered as ADA negative subgroup. The number of
patients i the each subgroup of ADA positive, negative of mussing in each treatmment group was used as
denonunater (N'). The number of panents with the event of IRRs among the patients in the each ADA subgroup was
used as the numerator (n)
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The majority of patients had negative results for ADA test during the Core Study Period (CT-PT 3.3).The
proportion of patients with positive ADA results was similar in the 2 treatment groups during the Core Study
Period. Positive ADA results at screening were reported for 13 patients (5 [7.1%] patients and 8 [11.49%o]
patients in the CT-P10 and Rituxan treatment groups, respectively); however, NAb was negative for all patients.
A total of 5 patients (3 [4.3%] patients and 2 [2.9%] patients in the CT-P10 and Rituxan treatment groups,
respectively) had at least 1 positive result for ADA tests at posttreatment visits during the Core Study Perio
them, 3 patients (2 [2.9%] patients and 1 [1.4%] patient in the CT-P10 and Rituxan treatment groups d@
respectively) were early discontinued from the study treatment and the last infusion of the study dr‘ %ﬁ

t
Core Cycle 4 for the 2 patients in the CT-P10 treatment group and at Core Cycle 2 for the other 1 ientdin the
Rituxan treatment group. Two patients (1 patient in each treatment group) received a full dose fusion at

each cycle during the Core Study Period and had positive results at Core Cycle 4 and nega%ife ts at Core
Cycle 8 (EOT1). All patients with ADA positive result at posttreatment visits had positives& r NAb test with

the exception of 1 patient in the CT-P10 treatment group.

Tumour Lysis Syndrome (lIdentified Risk in NHL/CLL Only) @

This patient was treated with 1 cycle of CT-P10 in combination with CVP. d the study period. Across all
clinical studies with CT-P10, no other TLS cases have been reported tq @-

Infections, Including Serious Infections Q

In Study CT-P10 1.1, TEAEs of infection were reported for 3 0) patients and 21 (41.2%) patients in the
CT-P10 and Mabthera groups, respectively. No fatal or severe cases were reported. One patient in each arm
experienced a serious infection (diverticulitis and lobar @ onia), which recovered without sequelae. The
most frequently reported TEAEs of infection for pat@ pboth CT-P10 and Mabthera group were upper
respiratory tract infection (18.6% and 15.7% ient9y, respectively) and urinary tract infection (11% and 8%,
respectively). K

Throughout the CT-P10 studies, there was 1 fatal case due to TLS reported in g&‘L patient (Study CT-P10 3.3).

CT-P10 maintenance and switched gt

In Study CT-P10 1.3, TEAEs of infection we orted for 3 (7.9%) patients and 2 (10.0%) patients in the
6 spectively. No patients reported fatal, serious or severe infection

in Study CT-P10 1.3.

In the pooled analysis for the Qlation (Studies CT-P10 1.1, CT-P10 1.3 and CT-P10 3.2), 80 (28.3%)
patients in the Total CT-P P10 + Switched to CT-P10) group and 67 (25.6%) patients in the reference
products (Mabthera itux group reported at least 1 event of infection. The majority of events of infections
were grade 1 (mild) (moderate) in severity whereas grade 3 (severe) events were reported for 2 (0.7%)
patients and 4 ( 7 tients in the Total CT-P10 and the reference products groups, respectively. These
events inclu urwelated event of a urinary tract infection and an unrelated event of gastroenteritis in the
Total C'I;—P QN

celluliE \ ference products group. Of those, none of events in the Total CT-P10 group and all events in the

and 2 related events of pneumonia, an unrelated event of bronchitis and a related event of
refer ducts group were serious. There was 1 fatal event of infection in the Total CT-P10 group which was
c

10us events of infections were reported in 3 (1.1%) patients and 4 (1.5 %) patients in the CT-P10 and the
ference products groups, respectively. In the AFL population (Core Study Period CT-P10 3.3),
treatment-emergent AEs due to infection were reported for 22 (31.4%) patients and 26 (37.1%) patients in the
CT-P10 and Rituxan treatment groups, respectively. The majority of TEAEs due to infection were unrelated to
the study drug. The TEAEs due to infection considered to be related to the study drug were reported for 6 (8.6%)
patients in the CT-P10 treatment group and 9 (12.9%) patients in the Rituxan treatment group. The most
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frequently reported TEAEs due to infection in the CT-P10 treatment group were lower respiratory tract infection,
pneumonia and upper respiratory tract infection (5 [7.1%] patients each). The number of patients was 5 (7.1%0)
patients in the CT-P10 treatment group and 1 (1.4%) patient in the Rituxan treatment group for each TEAE of
pneumonia and lower respiratory tract infection. In total, the number of patients with at least 1 of the
respiratory infections (influenza, upper respiratory tract infection, tracheobronchitis, lower respiratory tract
infection or pneumonia) was similar between the 2 treatment groups (16 [22.6%] patients in each treatm

group).

The incidence rate of infections in RA and NHL patients was similar between the 2 treatment groups

no events of serious viral infection (Identified Risk in NHL/CLL) reported throughout the studle T-P10.
Table 54: Summary of Infections in All CT-P10 Studies: Safety Population
Pooled in RA Population NHL Popula
(CT-P10 1.1 + 1.3 + 3.2) (CT-P10 3,
-
Total CT-P10 M;‘grhﬂ A CT-P10 i Pan®
1000 mg +10{;'31an 375 mg/m’ 375 mg/m’
mg
(N=283") (IN=262) (\'==9} (IN=62)
Total number of events 135 93 12 14
MNumber (%) of patients
with> 1 cent 80 (28 3) 67 (25 6) 12 ﬁ) 13 (21.0)
Number (%o } of patients
with = 1 serious event 311 4(1.5) o
Incidence rate in 37.50 45.97 92 40
patients/100 PY (95 2o CI) (29.73 —46.67) (35.62 — 58.38) (4 53.89) (49.20 — 158.00)
Severity / Nature of risk
Grade 1 (mild) 22 (7.8) 20 (7.6) 2(3.4) 3 (4.8)
Grade 2 (moderate) 55 (19.4) 43 (16.4) N 9 (15.3) 10 (16.1)
Grade 3 (severe) 2(0.7) 4 g 1(1.7) V]
Grade 4 (life-threatening) 0 0] 0]
Grade 5 1(0.4) o o
Outcomes &
Recovered 74 (26.1) f' " &6 (25.2) 12 (20.3) 13 {(21.0)
Recovering 3(1.1) NN\ 1(0.4) 0 0
Mot recovered 2N 0 1] 0
Fatal 10N 0 0 0
S
! Safetv data obtained after switchis abThera™ to CT-P10 1 20 patients (Study CT-P10 1.3) were included.
CI: Confidence mterval, WHL: I 1's Ivmphoma, BA: Rheumatond arthnins, PY: Patent yvear
Opportunistic Infections Q
In Study CT-P10 1. XL 0%) patient in CT-P10 group and 3 (5.9%) patients in Mabthera group experienced
TEAEs of herpes hICh considered as opportunistic infection. All patients recovered. No fatal, severe or
serious opp isticvinfections were reported in this study. In Study CT-P10 1.3, no patient experienced TEAEs

con5|dered§3 rtunistic infection
In the N analysis for the RA population (Studies CT-P10 1.1, CT-P10 1.3 and CT-P10 3.2), 5 (1.8%)
pati the Total CT-P10 (CT-P10 + Switched to CT-P10) group and 6 (2.3%) patients in the reference
ts (Mabthera + Rituxan) group reported at least 1 event of opportunistic infections. The majority of
nts of opportunistic infections were grade 1 (mild) and 2 (moderate) in severity and grade 3 (severe) and
rious events of opportunistic infections was reported for 1 (0.4%) patient in the reference products group
only; a related event of pneumocystis jirovecii pneumonia.
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In the NHL population (Study CT-P10 3.3), 1 (1.7%) patients in the CT-P10 group and 2 (3.2%) patients in the
Rituxan groups reported at least 1 event of opportunistic infections. No grade 3 (severe) or serious events were
reported in either treatment group.

The incidence rates of opportunistic infections in RA and NHL patients were similar between the 2 treatment
groups.

Table 55: Summary of Opportunistic Infections in All CT-P10 Studies: Safety Population

Pooled in A Population ~NHL Population 6
(CT-P10 1.1 +1.3+3.2) (CT-P10 2.3) \
Total CT-P10 MabThers [P0, Rituxan®
g 1000 mg = Ing/m fomgy
(N=253") (N=262) (N=58)
Total number of events 5 & 1
least 1 ev.{:-;; of patiants with.at (18 6(2.3) 1(1.7)
:::1;‘“ Ce) "’2’:‘:”“ with =t 0 1(0.9) o
Incidence rate in patents/100 PY 234 412 T.I-i-x 1422
(95 % CT) (0.76 — 5.47) (1.51 — 8.96) .19 £ (1.72 - 51.35)
Severity [ Namre of risk @
Grade 1 (mild) 1(0.4) 3(1.1) 1(1.6)
Grade 2 (moderate) 4(1.4) 2 (0.8) 147 1(1.6)
Grade 3 (severs) 0 1(0.4) 0 i
Oratcomes
Recoversd 4(1.4 6(2.3) 1(1.7y 23
Not recovered 1{0.4) ] ]

! Safety data obtained after switching from MabThera™ to C
T Comfidence interval ™NHT - Non-Haodekin's vnmboma

20 patients (Study CT-P10 1.3) were inchaded,
watoid arthritis PY- Panent vear

Hepatitis B Virus Reactivation

In Studies CT-P10 1.1 and CT-P10 1.
for HBsAb and HBclg. However, it w
clinical studies, no other patients

ongoing Study CT-P10 3.3. K

Malignant Events

%Was 1 patient who had a positive test result in the HBV DNA test
nsidered as an AE by the investigator. Throughout the CT-P10
ced hepatitis B reactivation or positive HBV DNA results, including the

the RA population (Studies CT-P10 1.1, CT-P10 1.3 and CT-P10 3.2), patient in the
reference products era + Rituxan) group reported at least 1 event of malignancy. Grade 3 (severe) or
serious evengs Ighancy were reported for 1 (0.4%) patient each in the CT-P10 and the reference products
.(both from Study CT-P10 1.1: a grade 3 and serious event of cervix carcinoma stage 0 and
a grade d gerious event of adrenal neoplasm. The event of adrenal neoplasm was originally reported by
investj ’&as ‘adrenal incidentaloma’. This event occurred 15 days after the 1st study drug infusion and
as Y the investigator as unrelated with the study drugs. Investigator also considered that this event was
@Iignant and with a follow-up for 1 year, it was confirmed that the both right and left adrenal gland are in
al size without abnormal hormone activity. This event was recovered with sequelae.

In the pooled analysi

groups, res i

An additional malignant event reported for 1 patient in the Total CT-P10 group (Study CT-P10 3.2) was a grade
1 and non-serious event of thyroid neoplasm. This event was originally reported by the investigator as ‘both
thyroid nodule’ but coded as thyroid neoplasm. Further follow up on this case will be performed until the end of
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study to confirm actual malignancy. All these malignant events were considered by investigator as not related to
the study drugs.

One TEAE classified as malignancy was reported for 1 (1.4%) patient in the Rituxan treatment group in Core
Study Period CT-P10 3.3.

Second Primary Malignancy

In Study CT-P10 3.3, there was 1 event of secondary malignancy reported for 1 patient in the Rituxangr@w;
considered to be unrelated to the study drug by investigator. This patient experienced the grade 3&

event of basal cell carcinoma. O
Neutropenia Q

TEAEs of neutropenia and leukopenia were reported in 3 (2.9%) patients in CT-P10 grou (3.9%) patients
in Mabthera group in Study CT-P10 1.1. All events were considered by the investigat @elated to the study
drug. Of those, only 1 patient in Mabthera group experienced a severe and seriou of neutropenia and
discontinued the study permanently. No other severe or fatal case of neutropegia was reported. CTCAE grade 4
decreased total neutrophil counts were reported in 2 (2.0%) patients and .99%) patients in CT-P10 and
Mabthera groups, respectively. Except 1 patient from each treatment gese CTCAE grade 4 were not
considered as TEAEs in the opinion of the investigators. In Study CT- %, 1 (5.0%) patient in the CT-P10
switch group reported TEAE of neutropenia and recovered without¥ieq®el&€ and this patient had no TEAE of
infections. No fatal, severe or serious neutropenia was rep te@h study.

A\

In the pooled analysis for the RA population (Studies CT-P10 CT-P10 1.3 and CT-P10 3.2), there was similar
proportions of patients with neutropenia between the t @ ent groups; 5 (1.8%) patients and 3 (1.1%)
patients in the Total CT-P10 (CT-P10 + Switched th U) and the reference products (Mabthera + Rituxan)
groups, respectively. Of those, serious and nmﬁio grade 3 (severe) events were reported in 1 (0.4%)

patient in the reference products group only

In the NHL population (Study CT-P10 3.% htly higher proportion of patients with neutropenia in the
CT-P10 group was noted; 13 (22.0% (14.5%) patients in the CT-P10 group and Rituxan group,

respectively. However, there wer ble differences between the treatment groups with regard to the
severe (grade 3) or life-threat rade 4) events of neutropenia; 10 (16.9%) patient and 8 (12.9%)
patients in the CT-P10 and R n group, respectively. Serious events were reported for 1 patient in each

treatment groups.

@
.\0

2
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Table 56: Summary of Neutropenia in All CT-P10 Studies: Safety Population

Pooled in RA Population NHL Population
(CT-P101.1 +1.3+3.2) (CT-P10 3.3)
CT-P10 Y;‘ii‘;ﬂ'rf CT-Pl0 Ritusan”
1000 mg 1000 mg 375 mg/m 375 mg/m
@™=283" (N=262) (IN=539) N=62)
Total number of events 5 3 21 12
Sﬁf‘:fi:;:gfifgf‘m 5(1.8) 3 (1.1) 13 (22.0) 9 (14.5)
Number (%) of patients
with at least 1 serious o 1(04) 1(1.7) 1(1.6)
event
Incidence rate in 234 2.06 954 64.0
patients/100 PY (95 % CI) (0.76 —5.47) (042 —6.02) (5082 —16321) (29.25 — 121
Severity / Nature of risk
Grade 1 (nuld) 5(1.8) 2(0.8) 1(1.7)
Grade 2 (moderate) (4] 0 2(3.4)
Grade 3 (severe) o 1(04) 9(15.3)
Grade 4 (life-threatening) o 0 1(1.7)
Outcomes
Recovered 5(1.8) 3(1.1) 12 (20.3) 9 (14.5)
Mot recovered ] 0 1(1. 0

! Safety data obtained after switching from MabThera® to CT-P10 in 20 patients (S
CI: Confidence mterval, NHL: Non-Hodglin's lymphoma, RA: Rheumatoid arthrgls,

Prolonged B-cell Depletion

1.3) were included.

The longest exposure in the clinical studies with CT-P10 00\& period up to 104 weeks (Study CT-P10 1.3).
The proportion of patients with B cell depletion was si

the study. All patients who received study drug in CT
(equal to or higher than the LLN or atleast Sow 2 b

Impact on Cardiovascular Disease

In Study CT-P10 1.1, 14.

7% patients §

of cardiovascular nature. Of those, 1

(3.9%) patients reported severe@

effusion and arrhythmia.
CT-P10 1.3, 1 (2.6%) pati

which was ongoing fr

When pooled acros

Rituxan) ggou

All ¢

seline value).

#dies were followed up until recovery of B-cell or IgM

e -;10 group and 13.7% in the Mabthera group experienced TEAEs
i reported a severe and non-serious TEAE of hypertension, and 4

us events; deep vein thrombosis, mitral valve prolapse, pericardial

St T-P10 1.1.

e reported in CT-P10 group and recovered without sequelae. In Study
e CT-P10 Maintenance group experienced a severe TEAE of hypertension

studies conducted in RA patients (Studies CT-P10 1.1, CT-P10 1.3 and CT-P10 3.2),

the proportion o t s at least 1 event of cardiovascular disease were 25 (8.8%) patient and 14 (5.3%)
patients in i al 'CT-P10 group (CT-P10 + Switched to CTP10) and the reference products (Mabthera +

spectively. Of those, events considered by the investigator to be related to the study drug

were ra \ or 3 (1.1%) patients and 5 (1.9%) patients in the Total CT-P10 group and the reference products

groug @ pectively.

?@Nere 6 serious cardiovascular events reported for each 1 patient in the CT-P10 group only (6 [2.1%]
ients), but all these events were considered by investigator to be unrelated to the study drug.

In the pooled analysis for the RA population (Study CT-P10 1.1, CT-P10 1.3 and CT-P10 3.2), a higher proportion
of patients have at least 1 risk factor for cardiovascular disease in the Total CT-P10 group; 158 (55.8%) patients
and 128 (48.9%) patients in the Total CT-P10 (CT-P10 + Switched to CT-P10) group and the reference products
(Mabthera + Rituxan) group, respectively. Among those patients without any risk factors for cardiovascular
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disease, the proportion of patients experienced cardiovascular events were similar with 5 (4.0%) patients and 5
(3.7%) patients in the Total CT-P10 group and the reference products group, respectively. Similar proportions
of patients reported cardiovascular events in Study CT-P10 3.3 in AFL patients; 2 (3.4%) patients and 4 (6.5%)
in the CT-P10 and Rituxan groups, respectively with a slightly lower rates in the CT-P10 group.

Hypogammaglobulinaemia

*

In Study CT-P10 1.1, mean changes from baseline in IgM, 1gG, and IgA were small, and there were no @
differences between the 2 treatment groups.

The dataset of Study CT-P10 1.3 was relatively small but there were no notable differences in th & change
from baseline in immunoglobulin level between treatment groups

Up to Main Week 24 in Study CT-P10 3.2 and Core Cycle 4 (12 weeks) in Study CT-P10 3 &anhanges from
baseline in IgM, IgG, and IgA were small at each time point, and there were no notat@erences between
treatment groups.

Other Observations Related to Safety K

Grade 3 or 4 and Serious Blood and Lymphatic System AEs in Patients
In the CT-P10 AFL study (CT-P10 3.3), of those patients > 70 years of
3 and serious events of leukopenia in the Rituxan group only. Thigdev

Wvears (Potential Risk in NHL/CLL):
A\ patient (1.6%) experienced grade
4s considered by investigator to be
related to study drug as well as cyclophosphamide.

Interferon-y Release Assay (Study CT-P10 1.1 Only): Fg %aﬂents (13.7%) and 2 patients (2.0%) in the
CT-P10 group and 5 patients (9.8%) and 2 patients (3.¢ @ the Mabthera group had positive IFN-y results at
Screening and during the Core Study Period, respe@. One (2.0%) patient in the Mabthera group had an
indeterminate IFN-y result at Screening. One w) atient in the CT-P10 group had an indeterminate IFN-y
result during the Core Study Period. 0

Chest X-ray for TB Assessment: In St TiP10 1.1, the majority of patients had normal chest x-rays at each
time point. No positive TB results we orted for patients in either treatment groups at any time point in the
Core or Extension Study Period. @J lent in the Mabthera group reported an abnormal, clinically significant
chest x-ray at Week 24 of the% udy Period; vascular markings on the lung. One patients in the CT-P10
group reported compactio parenchyma and atherosclerotic aorta at Week 0 of the Extension Study
Period.In Study CT-PIQ 1.3, W0 abnormal, clinically significant chest x-ray results reported at any time point.

Impaired Immunisafi sponse (ldentified Risk in All Indications): There were no cases of vaccine failure
reported thrgu (6) CT-P10 clinical studies.

Progresgiv@ cal Leukoencephalopathy: In study CT-P10 3.3 (Core Study Period) no TEAEs due to PML
o

were \
Tu

s assessment: In study CT-P10 3.3 (Core Study Period) all patients in both treatment groups had

r patients in the CT-P10 and Rituxan treatment groups.

TB assessments at baseline with the exception of 2 (1.4%) patients who had an abnormal, not clinically
iIficant assessment in the Rituxan treatment group. At each postbaseline visit all patients in both treatment
oups had normal TB assessments except 1 patient with the result of abnormal, not clinically significant at
baseline who permanently discontinued the study treatment due to reactivation of primary tuberculosis in the
Rituxan treatment group.
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Serious adverse event/deaths/other significant events

Serious adverse events (SAEs)

Study CT-P10 1.1

In Study CT-P10 1.1, all reported TESAEs are summarized (table 56). A total of 21 patients reported TESAEs; 146
(13.7%) patients experiencing 17 SAEs in the CT-P10 group and 7 (13.7%) patients experiencing 8 SAEs in
Mabthera group. The distribution of TESAEs is aligned with the randomization allocation of 2:1 in the tu

TESAESs that were considered by the investigator to be related to study drug were reported for 3 (2.92 N nts

and 2 (3.9%) patients in the CT-P10 and Mabthera group, respectively. &

Mabthera group) and both cases were considered by the investigator to be unrelated to t drug. No other
TESAE was reported for more than 1 patient in either treatment group.

<
%
\OQQ

O

N
S

éQ
KO
\ Q
. Q
0\0\
%)

There was only 1 TESAE reported in more than 1 patient (intervertebral disc disorder, 2 ! ients in
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Table 57: Summary of TESAEs in Study CT-P10 1.1: Safety Population

CIT-FP10 AlabThera" Tetal
Sy stem Ohrrgan Class lﬂ_llﬂ n:g 10 EI_D_mg (N=153)
Preforrad Ternm =102} (=51}
Number (%6} of Patients
Total number of TESAFE = 17 8 25
MNumber (%) of patients with = 1 TESAFE 14 (13.Th TI1ETY X1 {(13. 7
Related 3 (2.9) 2 (3.9) 5 (3.3)
Unrelated 11 (10.8) 5 (9.8) 16 (10.5) @
Blood and Iyvmphatic system disorders ] 1 (2.0) 1 (0.7)
MNeutropenia (related, grade 3) o 1(2.0) 1(0.7) :
Cardiac disorders 3(2.9) 0 320
Arrhythmia (unrelated. grade 3) 1(1.0) 0 1 (041N
Mitral walve prolapse (unrelated. grade 3) 1(1.0) 0 N \
Pericardial effusion (unrelated, grade 3) 1(1.0) 0 (0W)
Eve disorders 2 (2.0) 0 RaOES
Ocular retrobulbar haemorrhage (unrelated, grade 3) 1(1.0) 0 (0.7)
Uweitis (unrelated. grade 3) 1(1.0) 0 1(0.7)
Gastrointestinal disorders ] 1 (2. 1 (0.7)
Irritable bowel syndrome (unrelated, grade 3) o 1 - 1(0.7)
Infections and infestations Vo> A 2(1.3)
Diverticulitis (unrelated, grade 1) 1(0.7)
Pneumomnia (related, grade 3) 1(2.0) 1(0.7)
Injury. poisoning and procedural complications (2.0) 3(2.0)
Fracture (unrelated. grade 3) ! (2.0) 1(0.7)
Infusion related reaction (related, grade 2) 0 1(0.7)
Injury (unrelated, grade 3) 0 1(0.7)
Musculoskeletal and connective tissue disorders 2 (3.9) 6 (3.9)
Back pain {(unrelated, grade 3) (1.0) 0 1(0.7)
Intervertebral disc disorder (unrelated. grade 3) o 2(39) 2(1.3)
Osteonecrosis (related, grade 3) 1(1.0) 0 1(0.7)
Rheumatoid arthritis (unrelated, grade 3) '& 1(1.0) 0 1(0.7)
Spondylolisthesis (unrelated. grade 3) N v 1(1.0) 0 1(0.7)
;_e;c;g?:::n;:liilgn, malignant and unspecifie 1.0 120 2 (1.3)
Adrenal neoplasm (unrelated. grade 1 1(1.0) 0 1(0.7)
Cervix carcinoma stage 0 (unrela 3) o 1(2.0) 1(0.7)
Nervous syvstem disorders 1 (1.0} 1 (2.0) 2 (1.3)
Cerebral infarction (unrelat 1(1.0) 0 1(0.7)
Sciatica (unrelated, grade o 1(2.0) 1(0.7)
Skin and subcutaneo issue Qisorders 2(2.0) ] 2(1.3)
Hyperkeratosis ( grade 3) 1(1.0) 0 1(0.7)
Rash (related, 1(1.0) 0 1(0.7)
Vascular did® ':k 1 {1.0}% LU 1 (0. Th
Deep ve N s (unrelated, grade 2) 1{1.0) o 1{0.7)

.3 (Maintenance Study of CT-P10 1.1)

nt group experienced a TESAE of spinal osteoarthritis. Both TEAEs were considered unrelated to study
tment by the investigator.No other TESAE were reported.

Study CT-P10 3.2
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In Study CT-P10 3.2, all reported TESAEs are summarized for the safety population in table 57. A total of19
patients reported at least 1 TESAE; 10 (6.2%) patients in the CT-P10 group and 9 (6.0%) patients in the Rituxan
group. No TESAE was reported in the Mabthera group. TESAEs considered to be related to the study drug were
reported for 5 (3.3%) patients in the Rituxan group only. The most frequently reported TESAE in the CT-P10
group was fracture, which was reported for 2 (1.2%) patients, and no other TESAEs were reported for more than
1 patient in any of the 3 treatment groups. @

Table 58: Summary of TESAEs in Study CT-P10 3.2 (Part 2): Safety Population

7Y
CITI-P10 DNIabThera Rituxan MIabThera”
System Organ Class 1000 e 1000 e LO00 noe - Rituxan™
Preferred Term (N=1G1) (=G0 (DN=1S1) CN=211)
Number (2o) of Patients
Total number of TESAESs 11 o 10
Number (26) of patients with = 1
TESAE 10 (6.2) o ° (6.0)
Related o o 5 (3.3)
Unrelated 10 (6.2) o 5 (3.3)
Blood and Iymphatic systemm
disorders o o 1 CO-Ty
Pancytopenia (related. srade 43 o o 1 (0.7
Cardiac disorders 1 (0.G) o o
Mivocardial ischaemia
(unrelated. grade 2 1 (0.S) o o
astrointestinal disorders o 0 1 (0.7‘) 1 (0.5)
Intestinal obstruction
(unrelated. grade 37 o 1 (& 1.(0-5)
eneral disorders amnd 1 (0.6) o ‘ o
administration site conditions ) ,
Chest pain (unrelated, grade 2) 1 (0.5) o o]
Hepatobiliary disorders 1 (06D 0 o o
:33)]_16 duct stone (unrelated. grade 1 (0.5) o ’D o
Infections and infestations 2 (1.2) o N 3 (2.0) 3 (1.4)
Cellulitis (related. grade 3) o N ‘ ) 1 (0.7} 1 (0.5}
Cellulitis (unrelated. grade 5) 1 (0.6 4] \ o] o
Lower respiratory tract infection -
(unrelated. grade 3) o 1(0.7y 1 (0.5
Otitis (unrelated. grade 1) 1 (0.6 ] 0]
Pneumonia {(related. grade 3) o (s] 1 (O 7Ty 1 (053
- A - v
Injury. poisoning and proceduaral - - - -
complications 2(1.2) o 1.3y 2 (D.9)
Fracture (unrelated., grade 3) 2 {1.2) (o] 1 (O 7Ty 1 (053
Injury (unrelated. grade 3) o LY (o] 1 {07y 1 (0.5
MMusculoskeletal and connective V =
tissue disorders ]‘(D' ° 1 (0T 1 (0-S3
Agthralgia (related. grade 3) (o] 1 {07y 1 (0.5
Hand deformaty (unrelated.
grade 2) -6) o o o
Nervous system disorders 0.6 0 L (0. Ty 1 (0.5)
Parkinson's disease (unrelated.
grade 2) 1 (0.6 o] o o
Wertebrobasilar insufficien
(unrelated. grade 2) o o 1(0.7y 1 (0.5
Renal and urinary di ~ders 1 (0.6 0 o L]
Acute kidnew injury elate
erade 33 1 (0.6) o
)4
Skin and subcutan sue -
disorders 9‘ o o 1 (0. Ty 1 (0.5
Eczema (@l 2% [e] (w] 1 {07y 1 (0.5
W ascular diso 1 (0.6) 0 o o
Aena c3 bosis 1 (0.6) (o] (o] (s}

lysis for the RA Population (Studies CT-P10 1.1, CT-P10 1.3 and CT-P10 3.2)

pooled analysis for the RA population (Studies CT-P10 1.1, CT-P10 1.3 and CT-P10 3.2), all reported
ESAEs are summarised. The types and incidences of TESAEs were similar between the Total CT-P10 (CT-P10

only + Switched to CT-P10) and the reference products (Mabthera + Rituxan) groups; 26 (9.2%) and 16 (6.1%)
in the Total CT-P10 and the reference products groups, respectively. TESAEs were considered to be related to
the study drug in 3 (1.1%) patients in the CT-P10 group and in 7 (2.7%) patients in the reference product group.
The TESAEs reported in more than 1 patient in any treatment group were fracture and spinal osteoarthritis (2
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patients (0.7 %) each) in the Total CT-P10 group and pneumonia, fracture and intervertebral disc disorder (2
(0.8%) patients each) in the reference products group. No other TEAEs were reported in more than 1 patient in
either treatment group. In addition, no TESAEs were reported for more than 1 patient in the Switched to CT-P10
group, and no notable increase in any particular SOC was observed following transition from Mabthera to
CT-P10.

Table 59: Summary of TESAEs in the Pooled Analysis for the RA Population: Safety Population

~ Switched to NiabThera™
C{;;;tn only T P10 Total CT-P10O S Rt ®
Swstem Organ Class OO mg 1000 m 1000 mg 1000 me®
~N=263 = =283 =
Preferred Term (N=263) (~=20) == 2 (N=262)
Number (o) of Patients

Total number of TESAFESs 20 1 30

Number (26} of patients with = 1 - - -

TESAL 25 (9.5) 1 (S.0) 26 (9.2)

Related 2 L{1.1) (o] 3 (1.1)
Tnrelated 22 (8.4) 1 (5.0) 23 (8.1)

Blood and Iymphatic system disorders o o L) N
TNeutropenia (related. grade 3) o o o AN V(O,:l)
Pancwyvtopemdia {(related. grade 4 (o] (o] L] 1 (Oo.4)

Cardiac disorders 4 (1.5) o 4 (1.4) [i]
Arrhyvthmia (nnrelated. grade 33 1 CO.4) (o] 1 (0.4 o]
Mlitral valve prolapse

1 (0.4 o] 1 .4 o]
{(unrelated. grade 3) ( ) )
Mvocardial ischaemia

1 (0.4 o] - o]
{(unrelated. grade 2) ( ) »
Pericardial effusion

1 (0.4 o] 0.4 o]
{(unrelated. grade 3) ( ) )

Eve disorders 2 (0.8) (0.7) o
Ocular retrobulbar haesmorrhage
(unrelated. grade 3) 1 (0.4 o 1 (04 o
Uweitis (unrelated, grade 3) 1 (0_4) \ ) 1 (0.4) 0

Gastrointestinal disorders 0 AN [ 2 (0.8)

i A J
Intestinal obstruction o o o 1(0.4)
{(unrelated. grade 3)
Irritable bowel syndrome o o o 1 (04)
(unrelated. grade 3) )

General disorders and administration

site conditions 1 (w o 104 o
Chest pain (unrelated. grade 2) o 1 {0.4) Q

Hepatobiliary disorders 1] 1 (0.4) 1]
Bile duct stone (unrelated. grade 3) o] 1 {0.4) (o]

Infections and infestations 1] 32 (1.1) 4 (1.5)
Cellulitis (related. grade 3) o o 1 (0.4)
Cellulitis (unrelated. grade 5) o 1 {0.4) o
Diwverticulitis (unrelated, grade A) o] 1 (0.4} (o]
Lower respiratory tract infecti

- o o o 1 (0.4
(unrelated, grade 3) \ ¢ )
Otitis (unrelated, grade 1) M 1 (0.4) o 1 (0.4) o
Pneumonia (related.Qgrade 3 o o ] 2 (0.8)

Injury. poisoning an T edur

complications 4 (1.5) o 4 (1.4) 3(1.1)
Fracture {unrel 32 2 (0.8) o 2 (0.7} 2 (0.8)
Infusion 1312 on
(related. g 1 (0.4) o 1 (0.4) 0
Injury ( - grade 3) 1 (0.4) o 1 {0.4) 1 (0.4)

et and connective tissue 6 (2.3) 1 (5.0) 7 (2.5) 3 (1.1)
(related. grade 3) (o] (o] o 1 (0.4)
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Table 60: Summary of TESAEs in the Pooled Analysis for the RA Population: Safety Population

(cont)
- . 5]
CT-P10 only Switched to Total CT-P10 Mab IThera
CT-P10 + Rituxan
Swvstem Organ Class 10'00 mg 1000 mg 1'?02 ms 1000 mg
Preferred Term (N=263) N=20) (N=2837) (N=262)
Number (%20) of Patients
Back pain (unrelated. grade 3) 1(0.4) o 1(0.4) 0
Hand deformuty (unrelated, grade 2) 1(0.4) o 1(0.4) 0
Intervertebral disc disorder *
°
(unrelated, grade 3) 0 0 0 2(0.8)
Osteonecrosis (related. grade 3) 1 (0.4) o 1(0.4) lu] ~
Rheumatoid arthritis 104 o 1(0.4)
(unrelated, grade 3) o A
Spinal os rthrits
pinal osteoa 15 1(0.4) o 1(0.4) CI\
(unrelated, grade 1) N
Spinal osteoarthritis o 1(5.0) 1(0.4) o
(unrelated, grade 3) o ’
Spondylolisthesis (unrelated. grade 3) 1(0.4) o 1 (0.4:‘ 0
Neoplasms benign, malignant and
unspecified (incl cysts and polyvps) 1 (0-4) 0 1 (0-4)
Adrenal neoplasm (unrelated, grade 1) 1(0.4) o 0
Cervix carcinoma stage 0 o o 1(0.4)
(unrelated, grade 3) .
Nervous syvstem disorders 2 (0.8) L] 2 (0.7) 2 (0.3)
Cerebral infarction o
1 ({04 1(04 0
(unrelated, grade 2) 04 « i \ 04
Parkinson's disease 104 \V 1(0.4) o
(unrelated, grade 2) : ’
Sciatica (unrelated. grade 2) o C o [v] 1(0.4)
Vertebrobasilar insufficiency
(unrelated. grade 2) v A v o 1)
Renal and urinary disorders 1 )] \ ] 1 (0.4) 0
Acute kidney injury
- E o 1(04 0
(unrelated. grade 3) R ! i (0.4)
Skin and subcutaneous tissue
2 (0.7
disorders 0.8) 0 2(0.7) 1¢0-4)
Eczema (related, grade 2) o o [v] 1(0.4)
Hyperkeratosis (unrelated. gmdeN 1 (0.4) o 1(0.4) lu]
Rash (related. grade 2) &) 1 (0.4) 0 1(0.4) 0
Vascular disorders N 2 (0.8) ] 2 (0.7) 0
Deep vein thrombosis
(unrelated. grade 2)4 Q 1(0.4) 0 1(0.4) 0
WVena cava thrombo \ 1 (0.4) o 1 (0.4) lu]

AJ

Study Period)

Study CT-P10

All TESP‘\ES marized for the safety population. The number of patients who experienced at least 1 TESAE
was 18 patients and 9 (12.9%) patients in the CT-P10 and Rituxan treatment groups, respectively. The
Of patients who experienced at least 1 TESAE considered by the investigator to be related to the study

propa @ :

similar in the 2 treatment groups (6 [8.6%] patients and 4 [5.7%] patients in the CT-P10 and Rituxan

N4
ent groups, respectively).

nly 1 patient had a TESAE of cardiac disorder during the Core Study Period in the CT-P10 treatment group. The
event was considered by the investigator to be unrelated to the study drug but caused by underlying cardiac
disease. There was 1 patient who experienced 10 TESAEs.
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Table 61: Treatment-Emergent Serious Adverse Events: Safety Population

CT-P10 Rituxan Total
System Organ Clas: N=T0) N=T0) (N=140)
Preferred Term Number (%) of Patients
Total Number of TESAE: 19 11 40
Number of patients with at least 1 TESAE 16 (22.9) 9(12.3 25(17.9) @
Related 6(8.6) 4(5T) 10(7.1) * 6
Unrelated 11(15.7) 6(8.6) 17(12.1) &\
EBlood and lymphatic system dizorders
Anzemiz - Unrelated' 1{l.4) ] 1{0.7) 0
Febrle peutropenia - Related 0 114y 1{0.7) Q
Febrile neutropenia - Unrelated® 2(29) 114y 321 \
Leukopenia - Related 0 114y 1{0.7) 0
Neutropenia - Felated’ 1{l4)
HMeutropeniz - Unrelated’ 1{1.4)
Pancytopenia - Related® 1{1.4)
Cardiac disorders
Angina pectoris - Unrelated* 1{1.4)
Atria] fbrillation - Unrelated® 1{l4)
Castrointestinal dizorders
Constipation - Unrelated 1{1.4)
Diarhoea - Unrelated” 0
Ileus - Related o )
Small intestinal perforation - Unrelated' 1 .:\O ) 1{0.7)
Ceneral dizorders and adminiztration site conditions
Pyrexia - Unrelated Q 1{14) 1{0.7)

Hepatobibiary dizorders \
Chelecystihs - Unrelated 0 1{1.4) ] 1{0.7
Immune system dizorders

Anaphylactic shock - Related’ 1{1.4) ] 1{0.7

Infection: and infestations

Abdominal infection - Unrelated' 1{14) ] 1{0.7)

Campylobacter gastroentenitis - 1T IQ 1{14) 0 1{0.7)

Encephalitis - Related” i 0 114y 1{0.7)

Lower respiratory tract infe lated” 1{14) 114y 2{14)

Pneumoma - Belated 1{1.4) ] 1{0.7)

Pneumoma - Unrela 2{29) ] 2{14)
Injury, poizoni %&dural complications

ningmgd
Post pmaﬁ@- Unrelated' 1{14) 0 1{0.7)
6\
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Table 62: Treatment-Emergent Serious Adverse Events: Safety population (cont)

CT-P1l0 Rituxan Total
System Organ Class (IN=T0) ON=T0) (N=140)
Preferred Term Number (%) of Patients
Subdural haematoma - Unrelated” o 1(14) 1(0.7)
Investigatons
Liver funchon test abnoirmal - Related 1{14) ] 1{0.7) @
AMetabolizm and nutrition disorders . 6
Hypoalbuminaemia - Unrelatad' 114 1] 1(0.7)
Hypocalcaemia - Unrelated' 1(1.4) o 1{0.7) K\
Hypomagnesaemia - Unrelated' 1.4 0 107 O
Tumour lysis syndrome - Related 1(1.4) 0 1.7
Respiratery, thoracic and mediastinal diserders Q
Chronic cbstructive pulmonary disease - Unrelated® 2129 1(1.4) 321 \

Vascular dizorders

Pleural effusion - Unrelated 1(1.4) o 1(0.7 0
Pulmonary embolizm - Unrelated” 1{1.4) 0 1 {O%
v

Deep vem thrombosis - Related 1{14) 0 {0.7)
Thrombophlebitis - Unrelated 0 1(1.4) X))
Abbreviation: TESAE, teatinent-emergent serious adverse event.
Note: At each level of summanzation, a patient was counted once if he o1 she reporied 1 vents. The
event was considered to be related to study drug 1f the relationship was defined as 'pos, ® la' or
'definite’.
1. Patent 3002-3002 expenenced 10 TESAEs; Anaemia, Neutropema (tugee) stinal perforation,
Abdominal infechon, Campylobacter gastroententis, Post procedural fistillg Safoalbuminzemma

Hypocalcaenua, Hypomagnesaema
Patient BB <:peienced 2 TESAE:; Febrile neutropenia,
Patient «xperienced 2 TESAE:; Pancytopenia, shock
Pitlgnl_ﬂcpzrienced 2 TESAEs; Angina ns, brillaton
Patient I oxperienced 2 TESAE:: Encephalitd{Subdural haematoma
Patient [N experienced 3 TESAEs; Lower: # tract infaction. Chronie obstructive
pulmonary disease, Pulmonary embohsm
Medical Dictionary for Regulatory Achvites Vi

[ )

e

1

18 Wwas used Combmed preferved term was apphed.

Deaths

There were no deaths reported@the Study CT-P10 1.1 and CT-P10 1.3. In the ongoing Phase 3 studies with
CT-P10, 4 deaths were rep ;8L death in Study CT-P10 3.2 conducted with RA patients and 3 death in Study

CT-P10 3.3 conducte ith patients.

By the data cut—off,% of 3 deaths were reported in Cores Study Period CT-P10 3.3. Of these, 1 death due
to an AE was’r% fter Core Cycle 1 and 2 deaths due to disease progression were reported during the
Follow-up Per r patients who early discontinued the study treatment in the CT-P10 treatment group. The
reporteg tefm E which led to death was tumour lysis syndrome (TLS) (1 [1.4%] patient in the CT-P10
treat \ p). One death due to an AE was reported during the Core Study Period.

L ry findings

nStudy CT-P10 1.1, the most common grade 3 finding was increased gammaglutamyltransferase (6 [5.9%]
patients and 1 [2.0%] patients in CT-P10 group and Mabthera group, respectively). The most common grade 4
finding was decreased total neutrophils (2 [2.0%] patients and 3 [5.9%] patients in CT-P10 group and Mabthera
group, respectively). Except 1 patient from each treatment group, these CTCAE grade 4 were not considered as
TEAEs in the opinion of the investigators.
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The most common grade 3/4 finding was decreased total neutrophils: 7 cases (7%) and 4 cases (8%),
respectively. This was also the most common finding in Study CT-P10 1.3: 3 [8%] patients and 1 [5%] patients
in the CT-P10 maintenance group and CT-P10 switch group, respectively; none was grade 4. In Study CT-P10
1.3, there were no notable differences between the CT-P10 maintenance and the CT-P10 switch groups in

relation to clinical laboratory parameters. 6

For all other haematology, clinical chemistry, and urinalysis parameters, the mean changes from baseline i@
studies were small, and there were no notable differences between the treatment groups. The majcsit
laboratory parameters had no CTCAE grade (i.e., the post-baseline laboratory result did not satisfy, AE
grade criteria) or were CTCAE grade 1 (mild) or grade 2 (moderate) with transient changes over&we point

in all clinical studies with CT-P10.

Study CT-P10 1.1 ®

In Study CT-P10 1.1, post-baseline CTCAE grade 3 or higher for laboratory results @—narised. The most
common grade 3 finding was increased GGT (6 [5.9%] patients and 1 [2.0%] pat CT-P10 and Mabthera
groups, respectively). The most common grade 4 finding was decreased total n&traop ils (2 [2.09%0] patients and

3 [6.9%] patients in CT-P10 and Mabthera groups, respectively) with simi ortions of patients higher
grade 3 and 4; 7 (6.9%) patients and 4 (7.8%) patients in the CT-P10

thera group, respectively.

In Study CT-P10 1.1, 4 of 6 patients with CTCAE grade 3 or higher increase in the CT-P10 group had
an ongoing medical history of GGT increase or pretreatment in GT level, or predisposing underlying
diseases. Any predisposing factors and/or other underlying@

other 2 patients in the CT-P10 group or a patient in the Mabther& group who have CTCAE grade 3 or higher GGT

conditions could not be identified for the

levels increase in the study. Excluding these patients w edisposing factors to the increased GGT levels,
there was no difference observed between the CT—F@ abthera groups. In addition, remaining 2 patients
\Y

who had CTCAE grade 3 or higher result for G le increase in the CT-P10 group had received long-term
NSAID treatment, which is considered as a pCl) sing factor to increased GGT.

Only small numbers of patients with ev@ levels (Grade 3) are observed in Study CT-P10 1.1 with no
cases of grade 4. In addition, there ifferences in the proportions of patients with severe (grade 3) or

life-threatening (grade 4) GGT lev se observed in the larger study with RA patients, Study CT-P10 3.2.
Furthermore, in the Study CT-P, conducted in AFL patients, GGT level was not evaluated as GGT level was
not an interested factor in AFL study, but no notable differences were observed in the proportion of
patients reporting an even r Hepatobiliary disorder SOC (1 patient in each CT-P10 and Rituxan group) and
clinical laboratory fin(&wi LFT between the treatment groups.

group in Stu 1.1 are not observed in the pooled safety data across the CT-P10 RA Studies (CT-P10 1.1,
CT—PlO‘l. P10 3.2) which shows no evidence of differences between the CT-P10 and the reference
produEs. boratory results from Study CT-P10 1.1 on their own need to be viewed with caution due to the

A slightly highe&ue increased GGT levels and decreased total neutrophil counts observed in the CT-P10
-P

low n f events and the small number of patients assigned particularly to the Mabthera group as a result

of; mmetric randomisation allocation ratio (2:1).
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Table 63: Summary of Patients with CTCAE Grade 3 or Higher Laboratory Results in Study CT-P10
1.1: Safety Population

CT-P10 MabThera™
Parameter 1000 mg 1DIEID g
CTCAE Grade (N=102) (N=51)
Number (29) of Patients

Gamma-glutamyl transferase (GGT) increased
Grade 3 (Severe) | 6 (5.9) [ 1(2.0)

Potassium. decreased
Grade 3 (Severe) | o | 2 (3.9)

Sodium. decreased ‘ 6
Grade 3 (Severe) | 1 (100 | o \

Lymphocytes, decreased

Grade 2 (Severe) | 2 (2.0) | 1 (2.0) é

Total Neutrophils. decreased

Grade 3 (Severe) | 5 (4.9) | 1 (2.0

Grade 4 (Life-threatening) | 2 (2.0) | 3 (5.9)
MNote: The summary was prepared baced on the data of whole study period. including all post-baseline sche. e
unscheduled and repeat visits. Only the most severe result was counted when a panent reported the s.axncsn

more than one occasion.

CTCAE: Common Terminology Criteria for Adverse Events.

Study CT-P10 1.3 (Maintenance Study of CT-P10 1.1)

In Study CT-P10 1.3, there were no notable differences between the CT-k
groups in relation to clinical laboratory parameters. The grade 3 findi

treatment group were total neutrophils, decreased only (3 [7.9%
e’patients, only 1 patient in the CT-P10

maintenance group and CT-P10 switch group, respectively O@
switch group was reported as a TEAE. No post-baseline CTCA 4 (life-threatening) laboratory results were

reported. O

Study CT-P10 3.2

In Study CT-P10 3.2, post-baseline CTCAE grad&or higher for laboratory results are summarised for the safety

population. The most common grade 3 finding w GT increased (2 [1.2%] patients in CT-P10 group, 3 [5.0%]

patients in the Mabthera group and 4 [2.56% lents in the Rituxan group). Grade 4 findings were reported for
only 1 (0.6%) patient in the CT-P10 g , ich was creatinine clearance (estimated by weight); in the CT-P10
group. This patient had ongoing mag nistory of hypothyroidism and reported a TEAE of acute renal failure

@ to be unrelated to study drug.
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Table 64: Summary of Patients with CTCAE Grade 3 or Higher Laboratory Results in Study CT-P10
3.2: Safety Population

CT-P10 MabThera” Rituxan”™ MabThera™
Parameter 1000 mg 1000 mg 1000 mg + Rituxan®™
CTCAFE Grade (N=161) (N=60) N=151) (N=211)
Number (%) of Patients

Hemoglobin. decreased

Grade 3 (Severe) [ 106 ] 0 [ 5o | 3as
Lymphocytes, decreased
Grade 3 (Severe) [ 106 ] 0 [ 1en | 1039

Total Neutrophils, decreased L 3 6
Grade 3 (Severe) [ 0 [ o [ 1en | 103 \

Creatine Phosphokinase (CPK), increased

Grade 3 (Severe) | 0 | 0 [ 1(0.7)
Creatinine, increased

Grade 3 (Severe) [ 106" ] 0 | 0
Creatinine Clearance (Est by Weight), decreased

Grade 4 (Life-threatening) [ 1006 | 0 [ 0
Gamma-glutamyl Transferase (GGT), increased

Grade 3 (Severe) | 2012 | 360 | 4@e
Glucose, decreased

Grade 3 (Severe) ] 0 ] 0 | 1 (Qg7)
Sodium. decreased

Grade 3 (Severe) I o I 0 [ 1 | 1(0.5)
Note: Percentages were calculated using the number of subjects in the safety pop nominator Only the

most severe result was counted when a patient received the same tests in repeat:

! One patient () :cported a TEAE of acute renal failure.

Study CT-P10 3.3 \O

In Study CT-P10 3.3 (Part 1), post-baseline CTCAE grad or higher for laboratory results are summarised for
or higher finding was neutrophil count decreased;

the safety population in table 63. The most common
8 (13.6%) patients and 7 (11.3%) patients in CT- and Rituxan groups, respectively.

X

Table 65: Summary of Patients with C rade 3 or Higher Laboratory Results in Study CT-P10
3.3: Safety Population

CT-P10 Rituxan™
Parameter 375 mg/m? 375 mg/m’
CTCAE Grade O (N=59) (N=62)
Number (20) of Patients
Blood bilirubin, increased
Grade 4 (Life-threateging) | 2(3.4) | 2(32)
Hyperuricemia {
Grade 4 (Life-thre =» | 1(1.7) [ 2(3.2)
Hypoalbuminem;j -
| ) 1(1.6)
| o 1(1.6)
ife-threatening) | o 1(1.6)
il count decreased
3 (Severe) 6(102) 4 (6.5)
ade 4 (Life-threatening) 20349 3(a8)
White blood cell decreased
| Grade 3 (Severe) 3(5.1) 3 (4.8)

Note: The Summary includes only the worst case during unscheduled and scheduled peniod. The Core Study Pennod
mcludes the pernod from post drug admumstration of Cycle 1 to date of Cycle 5 infusion In case of early
discontinued subjects, Core Study Pennod mncludes the perniod from post drug adnmumstration to EOT1 vasit.

CTCAE: Common termunology critenia for adverse events
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There was a notable decrease in both neutrophil and whole blood cell (WBC) count from baseline in both
treatment groups at each subsequent time point during the Core Study Period. There was no evidence of
difference in mean change from baseline in all clinical chemistry and hematology laboratory parameters
between the 2 treatment groups.

The majority of patients had normal baseline urinalysis results that remained normal during the Core Study
Period in both treatment groups. The majority of clinical chemistry and hematology laboratory parameters was
normal (as did not satisfy any CTCAE grade criteria) or was CTCAE grade 1 or grade 2 in intensity for
laboratory parameter and each subsequent time point.

.
Patients with CTCAE grade 3 or higher laboratory parameters during the Core Study Period are also zed
in table 64. The most commonly reported CTCAE grade 3 or higher laboratory parameter as wo e was
neutrophil count decreased; grade 3 neutrophil count decreased was reported for 14 (20.Q9% ts and 9

(12.9%) patients and grade 4 was reported for 5 (7.1%) patients and 5 (7.1%) patients in&l’- 10 treatment
group and the Rituxan treatment group, respectively. The second most commonly repo CAE grade 3
laboratory parameter was white blood cell decreased (6 [8.6%] patients in each tr Qgroup) and the
following CTCAE grade 4 laboratory parameter was hyperuricemia (1 [1.4%] pati 3 [4.3%] patients in
the CT-P10 and Rituxan treatment groups, respectively).

Table 66: Summary of Patients With CTCAE Grade 3 or Higher duri@SCore Study Period: Safety
Population

CT-P10 Rituxa al
CTCAE Term (IN=70) (N= (IN=140)
CTCAE Grade Numb ey o of P{jtients
Clinical Chemistry \
Alanine aminotransferase increased

Grade 3 3(43) W] 3(2.1)
Alkaline phosphatase increased

Grade 3 1¢( 1] 1{(0.7)
Hypernatremia
Grade 3 \

(1.4) o 1(0.7)

Hyperuricemia
Grade 4 (1.4) 3(4.3) 4(2.9)
Hypoalbuminemia 0

Grade 3 1(14) 1(14) 2(14)
Hypocalcemia

Grade 3 ] 1(14) 1(0.7)

Grade 4 1(14) V] 1(0.7)
Hypokalemia

Grade 3 K 0 1(1.4) 1(0.7)

Grade 4 1(1.4) 1(1.4) 2(1.4)
Hyponatremia

Grade 3 \ 1(1.4) 1(1.4) 2(1.4)
Hematology \
Neutrophil count dedre é

Grade 3 14 (20.0) 9 (12.9) 23(16.4)

Grade 4 * 5(7.1) 5(7.1) 10(7.1)
White blo \ reased

Gragle 3 ‘ 6 (8.6) 6 (8.6) 12 (8.6)

Ab

m{:ﬁdﬁ, Common Termunology Criteria for Adverse Events.

ry included only the worst case during the unscheduled and scheduled visits. Core Study
uded from post drug administration of Cycle 1 to EOT1 visit.

in special populations

Age

The use of CT-P10 has currently only been documented in studies involving subjects with rheumatoid arthritis,
which is most prevalent in adults and the elderly. Twenty-five subjects over the age of 60 years have been
treated in clinical studies with CT-P10. Dose adjustments on the grounds of advanced age are not required for
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rituximab. Age had no clinically significant effect on the pharmacokinetics of rituximab in patients treated for

non-Hodgkin’s lymphoma.

Summary of TEAEs in patients >65 years old included in the clinical trials

O

o 2
MedDRA Terms Age <65 number Age 65-74 Age 3)5—84 ﬁ%?n%Sg
number number S
(percentage) (mharcantana) (percentage) (perC
CT-P10 |Rituxan +| CT-P10 Rituxan +{ CT-P10 Rituxan +| CT-P xan +
(N=284)MabTheral (N=45) MabThera] (N=3) MabTheral (N= abThera
(N=277) (N=49) (N=6) (N=0)
Y
Total Number Of TEAEs 758 637 140 153 15 40 0
Number Of Patients With = 1 215
187 (67.5)[35 (77.8)39 (79.6) |2 (66.7) | 6 1 (100 0
TEAE 75.7) (67.5)[35 (77.8) 39 (79.6) | 2 (66.7) (100)
Total Number Of TESAEs 48 23 10 11 2 2 1 (100) 0
Numb f Patients With = 1
umber Of Patients With 21\, 11 6| 21 (7.6) | 7(15.6) | 9 (18.4) W | 2 (33.3) | 1 (100) 0
TESAE
- Fatal 1 (0.4) 0 1(2.2) 0 0 0 0 0
- Hospitalization/prolong 31 (10.9)| 20 (7.2) |7 (15.6 8\3 2 (66.7) | 2 (33.3) | 1 (100 0
existing hospitalization (10.9) (7.2) (15.6) ( ) (66.7) (333) (100)
- Life-threatening 2 (0.7) 1(0.49) 1( 0
- Disability/incapacity 1 (0.4) 1 (0.4) 2(4.1)
- Other (medicall
ther (medically 11 (3.9)| 9 (3. 4.4) | 2 (4.1) 0 1(16.7) | 1 (100) 0
significant)
AE leading to drop-out 12 (4.2) 1(2.2) | 5(10.2) |1 (33.3) 0 0 0
Psychiatric 6 (2 (5.1) | 2 (4.4) | 5 (10.2) 0 1 (16.7) 0 0
disorders ; ’ ’ ’ ’
Nervous system
disorders 6)| 39 (14.1) [10 (22.2)| 9 (18.4) |1 (33.3)| 1(16.7) 0 0
ACEL I ( 0 0 0 0 0 0 0
injuries @
\d
Cardiac disqrdgf's 14 (4.9)| 5(1.8) | 2(4.4) | 2(4.1) |1(33.3)| 1 (16.7) 0 0
Vascultr @ rs 22 (7.7) | 15 (5.4) | 3(6.7) | 1 (2.0) 0 1 (16.7) 0 0
Cer ular
j 0 0 3(6.7) | 7 (14.3) 0 1(16.7) 0 0
eol
| ions and 101
e tions (35.6) 92 (33.2) [18 (40.0)| 21 (42.9) |2 (66.7) | 4 (66.7) | 1 (100) 0
Anticholinergic 0 0 0 0 0 0 0 0
syndrome
Quality of life
decreased? 89 (38.2)| 74 (32.5) |16 (55.2)|13 (38.2) | 1 (100) 0 0 0
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MedDRA Terms Age 65-74 Age 75-84 Age 85+
number number number
s amt oy (percentage) (percentage)
CT-P10 Rituxan +| CT-P10 Rituxan +| CT-P10 Rituxan +| CT-P10 Rituxan +
(N=284)MabTheral (N=45) MabThera] (N=3) MabThera] (N=1) [MabTheral

(N=277) (N=49) (N=6) (N=0)

Age <65 number
(percentage)

Sum of postural
hypotension, falls, 0 0 3(6.7) | 8 (16.3) 0 0 0

black outs, syncope, ¢ %
dizziness. ataxia ,ebs

1 The results are from Studies CT-P10 1.1 and CT-P10 3.2 in RA patients. Patients whose (Baseline result — t- Qent result)
equal to or higher than 0.8 for Physical Component Score (PCS) or Mental Component Score (MCS) were % ized into Quality of

life decrease.

Patients with hepatic impairment K

Rituximab is an immunoglobulin. It is not biotransformed in the liver, ags @not undergo hepatic excretion.
@ ¢t (MabThera SmPC 2015; van
ment have been treated in clinical

There is no evidence of hepatotoxicity in clinical use for the referen
Vollenhoven et al. 2010). No patients with clinically significant hep®tic

trials with CT-P10.

Patients with renal impairment \

Rituximab does not undergo renal excretion. There i Qience of nephrotoxicity in clinical use for the
reference product (MabThera SmPC 2015; van VoII@en et al. 2010). No patients with clinically significant

renal impairment have been treated in cIinicaI%wﬂh CT-P10.

Sub-populations carrying known and relev morphisms
FcyRIIIa receptor subtyping was perf n 96 subjects in the rheumatoid arthritis data set exposed to
CT-P10 in Study CT-P10 1.1 and S -P10 1.3. Approximately equal numbers of subjects with the FcyRIIIa

FF variant (n=43) and the Fcy{ +VV variant (n=53) were treated with CT-P10.
Pregnancy and Lactation

Rituximab is not reco%r;d to be administered during pregnancy. Women should be advised to avoid

pregnancy during rifu exposure and for 12 months after the last treatment has been administered.

Safety relat" ug-drug interactions and other interactions

L 2
No ina@tudies have been performed with CT-P10.
(%)
tudy CT-P10 1.1, the proportion of patients who experienced at least 1 TEAE leading to permanent study
ug discontinuation was similar between 2 treatment groups with 6 (5.9%) patients and 4 (7.8%) patients in

the CT-P10 and Mabthera groups, respectively. The TEAE leading to permanent discontinuation from study
treatments reported in more than 1 patient was infusion-related reaction (2 [2.0 %] patients in CT-P10 group).

uation due to adverse events
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No other TEAE leading to permanent discontinuation from study treatments was reported for more than 1
patient in either treatment group.

In patients who received study drug in Maintenance Study Period (Study CT-P10 1.3), no TEAEs leading to
permanent study drug discontinuation were reported.

Up to Week 24 in Study CT-P10 3.2, 3 (1.9%) patients in the CT-P10 group, 1 (1.7%) patient in the Mabt
group and 4 (2.6%) patients in Rituxan group experienced at least 1 TEAE leading to permanent disconti tl—@
The most frequently reported TEAE leading to permanent discontinuation was infusion related reacti I.%of
the 3 treatment groups (2 [1.2%] patients in the CT-P10 group, 1 [1.7%] patient in the Mabthera gigup¥and 3
[2.0%] patients in the Rituxan group). No other TEAEs leading to permanent discontinuation we @
more than 1 patient in any of the 3 treatment groups. Q

In the pooled analysis, 9 patients each in the Total CT-P10 (CT-P10 + Switched to CT- &1 the reference
products (Mabthera + Rituxan) groups experienced at least 1 TEAE leading to per $scontinuaﬁon. The

most frequently reported TEAE leading to permanent discontinuation was infusion d reaction in both the
Total CT-P10 and the reference products group, which were reported for 4 paﬁts In each treatment group.

ported for

Up to Core Cycle 4 (12 weeks) in Study CT-P10 3.3, 3 (5.1%) patients in th 0 group and 1 (1.6%) patient

in the Rituxan group experienced at least 1 TEAE leading to permane ontinuation. No TEAEs leading to
permanent discontinuation were reported for more than 1 patient i r treatment group. In Core Study
Period treatment-emergent AEs leading to permanent study dr ontinuation were reported for 5 (7.1%)

patients and 1 (1.4%) patient in the CT-P10 and Rituxan trx groups, respectively. The TEAEs leading to
permanent study drug discontinuation considered to be related%o the study drug were reported for 3 (4.3%)
patients and 1 (1.4%) patient in the CT-P10 and Ritux tment groups, respectively. Each TEAE was
reported for only 1 patient. Regardless of the relat@ ith the study drug which was decided by the
investigators, all patients had risk factors for thg JEAESJeading to permanent study drug discontinuation, except
one patient who early discontinued the study, &ue to infusion-related reaction and the patient had positive
results for ADA and NAb tests. C)

Table 67: Treatment-Emergent AQ
by System Organ Class and Prefe

vents Leading to Permanent Study Drug Discontinuation
Term: Safety Population

CT-Fl10 Ritnzan Total
System Organ Class N=T0) N=T0) (N=140)
Preferred Term Number (%) of Patients
Number of patients with \1’ leading to s 1049 5(43)
permanent study drog ation
Cardiac disorders | Y4
lated 1{1.4) ] 1{0.T)
0 1{14 1{0.T)
Imj and proceduoral complications
ted reaction - Fualated 1{1.4) ] 1{0.T)
rocedural fistula - Unrelated 1{1.4) ] 1{0.T)
stizations
Liver function test abnormal - Related 1{1.4) ] 1{0.T)
Metabolism and nuirition disorders
Tumour ly:is syndroms - Related 1{1.4) ] 1{0.T)

Abbrevizton: TEAE, restment-smergent adverse event,
Medical Dictionary for Bemlatory Activities Version 18.1 was nsed Combined preferred term was applied.
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Overall, the proportions of patients who reported at least 1 TEAE leading to discontinuation were similar among
the treatment groups across all CT-P10 studies and the indications. The comparative analysis did not reveal any
trends or new signals in the patients treated with CT-P10.

Post marketing experience 6

No post-marketing data with CT-P10 are available. @
0\6
2.5.1. Discussion on clinical safety O

The clinical development programme comprises six studies, includes clinical studies in rhex id arthritis (RA)
and non-Hodgking~s lymphoma (NLH) patients. Among the clinical studies of CT-P10,2 RhaSe 1 studies in RA
have been completed to date, Studies CT-P10 1.1 and CT-P10 1.3. And 3 Phase 3 st/ e currently ongoing,
which are Study CT-P10 3.2 in RA patients, Study CT-P10 3.3 in advanced follicula phoma (AFL) patients
and Study CT-P10 3.4 in low tumour burden follicular lymphoma (LTBFL) pat%s.

Studies in rheumatoid arthritis (RA) : @

Treatment Emergent Adverse Events (TEAES): Q

In Study CT-P10 1.1, TEAEs were reported for a total of 116 (75 tients (71.6% in the CT-P10 group). The
TEAEs most frequently reported in the CT-P10 group were u spiratory tract infection (18.6%0), infusion
related reaction (11.8%), and urinary tract infection (10.284). Overall, 46 (45.1%) patients in the CT-P10 group
experienced TEAEs considered to be related to the st ‘g. The majority of TEAEs were grade 1 or grade 2
in intensity and no grade 4 TEAEs were reported. TH{ pr&portion of patients who experienced at least 1 grade 3
TEAE was 13.7% in the CT-P10 group. The mo@ ntly reported grade 3 TEAEs reported by patients was
gamma-glutamyltransferase increased (2.0%) i CT-P10 group. No other grade 3 or higher TEAEs were
reported for more than 1 patient.

In Study CT-P10 1.3 (Maintenance S CT-P10 1.1), of those patients who received study drug in the
Maintenance Study Period, 9/38 patients in the CT-P10 maintenance group and 4/20 (20.0%) patients

in the CT-P10 switch group e d at least 1 TEAE.TEAEs considered by the investigator to be related to

study drug were reported f 3%) patients and 2 (10.0%) patients in the CT-P10 maintenance group and
CT-P10 switched group, res ively.The most frequently reported TEAEs in CT-P10 maintenance group were
upper respiratory tr I-xectio and urinary tract infection (each reported in 5.3%). In CT-P10 switch group,
there was no TEAEs ed in more than 1 patient. All TEAEs considered by the investigator to be related to the

study drug.Téeqnaj§ity of TEAEs were grade 1 or grade 2 in intensity and no grade 4 TEAEs were reported. In

Study CT-P 21 patient in the CT-P10 maintenance group experienced grade 3 hypertension and 1 patient
in the C: itch group experienced grade 3 spinal osteoarthritis. Both TEAEs were considered unrelated to
study, ent by investigator. No other grade 3 or higher TEAEs were reported.

I1g?y CT-P10 3.2, 95 (59.0%) patients in CT-P10 group, experienced at least 1 TEAE. Of these TEAEs, the
requently reported was infusion related reaction in CT-P10 group (25 [15.5%] patients).

the pooled analysis for the RA population (Studies CT-P10 1.1, CT-P10 1.3 and CT-P10 3.2), the proportions
of patients reporting TEAEs were balanced between the treatment groups; 172 (60.8%) and 152 (58.0%) in the

Total CT-P10 (CT-P10 only + Switched to CT-P10) and the reference products (Mabthera + Rituxan) groups,
respectively. Of those, TEAEs considered by the investigator to be related to the study drug were reported for 97
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(34.3%) patients and 90 (34.4%) patients in the Total CT-P10 (CT-P10 only + Switched to CT-P10) and the
reference products groups, respectively. The majority of TEAEs were mild to moderate and their severities were
similar between the 2 treatment groups. The TEAE most frequently reported was infusion related reaction in the
Total CT-P10.

Treatment Emergent Serious Adverse Events (TESAES):

In Study CT-P10 1.1, a total of 21 patients reported TESAEs; 14 (13.7%) patients experiencing 17 SAEgsi @
CT-P10 group and 7 (13.7%) patients experiencing 8 SAEs in the Mabthera group. The distribution 01? is
aligned with the randomization allocation of 2:1 in the study. The TESAEs that were considered b %

‘ :f ,1 CT-P10

investigator to be related to study drug were reported for 3 (2.9%) patients and 2 (3.9%) patient
and Mabthera group, respectively.

There was only 1 TESAE reported in more than 1 patient (intervertebral disc disorder, Q%0] patients in
Mabthera group) and both cases were considered by the investigator to be unrelated e study drug. No other
TESAE was reported for more than 1 patient in either treatment group.

In Study CT-P10 1.3, among patients who received study drug in the Maint &e Study Period, 1 patient in
each treatment group experienced a TESAE of spinal osteoarthritis. Bot were considered unrelated to
study treatment by the investigator.No other TESAE were reported.

In Study CT-P10 3.2, a total of19 patients reported at least 1 TESKRE; .2%) patients in the CT-P10 group
and 9 (6.0%) patients in the Rituxan group. No TESAE was kepq & il the Mabthera group. TESAEs considered
to be related to the study drug were reported for 5 (3.3%) paNi€ in the Rituxan group only. The most

frequently reported TESAE in the CT-P10 group was fracmwhich was reported for 2 (1.2%) patients, and no

other TESAEs were reported for more than 1 patierb f the 3 treatment groups.

In the pooled analysis for the RA population (Stydies§T-P10 1.1, CT-P10 1.3 and CT-P10 3.2), TESAEs were
reported for 26 (9.2%) patients and 16 (6.1% &nts in the Total CT-P10 and the reference products groups,
respectively. The TESAE considered by th r@igator to be related to the study drugs were reported for 3
(1.1%) patients and 7 (2.7%) patien 'r@otal CT-P10 and the reference products groups, respectively, and
there were no related TESAEs that

eported for more than 1 patient in either treatment group.

Adverse Events of Special Inte SlI):

Only few AESIs belonging risks groups were identified in the CT-P10 RA and AFL studies: IRRs, TLS,
infections, opportunis®c infe ns, malignancies, cardiovascular diseases and neutropenia. There were no
reports of fatal infe“% PML, SJS/TEN, HBV de novo, Gl perforations, neurological disorders manifesting as

PRES, AML / MD

2

Infusion Rela actions (IRRs)

In Stu§ 01.1, 20 (19.6%) patients in the CT-P10 group experienced TEAEs of IRRs. Of these, there was
no ca ' fatal outcome. The most frequently reported TEAEs of IRRs for patients in the CT-P10 group were
i elated reaction (11.8%), headache (4.9%) and dermatitis (2.0%).

udy CT-P10 1.3, among the patients who received study drug in the Maintenance Study Period, 1 patient in
ch treatment group reported TEAEs of IRRs (2.6% and 5.0% in the CT-P10 maintenance and switch groups,

respectively). No patients reported fatal, serious or severe IRR.

Overall, most IRRs were of mild to moderate severity and no fatal cases were reported throughout Studies
CT-P10 1.1 and CT-P10 1.3. Severe (grade 3) events of IRRs were reported in 2 (2.0%) patients in the CT-P10
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group only. IRR leading to the permanent study discontinuation were reported for 2 (2.0 %) patients in the
CT-P10 group.

In Study CT-P10 3.2, the most frequently reported sign/ symptom of IRRs was pruritus and there were no
notable differences in the reported symptom between the treatment groups.

Infections @6

In the pooled analysis for the RA population (Studies CT-P10 1.1, CT-P10 1.3 and CT-P10 3.2), 80 @8
patients in the Total CT-P10 (CT-P10 + Switched to CT-P10) reported at least 1 event of infection. T,

of events of infections were grade 1 (mild) and 2 (moderate) in severity whereas grade 3 (sever ts were
reported for 2 (0.7%) patients in the Total CT-P10. These events include an unrelated ev ary tract
infection and an unrelated event of gastroenteritis in the Total CT-P10 group. Of those, of @vents in the
Total CT-P10 group were serious. There was 1 fatal event of infection in the Total CT-P p which was
cellulitis. Serious events of infections were reported in 3 (1.1%) patients in the CT@Q

rity

Opportunistic Infections
In the pooled analysis for the RA population (Studies CT-P10 1.1, CT-P10 % CT-P10 3.2), 5 (1.8%)

patients in the Total CT-P10 (CT-P10 + Switched to CT-P10) group rep least 1 event of opportunistic
infections. The majority of events of opportunistic infections were g ild) and 2 (moderate) in severity
No grade 3 (severe) or serious events were reported patients in t@ group.

Malignant Events

In the pooled analysis for the RA population (Studies CT-, 1.1, CT-P10 1.3 and CT-P10 3.2), Grade 3 (severe)
or serious events of malignancy were reported for 1 ( Qﬁtient in the CT-P10. An additional malignant event
reported for 1 patient in the Total CT-P10 group (SQT-PlO 3.2) was a grade 1 and non-serious event of
thyroid neoplasm.

Impact on Cardiovascular Disease 0
In Study CT-P10 1.1, 14.7% patients@g -P10 group experienced TEAEs of cardiovascular nature. In Study

CT-P10 1.3, 1 (2.6%) patient in the 0 Maintenance group experienced a severe TEAE of hypertension
which was ongoing from Stud &n 1.1.

){

When pooled across CT-P1 s conducted in RA patients (Studies CT-P10 1.1, CT-P10 1.3 and CT-P10 3.2),
the proportion of patiégts at t 1 event of cardiovascular disease were 25 (8.8%) patients in the Total CT-P10
group (CT-P10 + Sm to CTP10), and a higher proportion of patients have at least 1 risk factor for

cardiovascular di the Total CT-P10 group; 158 (55.8%) patients in the Total CT-P10.
L 2
Neutropenia \Q

*

Q)walysis for the RA population (Studies CT-P10 1.1, CT-P10 1.3 and CT-P10 3.2), there was 5
1gnts in the Total CT-P10 group with neutropenia. In the NHL population (Study CT-P10 3.3), a
gher proportion of patients with neutropenia in the CT-P10 group was noted; 13 (22.0%).

In th
(1.89
slj

There were no deaths reported during the Study CT-P10 1.1 and CT-P10 1.3. One death reported in Study
CT-P10 3.2.

Laboratory findings
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In Study CT-P10 1.1, the most common grade 3 finding was increased GGT (6 [5.9%] patients in CT-P10). The
most common grade 4 finding was decreased total neutrophils (2 [2.0%] patients in CT-P10) with higher grade
3 and 4; 7 (6.9%) patients in the CT-P10.

groups in relation to clinical laboratory parameters (3 [7.9%] patients and 1 [5.0%] patient in CT-P10

In Study CT-P10 1.3, there were no notable differences between the CT-P10 maintenance and the CT-P10 switché
maintenance group and CT-P10 switch group, respectively). @

In Study CT-P10 3.2, the most common grade 3 finding was GGT increased (2 [1.2%] patients in C \@
Grade 4 findings were reported for only 1 (0.6%) patient in the CT-P10 group.

No differences in laboratory results were seen when taking into consideration results acro O studies.
Discontinuation due to Treatment Emergent Adverse Events (TEAES):

In Study CT-P10 1.1, the proportion of patients who experienced at least 1 TEAE legdi permanent study
drug discontinuation was 5.9% in the CT-P10 group. The TEAE leading to permane ntinuation from study
treatments reported in more than 1 patient was infusion-related reaction (2 % in CT-P10 group).

In patients who received study drug in Maintenance Study Period (Study C@O 1.3), no TEAEs leading to
permanent study drug discontinuation were reported.

Up to Week 24 in Study CT-P10 3.2, 3 (1.9%) patients in the CT—P@J xperienced at least 1 TEAE leading
to permanent discontinuation. The most frequently reported T ing to permanent discontinuation was

infusion related reaction, 2 [1.2%] patients in the CT-P10 gr

In study CT-P10 3.2, the immunogenicity rate at week hich is the only time point with available
information, did not appear comparable for the tw% ts. In the randomised part 1 of the study, the ADA
incidence in the CT-P10 arm (13.6%) was les f that observed in the MabThera arm (27.6%).

Study in patients with Advanced Follicular phoma (AFL)

Core Study Period CT-P10 3.3.

During the Core Study Period, patig Qre treated with study drug (CT-P10 or Rituxan) in combination with

CVP for up to 8 cycles. Patientsgré¢ ng at least 1 dose of CT-P10 were analyzed under the CT-P10 treatment
group. Overall, CT-P10 was iolerated and the safety profile of CT-P10 was comparable to that of Rituxan

during the Core Study Peri

TEAEs: Treatment nt AEs were reported for 58 (82.9%) patients and 56 (80.0%) patients in the CT-P10
and Rituxan trea oups respectively. The most frequently reported TEAEs in the CT-P10 treatment group
were neutrop [34.3%] patients) followed by IRR (16 [22.9%)] patients) and constipation (12 [17.1%]
patlents) j rlty of TEAEs were the CTCAE grade 1 or grade 2 in intensity. One grade 5 TEAE of tumour

lysis as reported in the CT-P10 treatment group.
Tre %emergent AEs considered by the investigator to be related to the study drug were reported for 37
) patients in the CT-P10 treatment group and 34 (48.6%) patients in the Rituxan treatment group. The
st frequently reported TEAEs considered by the investigator to be related to the study drug were neutropenia
d IRR (15 [21.4%] patients each) in the CT-P10 treatment group and IRR (17 [24.3%] patients) followed by
neutropenia (5 [7.1%] patients) in the Rituxan treatment group. The number of patients who experienced at
least 1 grade 4 TEAE considered to be related to the study drug was 4 (5.7%) patients in each treatment group.
The reported grade 4 TEAEs considered to be related to the study drug was neutropenia (4 [5.7%] patients in
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the CT-P10 treatment group and 3 [4.3%] patients in the Rituxan treatment group) and ileus (1 [1.4%] patient
in the Rituxan treatment group).

TESAEs: Treatment-emergent SAEs during the Core Study Period were reported for 16 (22.9%) patients and 9
(12.9%) patients in the CT-P10 and Rituxan treatment groups, respectively. The proportion of patients who
experienced at least 1 TESAE considered by the investigator to be related to the study treatment was similar i
the 2 treatment groups (6 [8.6%] patients and 4 [5.7%] patients in the CT-P10 and Rituxan treatment gro@

respectively). TS 6
AESI: K\
Treatment-emergent AEs due to IRRs during the Core Study Period were reported for 16 (@ients and

17 (24.3%) patients in the CT-P10 and Rituxan treatment groups, respectively. \

Treatment-emergent AEs due to infection during the Core Study Period were reportecgz (31.4%) patients
and 26 (37.1%) patients in the CT-P10 and Rituxan treatment groups, respectively. ost frequently
reported TEAEs due to infection in the CT-P10 treatment group were lower respirat tract infection,
pneumonia and upper respiratory tract infection (5 [7.1%] patients each). T &)st frequently reported TEAEs
due to infection in the Rituxan treatment group was upper respiratory tra t@(ion (12 [17.1%] patients). The
number of patients with at least 1 of the respiratory infections (influeng pper respiratory trac infection,
tracheobronchitis, lower respiratory infection or pneumonia) was si een the 2 treatment groups (16
[22.6%] patients in each treatment group). Furthermore, patie, Qhad pneumonia or lower respiratory
tract infection had risk factors regardless of the relationship\i@e

sequalae.

study drug and they recovered without

One TEAE classified as malignancy (basal cell carcin Qs reported for 1 (1.4%) patient in the Rituxan
treatment group. Q

No TEAEs due to PML were reported in eitheg}-Plo or the Rituxan treatment group.

Discontinuation due to TEAES: Treatment-e ent AEs leading to permanent study drug discontinuation

during the Core Study Period were regd or 5 (7.1%) patients and 1 (1.4%) patient in the CT-P10 and

i -" these, the number of patients considered to be related to the study
drug was reported for 3 (4.3% % ts and 1 (1.4%) patient in the CTP10 and Rituxan treatment groups,
respectively. Regardless of ationship with the study drug, all of the patients had risk factors for the TEAEs
leading to permanent stud discontinuation, except 1 patient who early discontinued due to IRR and had a
positive result for ADN NA® tests at Core Cycle 4.

Rituxan treatment groups, respec

The proportions ts who reported at least 1 TEAE leading to discontinuation were similar among the
treatment g acvoss all CT-P10 studies and the indications. The comparative analysis did not reveal any
trends gr rq) Is in the patients treated with CT-P10.

I

Labor dings: The majority of laboratory parameters was normal (as did not satisfy any CTCAE grade
cri was CTCAE grade 1 or grade 2 in intensity for each laboratory parameter and each subsequent time
.Neutrophil count decreased was the most common CTCAE grade 3 or higher results laboratory parameters

ing the Core Study Period in the CT-P10 treatment group and the Rituxan treatment group (Grade 3: 14

0.09%] patients and 9 [12.9%] patients; Grade 4: 5 [7.1%] patients and 5 [7.1%] patients, respectively).

The majority of patients had negative results for ADA and NAb tests during the Core Study Period. The
proportion of patients with positive ADA results was similar in the 2 treatment groups during the Core Study
Period (3 patients and 2 patients in the CT-P10 and Rituxan treatment groups, respectively). Mean IgM, 1gG, and
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IgA levels were decreased from baseline through Cycle 8 of the Core Study Period, and there were no notable
differences between the 2 treatment groups. The majority of patients had a grade 0 or grade 1 ECOG

performance status at screening and at each subsequent visit. For other safety assessments, including vital

signs, ECG, hypersensitivity monitoring, TB assessment, preghancy test, and physical examination, there were

no notable differences between the 2 treatment groups during the Core Study Period. 6

Deaths: During the Core Study Period, 1 death due to an AE was reported for a patient in the CT-P10 treatn@
group who died of tumour lysis syndrome (TLS). During the Follow-up Period, there were 2 more deashs

by disease progression. X\
The most frequently reported TEAEs in the CT-P10 treatment group in Core Study Period (AFL ;@\t ) were

neutropenia (24 [34.3%] patients). Q
In AFL patients when compared Part 1 and Part 2 of Study CT-P10 3.3, the safety profile & shlightly worse
in Core Study Period (24 weeks) than in Part 1 (12 weeks). 2

Is and post-marketing

From the safety database of rituximab all the adverse reactions reported in cligical
&one of Mabthera.

have been included in the Summary of Product Characteristics which foIIow:

2.5.2. Conclusions on the clinical safety

The overall safety profile of CT-P10 appeared roughly simil t@ of the reference product although the
pooled incidences of AEs and SAEs were generally lower fon&reference products. Therefore, the available
safety data are considered supportive of biosimilarity b n CT-P10 and MabThera. Most common reported
events were infections, infusion related reactions. T ncies and nature of the adverse events were in line
with those reported for the innovator MabThera/Rit n in the RA and NLH study populations.

Although dataset of AFL patients has been u » data are still considered very limited to reach firm
conclusion about safety proflie. Additional data from Maintenance Study Period CT-P10 3.3. and
). The planned extension studies CT-P10 3.2 (RA) CT-P10 3.3

Follow-up Period should be provided
(AFL) and CT-P10 3.4 (LTBFL) listed RMP will provide additional long term safety data.

©

2.6. Risk Manaﬂ Plan
The risk managem% covers several products indicated in different indications. Only the safety concerns
G

PA/MPA are applicable to Tuxella.

listed for NHL, Q
2.6.1s 5@ concerns
Tableé\ummary of the safety concerns
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Summary of safety concerns

Important identified risks

(indication)

Infusion-related reactions (all indications)

Impaired immunisation response (all indications)
Progressive multifocal leukoencephalopathy (PML) (all indications)
Neutropenia (incl. prolonged) (all indications)
Hepatitis B virus (HBV) reactivation (all indications)
Tumour lysis syndrome (NHL/CLL)
Gastrointestinal perforation (NHL/CLL)
Hypogammaglobulinaemia (RA and GPA/MPA)
Stevens-Johnson syndrome/Toxic epidermal necrolysis (

Infections including serious infections (all indications)

Important potential risks

(indication)

Administration route

Posterior reversible encephalopathy syndrome (PRES)@

Malignancy (RA and GPA/MPA)

Impact on cardiovascular disease (RA and GPA/MP

Prolonged B-cell depletion (all indications)

Increased grade 3 or 4 and serious blood a
in patients >70 years (CLL)

Acute myeloid leukaemia/myelodys

Second primary malignancy (NH )

Off-label use in autoimmunexdis %

Off-label use in pediatric pa&

Relapse of GPA/MPA (G

all indications)
A)
HL/CLL)

o

hatic system adverse events

drome (NHL/CLL)

RA and GPA/MPA)

Missing information
(indication)

Use during pregnanc
Immunogenici

Long-term

r lactation (all indications)

d autoimmune disease (RA and GPA/MPA)
infGPA/MPA patients (GPA/MPA)

2.6.2. Pharmacovigilan

Table 68: Ongoing and P

d Additional PhV Studies/Activities in the Pharmacovigilance Plan

Study/activity bjec@yves Safety concerns Status Date for
Type, title and addressed (planned, | submission of
category (1-3) started) interim or final
reports (planned
or actual)
Primary objective Infusion-related Started CSR completed (up

Compare the
Pharmacokinetics,
Efficacy and Safety
between CT-P10,
Rituxan® and

Part 1

To evaluate and compare
pharmacokinetics in terms
of area under the serum
concentration-time curve
from zero to time of last
quantifiable concentration
(AUCq_jast), AUC from zero to
infinity (AUCq.») and
maximum serum

concentration (C.y) of

reactions, infections
including serious
infections, impaired
immunisation
response,
hypogamma-globuli
naemia, PML,
neutropenia,
Hepatitis B virus
(HBV) reactivation,
SJS/TEN,

to 24 weeks):
3Q/2016

Estimated CSR
completion (up to
76 weeks):
4Q/2017
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Study/activity
Type, title and
category (1-3)

Objectives

Safety concerns
addressed

Status
(planned,
started)

Date for
submission of
interim or final
reports (planned

MabThera® in
Patients with
Rheumatoid
Arthritis

Cat. 3

CT-P10 to Rituxan®, CT-P10
to MabThera® and Rituxan®
to MabThera® during the
first course of treatment
(over the first 24 weeks).
Part 2

To demonstrate that CT-P10
is similar to reference
products (Rituxan® and
MabThera®) in terms of
efficacy as determined by
clinical response according
to change from Baseline in
disease activity measured
by Disease Activity Score
using 28 joint counts
(DAS28) (C-reactive protein
[CRP]) at Week 24.

Secondary objectives:
Part 1

To assess the additional PK
variables of CT-P10,
Rituxan® and MabThera®,
during the first course
treatment (over the fir
weeks).

To evaluate the
pharmacodynarficHP.

and safety of 0,
Rituxan® hera®

(over th 4 weeks).
Part K

To te the additional
(u Week 48),
acy, PD, overall safety,
biomarkers of CT-P10
ompared with reference
products

S

malignancy,
cardiovascular
disease, prolonged
B-cell depletion, use
during pregnancy,
immunogenicity and
autoimmune disease

Q2
O
O\

or actual)
0\6

\\O

A\
&U
%)
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Double-Blind Study
to Demonstrate
Equivalence of
Pharmacokinetics
and Noninferiority
of Efficacy for
CT-P10 in
Comparison with
Rituxan®, Each
Administered in
Combination With
Cyclophosphamide,
Vincristine, and
Prednisone (CVP) in
Patients With
Advanced Follicular
Lymphoma

Cat. 3

O

\o

Cmaxss at Cycle 4(Core
Study period).

Part 2

To demonstrate that CT-P10
is noninferior to Rituxan® in
terms of efficacy as
determined by overall
response rate (CR + CRu +
PR) over Cycle 8 (Core
Study Period) according to
the 1999 International
Working Group (IWG)
criteria

Secondary objective:
Part 1
To evaluate other PK

parameters and
pharmacodynamics (B-
kinetics), overall safetys
efficacy, and bioma S
CT-P10 in compariso

Rituxan®

Part 2

To demon erall
respons R + PR)
over es (Core Study

cording to the
007 criteria, and to
Xuat additional efficacy
meters
o evaluate
pharmacodynamics
(B-lymphocyte [B-cell]
kinetics, including depletion
and recovery), overall
safety, and biomarkers of
CT-P10 in comparison with
Rituxan®.

S

TLS, gastrointestinal
perforation, PRES,
SJS/TEN, secondary
malignancy,
AML/MDS, prolonged
B-cell depletion, use
during pregnancy,
impaired
immunisation
response

Q2
O
O\

Study/activity Objectives Safety concerns Status Date for

Type, title and addressed (planned, | submission of

category (1-3) started) interim or final
reports (planned
or actual)

Phase 111 Primary objective: Infusion-related Started CSR completed (up

CT-P10 3.3 Part 1 reactions, infections to cycle 4): @

A Phase 1/3, To demonstrate that CT-P10 | including serious 2Q/2016 .

Randomised, is similar to US-licensed infections, PML, CSR comu % b

parallel-Group Rituxan® in terms of PK as | Neutropenia, to cvela

Ve | determined by AUC,,, and Hepatitis B virus Y
Active-Controlled, (HBV) reactivation, 4Q/2

i ed CSR
letion (up to 3

ars): 4Q/2019

<
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Study/activity Objectives Safety concerns Status Date for
Type, title and addressed (planned, | submission of
category (1-3) started) interim or final
reports (planned
or actual)
Phase III Primary Objective: Infusion-related Started Estimated CSR
CT-P10 3.4 To demonstrate that CT-P10 | reactions, infections com;:rllen?n (up t@
A Phase 3, is similar to Rituxan® in !nclud_mg serious TOInZOzz).‘
Randomised, terms of efficacy as infections, PML, Q
Parallel-Group, determined by overall neutropenia, i x
Active- Hepatitis B virus Estim S
ctive-Controlled, response rate (CR + CRu +
(HBV) reactivation, com up to

Double-Blind Study
to Compare Efficacy
and Safety between
CT-P10 and
Rituxan® in Patients
with Low Tumour
Burden Follicular
Lymphoma

Cat. 3

PR) at 7 months (Prior to
Cycle 3 of the Maintenance
Study Period) according to
the Modified Response
Criteria for Malignant
Lymphoma.

Secondary Objectives:

e To evaluate overall
response rate (CR +
CRu + PR) according to
the Modified Response
Criteria for Malignant
Lymphoma during the
study period.

e To evaluate additional
efficacy parameters
(progression-free
survival, time to
progression and oV
survival according(to tige
Modified Respon
Criteria for \ t
Lymphom

phocyte [B-cell]
ics), overall safety,
and biomarkers of
CT-P10 in comparison
with Rituxan®.

TLS, gastrointestinal
perforation, PRES,
SJS/TEN, secondary
malignancy,
AML/MDS, prolonged
B-cell depletion, use
during pregnancy,
impaired
immunisation
response

<
O

\

o)
2

O
N\
DO
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2.6.3. Risk minimisation measures

Table 69: Summary table of risk minimisation measures

Safety concern
(indication)

Routine risk minimisation measures

Additional risk
minimisation measures

Identified risk - Infusion-related
reactions (all indications)

SmPC sections 4.2, 4.3, 4.4 and 4.8

RA/GPA/MPA patients onl
e Physician infort é

document

Identified risk - Infections including
serious infections

(all indications)

SmPC sections 4.2, 4.3, 4.4 and 4.8

Ccu

Identified risk - Impaired
immunisation response

(all indications)

SmPC section 4.4

o@lent Alert card
&None

Identified risk - Progressive
multifocal leukoencephalopathy
(PML) (all indications)

SmPC section 4.4 and 4.8

\00

RA/GPA/MPA patients only:

e Physician information
document

e Patient information
document

e Patient Alert card

Identified risk - Neutropenia (incl. | SmPC section§4.3%4 .4 and 4.8 None
prolonged) (all indications) &
Identified risk - Hepatitis B virus SmPC @ns 4.3, 4.4 and 4.8 None
(HBV) reactivation (all indications) \
Identified risk - Tumour lysis @ections 4.2,4.4 and 4.8 None
Syndrome (NHL/CLL)
Identified risk - Gastrointestin mPC section 4.8 None
perforation (NHL/CLL)
Identified risk — SmPC sections 4.3, 4.4 and 4.8 None
Hypogammaglobuli i
(RA and GPA/MP.
Identified ris?< x? ns-Johnson SmPC sections 4.4 and 4.8 None
' X idermal
indications)
- Posterior reversible | SmPC section 4.8 None
e aldpathy syndrome (PRES)
R’icaﬁons)
otential risk - Malignancy SmPC sections 4.4 and 4.8 None
(RA and GPA/MPA)
Potential risk - Impact on SmPC sections 4.3, 4.4 and 4.8 None

cardiovascular disease
(RA and GPA/MPA)
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Safety concern
(indication)

Routine risk minimisation measures

Additional risk
minimisation measures

Potential risk - Prolonged B-cell SmPC sections 4.8 and 5.1 None
depletion (all indications)
Potential risk - Increased grade 3 SmPC section 4.8 None

or 4 and serious blood and
lymphatic system adverse events
in patients >70 years (CLL)

.cC
o

Potential risk - Acute myeloid None None
leukaemia/myelodysplastic O
syndrome (NHL/CLL)

Potential risk - Second primary None None

malignancy (NHL/CLL) 4 }

Potential risk - Off-label use in None

autoimmune disease
(RA and GPA/MPA)

>

Potential risk - Off-label use in
pediatric pateints (all indications)

SmPC section 4.2

Potential risk - Relapse of GPA/MPA
(GPA/MPA)

SmPC section 5.1

Potential risk — Administration
route error (NHL/CLL)

SmPC section 4.2

O

None

None

NHL/CLL patients only:
e Physician information

Missing information - Use during SmPC section 6 None
pregnancy or lactation (all

indications) &3

Missing information - SmPC @ 1 None
Immunogenicity and autoimmune

disease (RA and GPA/MPA)

Missing information - Long-term section 5.1 None

use in GPA/MPA patients
(GPA/MPA)

Conclusion \

The CHMP and 6 sidered that the risk management plan version 7.0 is acceptable.

2.7. Ph OV|g|Iance

Phar@gllance system

MP considered that the pharmacovigilance system summary submitted by the applicant fulfils the
irements of Article 8(3) of Directive 2001/83/EC.
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2.8. Product information

2.8.1. User consultation

The applicant has submitted a document for justify that Tuxella is a duplicate licence application of Truxima. Theé
bridging report between Truxima and MabThera has already been accepted by the EMA during the review o
centralised procedure for original MAA of Truxima. There are no significant changes in content and design for%¥e
proposed patient leaflet (PL) and Truxima PL, except for proprietary name and a few indication-speéi ié
sections. Therefore, the applicant”s justification to not undertake further consultation with target ﬁ&

groups, is considered acceptable. O
2.8.2. Additional monitoring ®
Pursuant to Article 23(1) of Regulation No (EU) 726/2004, Tuxella (rituximab) is_i d in the additional

monitoring list as it is a biological product authorised after 1 January 2011.

Therefore the summary of product characteristics and the package leaflet§ncludes a statement that this
medicinal product is subject to additional monitoring and that this will all@i k identification of new safety
information. The statement is preceded by an inverted equilateral blaﬁ

3. Benefit-Risk Balance OQ

3.1. Therapeutic Context

le.

The therapeutic context of rituximab is very well de Qer the years since it first received the MA in the EU
(2" June 1998), as Mabthera.

Tuxella (rituximab), being a biosimilar of Ma@s reviewed in the context of its similarity and comparability
with the reference product.

3.2. Favourable effects 6

PK analyses for study CT-P10 ﬂQonstrate that the PK profiles of CT-P10 and MabThera are comparable. In
addition to the analyses of P, Study CT-P10 1.1, which compared CT-P10 and Mabthera, Study CT-P10 3.2,
which compared CT-P10, era and Rituxan, and Study CT-P10 3.3, which compared CT-P10 and Rituxan,
support the conclusio\K ilarity. In addition, PK data in both RA and AFL patients support the
extrapolation to all %

dications.
In study CT-P @mean B-cell levels BLOQ (20 cells/ul) were reached at the end of infusion in the CT-P10
arm. AILpaﬁr}\but one in the Mabthera arm had reached levels below 20 cells/ul within 15 minutes after
infusi both study arms B-cell counts consistently remained below 20 cells/ul until week 16 for the
@aﬁents. In study CT-P10 3.2. the B-cell counts from all patients, except one in the CT-P10 group,
to below the LLoQ (20 cells/pL) immediately after the 1st infusion and then remained below this level
eek 24 in the majority of patients in all treatment groups.

majo
d

study CT-P10 3.3. in AFL patients, a sharp decrease was observed in mean B-cell counts 1 hour after the end
of infusion at Core Cycle 1 and a complete depletion (below LLoQ) was achieved at Cycle 4 for both CT-P10 and
Rituxan treatment groups.
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On the basis of the clinical data submitted from the Study CT-P10 1.1 and 3.2, both treatments seem similar in
terms of ACR up to week 24. Regarding the change from baseline in the disease activity measured by DAS28 in
Study CT-P10 1.1 and 3.2, the analyses carried out by the applicant meet the criteria for therapeutic equivalence

according to the equivalence margin of 0.60.
In the study 3.3, in terms of the ORR 1999 IWG criteria (central review) both in PP and ITT population, the 6
difference lies within 7% (4.3% and 5.7% PP and ITT respectively), therefore comparability to the referen@

rituximab is demonstrated. . 6

3.3. Uncertainties and limitations about favourable effects

In the Oncology setting, analyses on ORR as per the 2007 IWG criteria, time-to-event para e deing PFS,
TTP, TTF, response duration, DFS and OS will be submitted when available and in the cas PRg and OS, yearly
updates will be required (see RMP) as patients who experienced CR, CRu, or PR after Qyc of the Core Study
Period will enter in the Maintenance Study Period with Rituximab monotherapy. %

3.4. Unfavourable effects

The type and incidence of ADRs to CT-P10 and the reference product ley comparable and for most in
line with those expected on the basis of the MabThera SmPC.

3.5. Uncertainties and limitations about un@ le effects

There are inherent limitations due to the size of the biomar product safety database for the purpose of

characterization and evaluation of rare events of s% rest.

The clinical relevance of Human anti-chimeric gntibotNgs (HACA) formation in rituximab-treated patients
remains not fully understood. In general, th %
CT-P10 and MabThera treatment groups d m study. The majority of patients had negative ADA test results
at each time point in Studies CT—PlO@ T-P10 1.3. However, in study 3.2 (part 1) the HACA incidence at

tion of patients with positive ADA titres was similar in the

week 24 (only time point available) i
arm (27.6%).

-P10 arm (13.6%) was less than half that observed in the MabThera

Otherwise, the safety profil e two products appears broadly comparable except for a higher number of
infusion related reaction, , vomiting, general disorders and administration site conditions (pyrexia),
neutropenia, upper respirato ract infection, urinary tract infection dizziness and rheumatoid arthritis in the
CT-P10 arms. Thes% rs are too small to conclude at this stage; longer term data and a larger database in
the post—mar’ke i ng are required. Additional safety data from Maintenance Study Period CT-P10 3.3. (up
to 2 years) a low-up Period (until death or 3 years from Day 1 of Cycle 1 of the Core Study Period for the
last patéen@r\e provided (see RMP).

3.6. cts Table
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3.7. Benefit-risk assessment and discussion

3.7.1. Importance of favourable and unfavourable effects

A comprehensive biosimilarity exercise, which covered all relevant structural and functional characteristics of
the rituximab molecule, was submitted. The presented results support the biosimilarity claim; similarity
between CT-P10 and the EU reference product MabThera is considered demonstrated at the quality leve
minor differences observed have been adequately justified with respect to the efficacy/safety profileb\éa

Based on the data submitted, in terms of ACR criteria and importantly in terms of DAS28 it could sOonable
to assume the similarity of both products. The similarity based on the margin of + 0.6 for analysi erapeutic
equivalence in CT-P10 1.1 and 3.2 studies was met. In addition, both products seem to OKS ilar results in

the individual components of ACR criteria. :

Both the PK package and the pivotal efficacy trial in patients with rheumatoid arthgis 20 at week 24)
achieved their respective primary and important secondary endpoints (e.g. DAS2 ACR 20 across whole
study period) which is considered crucial for the biosimilar exercise and suppﬁhe extrapolation to all other
indications. From a clinical point view, rheumatology studies point out a C|@I ilarity based on DAS28 and
ACR criteria.

logy indications, the objectives of
nd non-inferiority in efficacy of CT-P10 to

From an oncology perspective, and bearing in mind the extrapolati
study CT-P10 3.3 were to demonstrate similarity in pharmacoki
Rituxan as primary endpoints when coadministered with CVF§ ents with advanced FL. Overall and in the
framework of supportive data from study CT-P10 3.3, t objectives have been met. The oncology study in
AFL highlight the similarity based on ORR after 8 cycles tment. The latter would support the extrapolation
to oncology indications. The results from all other effitacyyendpoint in Study CT-P10 3.3 will be available with the

final CSR by 4Q/2019.

Additionally, the safety profile of Tuxella s e@milar compared to Mabthera with any observed differences in

antibody formation not having any cligicgl ningful impact on the efficacy. Updates on safety will be
submitted with the final CSRs of the 1YY studies (see RMP).
3.7.2. Balance of b xs and risks

For a biosimilar, the \t—ris conclusion is based on the totality of evidence collected from the quality,
non-clinical, and clirii omparability exercise. For Tuxella the benefit-risk is considered positive based on the

submitted datx
The acoeg nc a biosimilar product is based on the overall similarity of quality, pharmaco-toxicological,

phar ic and pharmacodynamic aspects and clinical efficacy and safety. This includes comprehensive
physi ical, biological characterisation and comparison and requires knowledge on how to interpret any
di ces between a biosimilar and its reference medicinal product. Any observed differences have to be

led also with regard to their potential effect on efficacy and safety of the biosimilar medicinal product.

Biosimilarity at quality level was demonstrated on the basis of a very comprehensive comparability exercise.
From a non-clinical perspective comparative PD, PK and toxicokinetic data between Tuxella and the reference
product Mabthera demonstrated biosimilarity.

PK data in both RA and AFL patients support biosimilarity and the extrapolation to all other indications.
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The efficacy of Tuxella was shown to be similar to that of Mabthera in the primary endpoint (ACR20, week 24)
and the other secondary endpoints. Therefore these results are sufficient to demonstrate equivalence in efficacy
between the proposed biosimilar Tuxella and the reference product Mabthera.

Extrapolation of these conclusions other authorised indications for rituximab is sufficiently justified.

Finally, with regards to safety, the adverse event profiles, clinical laboratory data, and other safety parame
did not show any significant safety issues which are not expected with rituximab treatment. There wer

. . . . . . ®
obvious relevant differences in the safety profile of Tuxella as compared to Mabthera with no obviou %

and AFL patients can be reasonably extrapolated to the other approved therapeutic indications bthera.
There appears to be no relevant differences in the safety profile of rituximab throughout a

therapeutic indications. As a biosimilar, the safety-related product information for Mabt o applies to
Truixima.

In conclusion, the safety profile of Tuxella seems highly comparable to Mabthera \@16 inherent limitations
due to the lack of data in the long run, which is not considered worrisome in Qf. ditional long term safety
data will be provided from the extension studies through RMP measures.

3.7.3. Additional considerations on the benefit-ris %nce

With regards to the efficacy, it is well established that the mec 3 of action and PD aspects are common
across autoimmune and across oncology indications of Mabth erefore, and in line with the EMA guidelines
on the similar biological medicinal products, the efficacy ults*obtained with Tuxella, demonstrating
equivalence of Tuxella and Mabthera in RA and AFL p t@can be reasonably extrapolated to the other
approved therapeutic indications of Mabthera. 6

The applicant intends to claim the same ther ic indications for adult patients for the biosimilar Tuxella as
granted for Mabthera for iv administration_ingtheJEU. However, as Mabthera is also marketed in the
subcutaneous indication, a risk of medicatiorfjgrror has been identified. Adequate risk minimisation measures to
avoid the potential route of administ ror have been included in the RMP.

©

The application fo:& was submitted, in accordance with Article 82.1 of Regulation (EC) No 726/2004, as
i

3.8. Conclusions

a duplicate of T

*
The overall B Risk balance is considered positive in the following claim indications:

uthorised on 17 February 2017.

ymphoma (NHL)

Tuxel dicated for the treatment of previously untreated patients with stage I11-1V follicular lymphoma
|r@bination with chemotherapy.
ella monotherapy is indicated for treatment of patients with stage I11-1V follicular lymphoma who are

chemo-resistant or are in their second or subsequent relapse after chemotherapy.

Tuxella is indicated for the treatment of patients with CD20 positive diffuse large B cell non-Hodgkin’s
lymphoma in combination with CHOP (cyclophosphamide, doxorubicin, vincristine, prednisolone)
chemotherapy.
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Chronic lymphocytic leukaemia (CLL)

Tuxella in combination with chemotherapy is indicated for the treatment of patients with previously untreated
and relapsed/refractory CLL. Only limited data are available on efficacy and safety for patients previously
treated with monoclonal antibodies including Tuxella or patients refractory to previous Tuxella plus
chemotherapy.

Tuxella, in combination with glucocorticoids, is indicated for the induction of remission in adult pati
severe, active granulomatosis with polyangiitis (Wegener’s) (GPA) and microscopic polyangiitis

4. Recommendations 5&

Granulomatosis with polyangiitis and microscopic polyangiitis %Q
*

Similarity with authorised orphan medicinal products

The CHMP by consensus is of the opinion that Tuxella is not similar to Imbruviga (1b¥étinib), Arzerra
(Ofatuzumab), Gazyvaro (Obinutuzumab) and Venclyxto (Venetoclax) withi ﬁ
Commission Regulation (EC) No. 847/200.

meaning of Article 3 of

Outcome

Based on the CHMP review of data on quality, safety and ef% @\e CHMP considers by consensus that the
risk-benefit balance of Tuxella is favourable in the following inGcation:

Non-Hodgkin’s lymphoma (NHL)

Tuxella is indicated for the treatment of previ(@a\ted patients with stage 111 1V follicular lymphoma in

combination with chemotherapy.

Tuxella monotherapy is indicated for treat Qf patients with stage 11l 1V follicular lymphoma who are
chemo-resistant or are in their secon equent relapse after chemotherapy.

Tuxella is indicated for the treatm tients with CD20 positive diffuse large B cell non Hodgkin’s lymphoma
in combination with CHOP (cyg hamide, doxorubicin, vincristine, prednisolone) chemotherapy.
(CLL)

Chronic lymphocytic leuka

and relapsed/refra

Tuxella in combinati \h chémotherapy is indicated for the treatment of patients with previously untreated
c@LL. Only limited data are available on efficacy and safety for patients previously

treated withemeho al antibodies including Tuxella or patients refractory to previous Tuxella plus

chemother .
‘ G
See s K #1 for further information.
Gr, tosis with polyangiitis and microscopic polyangiitis

, in combination with glucocorticoids, is indicated for the induction of remission in adult patients with
evere, active granulomatosis with polyangiitis (Wegener’s) (GPA) and microscopic polyangiitis (MPA).

The CHMP therefore recommends the granting of the marketing authorisation subject to the following
conditions:
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Conditions or restrictions regarding supply and use

Medicinal product subject to restricted medical prescription (see Annex |I: Summary of Product Characteristics,

section 4.2).
Other conditions and requirements of the marketing authorisation

Periodic Safety Update Reports

The requirements for submission of periodic safety update reports for this medicinal product are se
list of Union reference dates (EURD list) provided for under Article 107¢c(7) of Directive 2001/83/E(<\any

subsequent updates published on the European medicines web-portal.

Conditions or restrictions with regard to the safe and effective use of the medi p ;

Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and intervention
presented in Module 1.8.2 of the marketing authorisation and any agreed suti

An updated RMP should be submitted: @

® At the request of the European Medicines Agency;

® \Whenever the risk management system is modified, esp
received that may lead to a significant change to the b

(pharmacovigilance or risk minimisation) milestone eached.

Additional risk minimisation measures O

an the agreed RMP

pdates of the RMP.

e result of new information being
isk profile or as the result of an important

Non-Oncology indications Q
The MAH must ensure that all physicians who a\ ed to prescribe Tuxella are provided with the following:

. Product information

. Physician information EQ

. Patient information

. Patient Alert card

The Physician information Tuxella should contain the following key elements:

- The need fo a\superwsmn during administration in an environment where full resuscitation facilities
are imm vallable

- The n heck, prior to Tuxella treatment, for infections, for immunosuppression, for prior/current

2

affectlng the immune system and recent history of, or planned, vaccination
X’need to monitor patients for infections, especially PML, during and after Tuxella treatment

etailed information on the risk of PML, the need for timely diagnosis of PML and appropriate measures
to diagnose PML

The need to advise patients on the risk of infections and PML, including the symptoms to be aware of and
the need to contact their doctor immediately if they experience any.

The need to provide patients with the Patient Alert Card with each infusion

The Patient information about Tuxella should contain the following key elements:
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- Detailed information on the risk of infections and PML

- Information on the signs and symptoms of infections, especially PML, and the need to contact their
doctor immediately if they experience any

. The importance of sharing this information with their partner or caregiver

- Information on the Patient Alert Card @
The Patient Alert Card for Tuxella in non-oncology indications should contain the following key elem® 1%

- The need to carry the card at all times and to show the card to all treating health care pr Xals

- Warning on the risk of infections and PML, including the symptoms

- The need for patients to contact their health care professional if symptoms occ Q

Oncology indications:

The MAH must ensure that all physicians who are expected to prescribe Tuxella are@ded with the following:
e Product information

e Physician information @

The Physician information about Tuxella should contain the followi ments:

. Information that the product should be administere@ y to avoid administration route errors.
agre

The Physician information and Patient information must be with the National Competent Authorities prior

to distribution and Patient Alert Card should be includeart of inner packaging.
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