EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

EMA/511029/2024
Committee for Medicinal Products for Human Use (CHMP) *

17 October 2024 @

Assessment report {,Q
Absimky 0

International non-proprietary name: ustekinumat;{

Procedure No. EMEA/H/C/006585/0000 QQ

N

Assessment report as adopted by the CHMP ; information of a commercially confidential
nature deleted.

Note

Official address Domenico Scarlattilaan 6 e 1083 HS Amsterdam e The Netherlands

Address for visits and deliveries Refer to www.ema.europa.eu/how-to-find-us
Send us a question Go to www.ema.europa.eu/contact Telephone +31 (0)88 781 6000 An agency of the European Union

© European Medicines Agency, 2024. Reproduction is authorised provided the source is acknowledged.



Table of contents

1. Background information on the procedure..........ccoooiiiiiiiiiiii it 6
1.1. SUDMISSION Of the dOSSIer ... . e e e e 6
1.2. Legal basis, dOSSier CONtENT ......ooiiii e et eeaeeeas bG
1.3. Information on Paediatric reqUIr€MENTS ........cuiieiiiieiii i N - 7
1.4. Information relating to orphan market exclusivity ...........ccocoviiiiiiiiiiin. . @ ........ 7
I ST [0 01 =T ) 1 PP @ ........... 7
1.5. SCIENTIfIC QAVICE ... uie e et es k\ .............. 7
1.6. Steps taken for the assessment of the product .............coocoviiiiien. Q ................... 9
2. Scientific diSCUSSION ..o SQ .................. 11
2.1. Problem statement ...... ..o & ........................ 11
2.2. AboUt the ProduCT.........cooiiie i 0 ........................... 11
2.3. Type of Application and aspects on development............... /b. .............................. 11
P O LU= 11 Y= L] o 1T o £ SR 11
2.4.1. Introduction ...t (; ..................................... 11
2.4.2. Active substance..................... @ ....................................... 12
2.4.3. Finished medicinal product...............cccoooiea.a. Q .......................................... 17
2.4.4. Discussion on chemical, and pharmaceutical a@sts ............................................ 28
2.4.5. Conclusions on the chemical, pharmaceutic biological aspects.............ccce.... 28
2.4.6. Recommendation(s) for future quality de qent ............................................. 28
2.5. NON-ClINICAl ASPECES ...iiiiii it ettt e et et et et e e e e e e e e e eaanneeeeannees 28
2.5.1. Introduction ..........ccooiiiiiiiiiiiian, O .......................................................... 28
2.5.2. Pharmacology..............................Q.. ............................................................. 28
2.5.3. Pharmacokinetics.................. & ................................................................... 30
2.5.4. TOXICOIOQY ununiiiiiiiieiiiie e e e e e 30
2.5.5. Ecotoxicity/environmental Q@ssessment ......................................................... 31
2.5.6. Discussion on non—clinicﬁ o4 = PP 31
2.5.7. Conclusion on non-clini ST 0 1T o4 1T 32
2.6. Clinical aspects.........s 6 ................................................................................. 32
2.6.1. Introduction ...... k ..................................................................................... 32
2.6.2. Clinical pharmacQ/ ...................................................................................... 33
2.6.3. Discussion on%glinical pharmacology .........oooiiiiii e 40
2.6.4. Conclusion linical pharmacology .......cooii i 44
2.6.5. Cliniceil 1522 T Y 44
2.6.6. Discugstap*on clinical effiCacy ...........ooiiiiiiiiiiiii 66
2.6.7.C Cibns on clinical effiCacy..........ccoiiiii i 69
2.6.8. Cﬁ SA LY e 69
2.6.9 SSioN 0N clinical Safety . ... ... 93
@onclusions oN clinical Safety ... 98
BRISK ManNagemMent Plan .. ... e 98

D A S Y- 1 ] Y O o o =T o o 1 98
2.7.2. PharmacoVvigilance plan . ... e 98
2.7.3. Risk MiNIMISAtION MEASUIES ...ttt et ettt e e et e e e aneeanes 98
2 A T @ o Tod 11 1= [0 o P 100
2.8. PharmacoVigilanCe ... e 100

Assessment report
EMA/511029/2024 Page 2/105



2.8.1. PharmacoVigilanCe SYSTeIM ... ..t e s 100

2.8.2. Periodic Safety Update Reports submission requirementS........c.ocovviieiiiieeiienninnnnns 100
2.9. Product iNfOrMAtiON .. ... ettt et 100
P2 I R U L=T=T oo o E{ U | ¢= 1 [ ] o F PP 100
2.9.2. AAditional MONIEO NG ... ..ttt ettt et e e e e e e e e e aaanes 6100
3. Biosimilarity assessSmMent ...t e @...101
3.1. Comparability exercise and indications claimed .............ccoiiiiiiiiiiiiiiiienn. 6 ........ 101
3.2. Results supporting biosimilarity..... ... ’\ ........... 101
3.3. Uncertainties and limitations about biosimilarity ............ccccoooviiiaiian.., { ............. 102
3.4. Discussion on biosimilarity ...... ... Q ................ 103
3.5. Extrapolation of safety and efficacy .........ccooveiiiiiiiiiiiiiiiiinn... Q ................... 104
3.6. Additional considerations .................cooiiiin & ...................... 104
3.7. Conclusions on biosimilarity and benefit risk balance............. 0 ......................... 104
4. Recommendations ... @ ......................... 104

Assessment report
EMA/511029/2024 Page 3/105



List of abbreviations

ACP

ADA

AE

AESI

ALT
ANCOVA
AST

ATC

AUC
%AUCex
AUCO0-1008h
AUC1008h-inf
AUC1008h last
time point
AUCInf
AUClast
time point
AUCO-Tmax
AUCwO-w4
AUEC

bAb

BE

BMI

BSA

CcD

CF

CFR

CHMP

Cl

Cmax
COVID-19
CS

CSR

%CV

DLQI

DS

DP

ECG

ECL

ELISA
EMA

EoS

ET

EU

FDA

GCP

HPC

HQC

ICH
O
Ig
o
1L

-12
1L-23
ISR
ITT
v
LC
LLOQ
LPC

Assay cut point

Anti-drug antibody

Adverse event

Adverse event of special interest
Alanine aminotransferase

Analysis of covariance

Aspartate aminotransferase

Anatomical therapeutic chemical . %
Area under the concentration-time curve \
Percent of AUC;,s extrapolated
Area under the concentration-time curve from time zero to 100
Area under the concentration-time curve from 1008 hours inti
Area under the concentration-time curve from 1008 hour

Area under the concentration-time curve from time zer@ inity
Area under the concentration-time curve from time Z?& he last quantifiable

zero to Tmax
k O to Week 4

Area under the concentration-time curve from tim
Area under the concentration-time curve from W
Area under the effect curve
Binding antibody
Bioequivalence

Body mass index

Body surface area

Crohn’s disease

Correction Factor

Code of Federal Regulation
Committee for Medicinal Produ@r Human Use

Confidence interval
Maximum concentration Q
rﬁo@rcent)

Coronavirus disease 2019
Clinically significant

Coefficient of variati
Dermatology Lif; @y Index
Drug substance

Drug product

Clinical study report
Electrocardio@w
Electrocheffi nescence

Enzyme- immunosorbent assay
Europe dicines Agency
End-of-st

Earl rmination

r an Union
and Drug Administration

* @d clinical practice
\ gh positive control sample

High quality control sample
International Council for Harmonisation
Independent Ethics Committee
Immunoglobulin
Immunoglobulin Glkappa
Interleukin

Interleukin 12

Interleukin 23

Injection site reaction
Intent-to-treat

Intravenous

Light chain

Lower limit of quantification
Low positive control sample

Assessment report
EMA/511029/2024

Page 4/105



LQC
mAb
MQC
N

nAb
PASI
PD
PFS
PGA
PK
PPS
Ps
PsA
PT
QA
QcC
QTc
%RE
ROW
SAE
SAF
SAP
SAR
SARS-CoV-2
SC
SCP
SD
SmPC
SOC
SWP
t1/2
B
TEAE
Th
Tmax
TOST
ULN
ULOQ

*

Ko

Low quality control sample
Monoclonal antibody

Mid quality control sample
Number of subjects
Neutralising antibody
Psoriasis Area and Severity Index
Protocol deviation

Pre-filled syringe

Physician’s global assessment
Pharmacokinetics

Per protocol analysis set
Plaque psoriasis

Psoriatic arthritis

Preferred term

Quality assurance

Quality control

QT interval corrected for heart rate

Relative error (percent)
Rest of the world
Serious adverse event
Safety analysis set
Statistical analysis plan
Sample analysis report

Severe acute respiratory syndrome coronav

Subcutaneous

Specificity cut point

Standard deviation

Summary of product characteristi
System organ class

Standard working procedure

T helper

Time to reach maximu centration

Two one-sided t-tests
Upper limit of norm
Upper limit of qz ification

&L
N
&

Terminal half-life O
Tuberculosis

Treatment-emergent adver@ent

Assessment report
EMA/511029/2024

Page 5/105



1. Background information on the procedure

1.1. Submission of the dossier

The applicant Accord Healthcare S.L.U. submitted on 5 April 2024 an application for marketin
authorisation to the European Medicines Agency (EMA) for Absimky, through the centralised ure
falling within the Article 3(1) and point 1 of Annex of Regulation (EC) No 726/2004. @

The applicant applied for the following indications: * %
Plague psoriasis K
Absimky is indicated for the treatment of moderate to severe plaque psoriasis,i s who failed to

respond to, or who have a contraindication to, or are intolerant to other sys%| herapies including
ciclosporin, methotrexate (MTX) or PUVA (psoralen and ultraviolet A) (see@ 5.1).

Paediatric plague psoriasis

Absimky is indicated for the treatment of moderate to severe plaqugioriasis in children and
adolescent patients from the age of 6 years and older, who are iz‘ ately controlled by, or are
intolerant to, other systemic therapies or phototherapies (see 5.1).

Psoriatic arthritis (PsA)

Absimky, alone or in combination with MTX, is indicate %treatment of active psoriatic arthritis in
adult patients when the response to previous non-bio disease- modifying anti-rheumatic drug
(DMARD) therapy has been inadequate (see sectios 5.1).

Crohn’s Disease

Absimky is indicated for the treatment of adult patients with moderately to severely active Crohn’s
disease who have had an inadequate res with, lost response to, or were intolerant to either
conventional therapy or a TNFa antag:E have medical contraindications to such therapies.

The applicant added the indication rative colitis during the procedure.

1.2. Legal basis, dossi@ontent

The legal basis for thisQl ation refers to:
Article 10(4) of Direckzoo /83/EC — relating to applications for a biosimilar medicinal product.

The application sub is composed of administrative information, complete quality data,
appropriate n(zn@al and clinical data for a similar biological medicinal product.

This applic.atin\submitted as a multiple of Imuldosa simultaneously being under initial assessment in
accorda \ Article 82.1 of Regulation (EC) No 726/2004.The chosen reference product is:

Medici duct which is or has been authorised in accordance with Union provisions in force for not
le t?éﬂo years in the EEA:

° roduct name, strength, pharmaceutical form: Stelara (ustekinumab), 45 mg, 90 mg, solution for
injection in pre-filled syringe and Stelara (ustekinumab), 130 mg, concentrate for solution for
infusion

e Marketing authorisation holder: Janssen-Cilag International NV

e Date of authorisation: 15-01-2009
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e Marketing authorisation granted by: Union
e Marketing authorisation number: EU/1/08/494/003, EU/1/08/494/004, EU/1/08/494/005

Medicinal product authorised in the Union/Members State where the application is made or European
reference medicinal product:

e Product name, strength, pharmaceutical form: Stelara (ustekinumab), 45 mg, 90 mg, n for
injection in pre-filled syringe and Stelara (ustekinumab), 130 mg, concentrate for SO% or
infusion ’\

e Marketing authorisation holder: Janssen-Cilag International NV é

e Date of authorisation: 15-01-2009 Q

e Marketing authorisation granted by: Union
e Marketing authorisation number: EU/1/08/494/003, EU/1/08/494/% U/1/08/494/005
n

provisions in force and to

Medicinal product which is or has been authorised in accordance with U
which comparability tests and studies have been conducted:

e Product name, strength, pharmaceutical form: Stelara (u mab), 45 mg, 90 mg, solution for
injection in pre-filled syringe and Stelara (ustekinumab)

infusion Q

e Marketing authorisation holder: Janssen-Cilag I\ ional NV

O

e Marketing authorisation granted by: UnionQ

e Marketing authorisation number: EU%)IS/ 94/003, EU/1/08/494/004, EU/1/08/494/005

g, concentrate for solution for

e Date of authorisation: 15-01-2009

1.3. Information on paedia quirements
Not applicable b
1.4. Information rela to orphan market exclusivity

1.4.1. Similarity Q

Pursuant to Article XQulation (EC) No. 141/2000 and Article 3 of Commission Regulation (EC) No
847/2000, the ap ?b

authorised orphdfh,médicinal products because there is no authorised orphan medicinal product for a
condition relacj the proposed indication.

2 4
1.5. S@\ific advice

Th a@ant received the following scientific advice on the development relevant for the indication

did not submit a critical report addressing the possible similarity with

to the present application:
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Date Reference SAWP co-
ordinators
31 May 2018 EMA/CHMP/SAWPDr Elena Wolff-Holz,[The initial Scientific Advice pertained to the
Dr Stephan Lehr following quality, non-clinical and clinical ects:
206772/2018  |ang ms Anja Schiel . .
* Presentations (PFS and vial) to be u@
conduct the pivotal biosimilarity exegel
* Analytical comparability betwe’ 115 and
the refence product.
= Stability program. O
* Difference in quality attfibute@s and need for in
Vivo toxicity studies.
= Phase | study desigq ineluding PK and
immunogenicity. ,O
* Phase 11l stwﬁde gn.
= Extrapolati indications.
) |
15 November EMA/CHMP/SAWP|Dr Jeanette The follo cientific Advice pertained to the
2018 McCallion and Dr followin al aspects:
775189/2018 Kirstine Moll Harboe . . .
= Phase | study design to assess bioequivalence
(B ween DMB-3115 (either of 2
ations) and the reference product.
= Choice of dose for clinical development.
25 June 2020 EMA/CHMP/SAWP[Dr Elena Wolff; 7[The follow-up Scientific Advice pertained to the
Dr Ewa Balkowiec-" [following quality and clinical aspects:
320581/2020  [iskra and Dr
Romald e The proposed risk ranking of quality attributes

Maciulaltis

S
X

for the analytical biosimilarity exercise between
DMB-3115 and EU-Stelara.

= The proposed testing items, acceptance criteria,
analytical methods and method validation plans
for DMB-3115 drug substance and drug product,
the pre-filtration bioburden testing together with
filter validation and the shelf-life assignment (all
prior to the comparative Phase 111 clinical study).

= The proposed functionality test items and the
approach for the usability (Human Factor)
studies.

* The study design, primary endpoint, PK
sampling, equivalence margin and sample size for
the pivotal clinical study for demonstrating
similarity of DMB-3115 to Stelara.

= The acceptability of the clinical program for
extrapolation to the vial presentations and
indications (including CD and UC).

e The extrapolation to the CD and UC indications
using only the DMB-3115 PFS presentations.

* The strategy to submit the 16-week data
(including the primary endpoint at week 12) with
the initial MAA and provide final results around

the mid-cycle meeting during the MAA review
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[process.

12 November EMA/CHMP/SAWP|Dr Juha The follow-up Scientific Advice pertained to the
2020 Kolehmainen and [following quality and clinical aspects:

/581907/2020 Prof Andrea Laslop
= Proposed amendments to the drug substance

(DS) and drug product (DP) specification%the

stability program and to the stability test lans
and shelf-life assignment for the DMB@ drug
product when assembled with the s evice.

e The possibility to initiate the P of study
partially in parallel with the Phasg | Study.

e The updated clinical Phase @udy design.

24 June 2021 EMADOC- Dr Juha The follow-up Scientific ice’pertained to the
1700519818~ Kolehmainen and Drifollowing Quality and Clinical’aspects:
693409 Linda Trauffler

* validation of manufacturing processes with the
proposed number@ DP lots
proposed in-process bioburden and endotoxin
limits for DS DP.
e extract @‘Id leachables studies of DS and
DP relat the container closure system.

S

e stablli tddies.

- g acy of proposed risk ranking and data
€is tool and statistical assessment

ethodology to demonstrate biosimilarity;
study population and earliest time point for
Q immunogenicity assessment in the phase 3 study.
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1.6. Steps taken for the assessment of the product

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

Rapporteur: Jayne Crowe Co-Rapporteur: Frantisek Drafi

O

The application was received by the EMA on

5 April 2024{ <

The procedure started on

+— A
30 April 7

The CHMP and PRAC Rapporteurs first Assessment Report was
circulated to all CHMP and PRAC members on

31 Ma@ 4

The PRAC agreed on the PRAC Assessment Overview and Advice to

CHMP during the meeting on N

o

ne 2024

The CHMP and PRAC Rapporteurs updated Assessment Report was
circulated to all CHMP and PRAC members on {
)

% 20 June 2024

The CHMP agreed on a list of outstanding issues in writing rinan

O

oral explanation to be sent to the applicant on

27 June 2024

The applicant submitted the responses to the CHMP Li@utstanding
Issues on

17 September 2024

he CHMP and their
lity/Safety/Efficacy

The following GMP inspection(s) were requeste
outcome taken into consideration as part of t
assessment of the product:

— A GMP inspection at the active s&ﬁce and finished product

manufacturing site in the Rep Korea. The outcome of the
inspection carried out wasyisSued’on 11/09/2024.

30 May 2024

The CHMP Rapporteurs circula
Assessment Report on the res

02 October 2024

to all CHMP and PRAC membDB

The CHMP Rapporteurs gated the CHMP and PRAC Rapporteurs Joint
updated Assessmen%ort on the responses to the List of Outstanding
Issues to all CHM PRAC members on

N

10 October 2024

»
The CHMP, iA &ight of the overall data submitted and the scientific
discussion Withif? the Committee, issued a positive opinion for granting

17 October 2024

*
a markai\ thorisation to Absimky on
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2. Scientific discussion

2.1. Problem statement

Not applicable for biosimilars. t

2.2. About the product @

interleukin (IL)-12 and IL-23 by binding to p40 subunit of both cytokines and preven IL-12 and IL-

Ustekinumab is a human immunoglobulin G1 kappa (IgG1k) mAb that neutralises thib%vity of
23 from binding to the IL-12RB1 receptor protein expressed on the surface of natiller or T cells.

Through this mechanism of action, ustekinumab neutralises IL-12 (T helper [ nd IL-23 (Th17)-
mediated cellular responses. &
Absimky drug product is a solution for SC injection in PFS (45 mg/0.5 mL 0 mg/mL) and a

concentrate for solution for infusion (130 mg) and contains all the exci@ that are qualitatively
identical to that of Stelara. The active substance, ustekinumab, is presented at the same concentration
and dose and in the same presentation as Stelara.

2.3. Type of application and aspects on deve%‘uent

Absimky (ustekinumab) has been developed as a biosimi o the EU reference product Stelara,
(International Non-proprietary Name [INN]: ustekin Stelara was initially registered via the
Centralised Procedure in the European Union (EU) in&?).

The applicant is claiming all approved indications @'icting paediatric posology to children 6 years and

older. Q

Two clinical studies have been conducted4¢ demonstrate biosimilarity, a phase | PK study in healthy
volunteers and a phase 111 efficacy study in moderate to severe chronic plaque psoriasis.

A request for GMP inspection of thg @ substance and finished product manufacturing site in the
Republic of Korea is required in or @ o verify the GMP compliance status. As an outcome of the
inspection, the site has receive e"GMP certificate and is considered to comply with:

- The principles and gl%lines of Good Manufacturing Practice laid down in Directive (EU)
2017/1572 and/or Commi Delegated Regulation (EU) 2017/1569, as reflected by the product

categories stated in 9%2
. The principl@ MP for active substances referred to in Article 47 of Directive 2001/83/EC.

2.4. Qualit\ pects
*
2.4.1. duction

The fi

W product is presented as concentrate for solution for infusion (130 mg) or solution for
injecti 4

5 mg or 90 mg) containing ustekinumab as active substance. The product is developed as a
ilar to Stelara.

Other ingredients are:

Concentrate for solution for infusion 130 mg: EDTA disodium salt dihydrate, L-histidine, L-histidine
hydrochloride monohydrate, L-methionine, Polysorbate 80, Sucrose, Water for injection.

Assessment report
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Solution for injection 45 mg or 90 mg: L-histidine, L-histidine hydrochloride monohydrate, Polysorbate

80, Sucrose, Water for injections
The product is available in:

Concentrate for solution for infusion 130 mg: 26 mL solution in a type | glass 30 mL vial closedwith a
coated butyl rubber stopper (1 vial pack).

Solution for injection 45 mg: 0.5 mL solution in a type | glass 1 mL syringe with a fixed @s—steel
needle and a needle cover with an elastomeric needle shield and a plastic rigid needle’@(l syringe
pack). The syringe is fitted with a passive safety guard. «

Solution for injection 90 mg: 1 mL solution in a type | glass 1 mL syringe with a 'Qstainless—steel
needle and a needle cover with an elastomeric needle shield and a plastic rigi edle shield (1 syringe
pack). The syringe is fitted with a passive safety guard.

A notified body opinion is provided for the pre-filled syringe medical deyéo
2.4.2. Active substance {
2.4.2.1. General information @

The INN of the active substance is ustekinumab and the la % name, which is used throughout the
dossier, is DMB-3115. Ustekinumab is a human immuno, Gl]n G1 (IgG1lk) monoclonal antibody
(mADb) that neutralises the p40 subunit of interleuki ﬁlZ) and interleukin 23 (IL-23) bioactivity
by binding to 1L-12/23p40, preventing the IL-12 and IL-23 cytokines from binding to the IL-12R(1
receptor protein expressed on the surface of nat iller (NK) or T cells. Through this mechanism of
action, ustekinumab neutralises IL-12 (T helpe ) and IL-23 (Th17)-mediated cellular responses.

Ustekinumab is produced as a glycosylated protein with a molecular weight of approximately 148 KDa.
The molecular weight of the deglycosyla tein is approximately 145 KDa. Ustekinumab is
composed of 1326 amino acid residue iCh is a sum of 449 residues of two heavy chains (HC) and
214 residues of two light chains ( \bincludes N-linked glycosylation at the Asp 299 residue of
each heavy chain. Ustekinumab igéﬁtured with 12 relatively strong intra-chain disulfide bonds and 4
relatively weak inter-chain dis onds, and the intra-chain bonds contain 4 disulfide bonds from
one heavy chain and two disg| onds from one light chain, respectively. The molecular formula
based on the form includi Ifide bond and excluding glycosylation is Cgsg2H10004N171202016S46- The
extinction coefficient of the tein is approximately 1.6 M-1 cm! and the isoelectric point is

approximately 9.1.

The general infor @on the active substance is considered sufficient.

e
2.4.2.2. MacN ure, process controls and characterisation
.

The activ, }bstance is manufactured, tested and released, in accordance with good manufacturing
practic ).

At e of submission, no valid EU GMP certificate was available for the active substance and the
=filled syringe finished product manufacturing site in the Republic of Korea. For this reason, a major
objection (MO) was raised during the assessment and a GMP inspection was triggered. The outcome of
this inspection was that the site is in compliance with the principles and guidelines of GMP. A copy of
the GMP certificate was provided by the applicant by the time of CHMP opinion and the MO was

considered resolved.
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Description of manufacturing process and process controls

The manufacturing process is a standard process for monoclonal antibody production. The antibody is
manufactured in Sp2/0-Ag14 cells. Briefly, one working cell bank (WCB) is expanded through flasks,
wave bags and seed bioreactors to inoculate a 2500 L production bioreactor, resulting in one hatch of
active substance. The harvested cell culture fluid (HCCF) is then processed through three
chromatography steps (Protein A chromatography, cation exchange chromatography - CEX ion
exchange chromatography - AEX), a low pH viral inactivation step, a viral reduction fiItra:@\I ep, two

ultrafiltration/diafiltration (UF/DF) steps, final formulation and a final bulk filtration to ‘i active

substance that is fully formulated. The information provided on the batch size and d
considered acceptable. Sufficient details on the batch numbering system are provi he
manufacturing process is sufficiently well described with process parameters ed and in-process
controls in place, with acceptable ranges/acceptance criteria/action limits de& There are no critical
intermediates defined for the active substance manufacturing process. No r essing has been
registered. Hold times have been indicated and all necessary data have@ rovided to support the

proposed hold times. Overall, the active substance manufacturing proc considered acceptable.

The proposed CCS is considered a typical container closure for biol(&al products. The physicochemical

properties of the container closure system comply with Ph. Eur. .J. The TSE-BSE status conforms
with EMA/410/01 rev. 3 and Ph. Eur. 5.2.8. The sterility mee terility assurance level of 106 in line
with 1SO 11137 and the bags are pre-sterilised by the sup a minimum of 25 kGy (I1SO
11140). Extractable studies have been provided for the ag and leachables studies are currently

ongoing. The applicant’s commitment to notify the ag\ the event of any issues arising during the
leachable study has been provided.

Control of materials Q

A list of compendial and non—compendia@materials, together with their compendial status and use

within the manufacturing process, hasd provided. Specifications have been registered for all non-

aphy resins. The qualitative components of the media (CD
Hybridoma AGT, Cell Boost 5 and W 1640 amino acids) used during the manufacturing process are
also included in the dossier. ThQ| material of human or animal origin used in the active substance
manufacturing is fetal bovin@ﬁ (FBS), that was used in the establishment of the cell line. The FBS
was produced in New Zeal Australia, which are countries of negligible TSE risk. Overall, sufficient
information on raw materi sed in the active substance manufacturing process and in the
establishment of cell stlgstrate has been submitted.

(ustekinumab). cells were originally sourced from the European Collection of Authenticated Cell
Culture (ECAQ he gene sequences for the heavy chain and light chain were optimised and modified
e ’t‘ e

develop @ of the expression plasmid for DMB-3115 has been sufficiently well described and the
plasmi ap has been included.

Sp2/0-Agl4 cell& host cells used to derive the cell line clone expressing DMB-3115

kinumab reference medicinal product (RMP) signal sequences for both chains. The

licant has provided detailed information on cell bank development. Characterisation and
g tic stability of the cell banks, conducted in line with ICH guidelines, has been provided and is
considered adequate. A protocol for future commercial manufacturing of MCB and WCB is also provided
and is deemed acceptable.

Overall, sufficient information is provided regarding testing of MCB and WCB, release of future WCBs
and genetic stability of cell banks.
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Control of critical steps and intermediates

The control strategy for the active substance manufacturing process includes critical process
parameters (CPPs), key process parameters (KPPs) and non-critical process parameters (NKPPs). CPPs
and KPPs have associated action ranges and excursion from an action range will trigger a deviation,

therefore, as there is no practical difference in response, both CPPs and KPPs can be consider

critical process parameters. In-process testing categories includes critical in-process contro

in-process controls (IPCs) and in-process monitoring (IPM) and collectively ensure proce istency.
IPCs and CIPCs have associated action ranges and excursions from an action limit will*tgi a
deviation. CIPCs have additional in-process specifications (IPS) and excursion from IRS will trigger a
deviation, investigation and potential batch rejection.

Overall, acceptable information has been provided on the control system in pl td monitor and

control the active substance manufacturing process with regard to critical, as non-critical
operational parameters and in-process tests.

Process validation ,b

Validation data have been provided for six consecutive Process Per%ance Qualification (PPQ)
batches that were manufactured at the site listed for commercia@wufacture. All manufacturing steps
registered in the dossier have been validated. The acceptancmria, action limits, expected ranges
for performance attributes and criticality of the process par
knowledge, development and manufacturing experience kaing and filtering and process
characterisation (PC) comprising of design of experi QOE) or one factor-at-a-time (OFAT) studies.
The presented approach for control strategy develop:k is acceptable and the classification of process

were defined using existing process

parameters and their specified ranges/limits base@ their impact on the critical quality attributes

(CQASs) of the active substance and/or processQ mance is supported.

The data provided showed that all CIPCs, IRCs and IPM were met when CPPs and KPPs were
maintained within the normal operating (NORSs) registered. Data have been provided on NKPPs
and all NKPPs remained within the NO &ughout the manufacturing process. One deviation was
reported for which the applicant p \éadequate justification. All PPQ batches met the release
specification and show that the pré manufactured a product of consistent quality.

Hold time validation

media hold times, buffer h imes and product intermediate hold times. Microbial hold time studies

Validation data generatedQ?suitable qualified small-scale models has been provided to support
were performed at co ercial scale This approach is considered acceptable as it is worst case

conditions for microbij rowth.

Impurity cleare\@

Log reducﬁor(/y‘les (LRV) have been stated for each process related impurity obtained from spiking
studies. lidation provided for the clearance of process related impurities is acceptable and
consistent reduction of these impurities throughout the process to acceptable low levels.

demonst
Sh @alidaﬂon

S ing validation has been provided that covers the land and air shipping route from active
substance manufacturing site (Republic of Korea) to the finished product manufacturing site for the vial
presentation (USA). The information provided for shipping validation is acceptable.
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Extractables or leachables

The applicant has provided an extractables and leachables risk assessment together with a summary of
the extractables study performed on the product contact components of the manufacturing process. No
extractable of concern has yet been identified during the leachables study, with data availableghrough
24 months. The leachables study will be continued through 60 months. b

In conclusion, the active substance manufacturing process has been adequately validated.
Manufacturing process development ¢ :9

The commercial active substance manufacturing process was developed in parallel &he clinical
development program.

Several batches of the active substance were manufactured by four differengfroéesses, named Process
A, Process B, Process C and Process D. One batch from Process B was useg ase | clinical trials,
two batches from Process C were used for Phase |1l clinical trials and si es from Process D were
used for process validation. Processes B, C and D correspond to the co cial scale and were

implemented at the proposed commercial manufacturing site.

The changes to the upstream and downstream process from Pro@B through to Process D are
considered relatively minor. Overall, the development history esented with clear chronological

description and discussion of all changes made to the manQ g process.

Comparability studies have been provided that include @s specification and extended
characterisation. Stability data demonstrated a simila

manufacturing processes. Results showed that apakt from some minor differences that are considered
clinically qualified, the changes brought througho@velopment did not have a significant influence on
the quality of the product. Overall, the compasability data provided support that a consistent quality of

adation profile between the different

the active substance was maintained followjng the changes to the manufacturing process.

Characterisation ‘ )

The DMB-3115 active substance s@sufﬁciently characterised by physicochemical and biological
state-of-the-art methods revealin}‘é\ the active substance has the expected structure.
Characterisation was provided hes of active substance manufactured by processes C and D, and
of the primary reference stalﬁ #The characterisation of DMB-3115 covers quantity, primary
structure, higher order str s, post-translational modifications, purity/impurities, charge variants,
glycosylation, Fab relatedQ)gical activities, Fc related biological activities and Fab-Fc related
biological activities. Bi ical characterisation of DMB-3115 indicates that this antibody has the ability
to bind IL-12 and IL@vith high affinity and to specifically bind to Fc receptor, as expected of an

1gG1. Q
L 4

Furthermore,ﬂé&ogeneity of the active substance was adequately characterised. The product related
impuriti QIK ifled are typical for a biological product and include size variants (high molecular weight
- HMW w molecular weight - LMW), charge variants (acidic and basic variants), fragments (2H1L

fragm@ n-glycosylated heavy chain - NGHC) and oxidation.

usion, the characterisation is considered appropriate for this type of molecule and the analytical
reSults are consistent with the proposed structure.

2.4.2.3. Specification

The proposed panel of release tests covers general tests (appearance, pH, osmolality), identity (charge
variants, peptide mapping), content (protein concentration), purity and impurities (product specific -
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monomer, HMW, LMW, fragments, charge variants; process specific — protein A, HCP, host cell DNA),
potency (IL-12 and IL-23 neutralising activity), post-translational modifications (total NGNA, total a-
Gal, oxidation) and microbiological content (bioburden, bacterial endotoxins). The panel of tests is in
line with ICH Q6B and is considered appropriate for routine control of the active substance

manufacturing. b
The specifications have been set based on historical data of developmental, engineering, P ;
Phase 111, PPQ and post PPQ batches. Data from EU and US Stelara (RMP) batches were ed to
support the proposed specifications. ¢

During the assessment, the applicant was requested to update the specifications f ur and clarity
in line with the Ph. Eur. and to tighten the acceptance criteria for post-translatio zm

charge variants and host cell DNA. In addition, the applicant was requested to HYpdate the specification
for HCP, host cell DNA and protein A so that the units are expressed as wei m’r weight ratio instead
of ppm and ppb. b

difications,

Overall, the proposed specifications and their associated justifications a{ansidered acceptable.

Analytical methods {

described. Compendial methods include appearance, pH, osm , bioburden and endotoxin testing,

The analytical methods used for testing of the active substan(&es have been adequately
and they are performed in accordance with their respective, P Eur. monographs. The non-compendial

methods have been validated in accordance with ICH Q@ are considered appropriate for their

intended purpose. \
Batch analysis O

Batch analysis data are provided for all ninete?tive substance batches manufactured throughout
development, including batches manufac d by the commercial process at the commercial scale and
site. All batches comply with the specificati in place at the time of testing. The data confirm

consistency of the manufacturing proc

Reference materials b

In line with ICH Q6B, a standargI -tiered reference standard system has been established. It
consists of a primary referenﬁC dard (PRS) and a working reference standard (WRS). The
information provided on rQ e standards demonstrates a clear link between material used in clinical

trials and the current two- d reference standards registered.

The WRS was qualif@inst the PRS and characterisation data used to qualify the WRS is provided
in the dossier. Th ill be used for qualification of future WRS. A protocol for the introduction of
future primary working reference standards has also been provided and is considered acceptable.

2.4.2.4. s;é.ﬁy

The pr Q shelf-life for the DMB-3115 active substance is 48 months when stored at -70 + 10°C, in
the,C scribed in the dossier.

al of seven active substance batches are included in stability studies, with three PPQ batches
formling the primary stability studies. Four additional batches are included in supplementary stability
programme, with two batches of non-clinical material and two batches of clinical material, and data are
provided to support stability conclusions. All stability studies have been carried out in line with ICH
Q1A and Q5C. A stability protocol has been provided and studies will be continued through 60 months.
The stability studies have been performed in same container closure system that is intended to be used
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for commercial manufacture. The parameters tested during stability and associated acceptance criteria
are the same as for release, apart from the process-related impurities which are tested only at release.

Data are available for the primary stability study on PPQ batches through 24 months at long-term
conditions (-70 £+ 10°C), 24 months at intermediate conditions (-20 + 5°C) and 6 months at
accelerated conditions (5 = 3°C). Additionally, supportive stability data are available for Iong—@
stability up to 60 months and 48 months for two active substance batches. No out of specifi€atioh o
obvious trends were observed in any quality attribute tested, at all conditions. %
(

r

.
Accelerated conditions (25 *+ 2°C/60 + 5% relative humidity - RH) and stressed condi N 40 =

2°C/75 = 5% RH) performed on supplementary stability batches identified oxidati nomer purity,
NGHC purity, charge variants and both potency assays as stability indicating attri and
demonstrate the suitability of the analytical methods.

Forced degradation studies (acid, base, light and oxidative stress) were not rmed at the level of
the active substance, but they have been performed at the level of the Sfilled syringe finished
product. Because the formulation composition and strength of the activ stance and the pre-filled
syringe are the same, this is considered acceptable. {

Based on the currently available data generated from the primar@i supportive stability studies, a
shelf-life of 36 months can be granted for the active substan en stored at -70 = 10°C, in the CCS

described in the dossier. Q

2.4.3. Finished medicinal product \O
2.4.3.1. Description of the product and phar@eutical development

DMB-3115 finished product has two presentat@overing three strengths. DMB-3115 pre-filled
syringe (PFS) finished product is provide 45 mg/0.5 mL and 90 mg/1.0 mL of ustekinumab solution
for injection as a single-use PFS with saf ice for subcutaneous injection. DMB-3115 vial finished
product is presented as a single-use vi ICJtaining 130 mg/26 mL concentrate for solution for infusion
of ustekinumab for intravenous in s@oth presentations are colourless to slightly yellow and clear
to slightly opalescent solution, stend preservative-free solution.

no excipients of human or a al origin, or novel excipients used for formulation of either finished

The description and compositiﬁthe PFS and vial presentations are adequately detailed. There are
product presentation and Qcipients are of Ph. Eur. compendial grade. No overages or overfills are
od

used for either finished pr t presentation.

The applicant has b their formulation development on the RMP (EU Stelara). The formulations of
DMB-3115 vial vial are identical. Formulation studies are provided. Stability studies were
conducted to strate the robustness of the formulation and are acceptable. Formulation studies
preformecbfoéy PFS presentation are leveraged for the vial presentation, which is endorsed. A risk
assessmb the extractable and leachables for the product contact materials used in the

g

process of both PFS and vial finished product is provided and is considered acceptable.

manuf:E

Co ility has been demonstrated between DMB 3115 clinical batches and DMB 3115 commercial
es. A manufacturing history of DMB 3115 vial finished product has been provided, highlighting the

sameness of the manufacturing process used throughout development.

For the PFS presentation, the primary container is a type | glass syringe with a fixed stainless steel
needle and a needle cover with an elastomeric needle shield and a plastic rigid needle shield. For the
vial presentation, the container closure consists of a sterilised and depyrogenated type | glass R30 vial,
stoppered with a 20 mm sterilised butyl rubber stopper and sealed with a 20 mm aluminium and
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polypropylene crimping cap. The components in direct contact with the finished product are sterilised
using appropriate techniques and the sites of sterilisation have been declared. For the syringe medical
device, a notified body opinion is provided confirming that the PFS is compliant with the relevant
General Safety and Performance Requirements (GSPR) of the Medical Devices Regulation (MDR).
Appropriate details with regards to completed and ongoing extractables and leachables studies
performed for both the PFS and vial container closure systems are presented, demonstratin l@here
is no concern for human health originating from the proposed commercial containers.

Overall, the development of the container closure systems is considered adequately dé\ d and
compatibility between the finished product and the proposed container closure syste is
demonstrated.

2.4.3.2. Manufacture of the product and process controls &

Manufacture of the PFS presentation 0

The manufacture, control, packaging and release of the PFS finished pr@t is performed, in
accordance with GMP.

Batch numbering and batch size and formula for the PFS finishe@uct are adequately described. A
flow diagram for the manufacturing and packaging process fo%PFS presentation is provided. The
process is straightforward as the product has been formul

and is divided into eight steps that consist of: thawing, Q
stoppering, visual inspection, storage of intermediat |@

ng active substance manufacturing
and mixing, sterile filtrations, filling and
d product, secondary packaging (assembly
of the PFS with the safety device and labelling), and packaging and dispatching. A high-level
description of the manufacturing steps has been ded and is acceptable. The device assembly
process is considered part of the manufacturin ocess for the finished product and as such, a more
detailed description of the process step and fuﬁnal testing carried out has been provided in line with
the “Guideline on quality documentation wdicinal products when used with a medical device”
(EMA/CHMP/QWP/BWP/259165/2019). I@processing has been registered.

The control strategy for the manufac f the PFS finished product is divided into process parameters
(CPPs, KPPs and NKPPs) and in-pr controls (CIPCs, IPCs and IPM). The classifications of the
process parameters and in-pro@controls, and the consequences of excursions outside the action
limits are described. The selﬁ
assessment of CQAs, proc aracterisation data and the manufacturers’ experience. The chosen
process and performanceQCmeters are largely aligned with similar biological products produced
using a standard fill fin manufacturing process and are considered acceptable.

of the process parameters and in-process controls are based on an

The process valid cludes manufacturing process validation, media fill validation, sterile filter
validation, cleaping validation and shipping qualification. Details are provided for the PPQ batches used
in the manuféwg process validation study. For the filling validation, at least one batch of the
maximu ’INK volume and one batch of the minimum batch volume is included for each strength.
The resu

withi hposed action limits for each manufacturing process step. Deviations are reported for the

pr alidation, with additional details provided in the PPQ reports, and are considered adequately

e provided for the process parameters and in-process testing and all the results are

ied. Media fills are representative and considered acceptable. The filters are validated in
accordance with the “Guideline on the sterilisation of the medicinal product, active substance, excipient
and primary container” (EMA/CHMP/CVMP/QWP/850374/2015). The proposed hold times are well
described and supported by the PPQ runs with validated hold times exceeding those proposed in
routine manufacturing. Details of autoclave validation for small parts and assemblies for PFS finished
product manufacturing are registered. Shipping validation from the active substance manufacturing
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site to PFS finished product manufacturing site is not required as the PFS is manufactured at the same
facility as the active substance. Shipping validation results are provided for shipment from the PFS
manufacturing site to the secondary packaging site and demonstrate that the quality of the PFS
finished product is not impacted by the shipping process.

Manufacture of the vial presentation b

The manufacture, control, packaging and release of the vial finished product is performed i@
accordance with GMP. .

Batch numbering and batch size and formula for the vial finished product are adequaﬁ@escribed. A
flow diagram for the manufacturing and packaging processes for the vial presenta@s provided. The
manufacturing process consists of bulk active substance (BDS) thawing, buff buffer B
formulation and filtration, pooling of the BDS. After pooling, the BDS is initi eﬁed with Buffer A
and a sample is taken to determine the protein concentration. Based on the ts, a second dilution is
performed with Buffer B and then tested for pH and protein concentrati final solution is then
filtered for bioburden reduction, followed by sterile filtration, filling, stop ng and capping, visual
inspection and storage at 2-8°C. A high-level description of the magfacturing steps has been provided
and is acceptable. The preparation of buffer A and buffer B is als ribed and acceptable process
parameters are proposed for the formulation and mixing of th ms. No reprocessing has been
registered. %

CPPs, KPPs, NKPPs, IPCs etc. are provided. The cons nces of an excursion from each of these
process parameters has been included in the desc@sns. The chosen process and performance

parameters are largely aligned with similar bi(;i$7
ta

The control strategy for the manufacture of the vial 'ni@ product is described and definitions of
eabe

roducts produced using a standard fill finish

manufacturing process and are considered ac le.
The process validation includes manufact process validation, product mixing studies, media fill
validation, sterile filter validation, cleani lidation and shipping qualification. Three commercial

and details are provided. The pro
control testing, established for

presented in the dossier. All 1, m
adequately addressed by t gp

scale batches manufactured at th ir@ed site of manufacturing are used in the process validation
%/alidation results, both for process parameters and in-process
manufacturing process steps for the three validation batches are
are within the proposed action limits. Minor deviations have been
licant. The proposed hold times are well described and supported by
the PPQ runs with validat Id times exceeding those proposed in routine manufacturing. The media
fill strategy is describ&nd results are provided for the past three media fill runs. A bracketing

approach is employ is considered representative of the filling process. Sterile filter validation is

described and is idated in accordance with EMA/CHMP/CVMP/QWP/850374/2015. Product specific
shipping valid&ti or the shipping from the finished product manufacturing site to the secondary
packaging.si s is planned. This is acceptable based on the studies and protocol provided, and on

experientwonstrated with the PFS presentation.

OveraQ4 n be concluded that both the PFS and vial finished product manufacturing processes have
be uately validated. It has been demonstrated that the two manufacturing processes are
of producing the finished product of intended quality in a reproducible manner.

2.4.3.3. Product specification

For the PFS finished product, two sets of specifications are proposed, one for the intermediate product
before safety device assembly and one for the final product after safety device assembly
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For both presentations the proposed panel of tests cover general tests, identity, quantity,
purity/impurity, potency, post translational modifications, visible particles, subvisible particles,
extractable volume, container closure integrity, polysorbate 80, uniformity of dosage forms, device
functionality testing (for the PFSs) and microbial content. The limits for polysorbate 80 IPC are
registered as release specifications and details of the IPC test are registered in the dossier. Thi
approach is endorsed.

During the assessment, the applicant was requested to update the specifications for colo @clarity
in line with the Ph. Eur. and to tighten the limits for charge variants, oxidation and pof %te 80 for
both PFS and vial presentations. Also, for the vial presentation, acceptance criterion extractable
volume was added upon request.

The potential presence of elemental impurities in the finished product has b@ssed on a risk-
based approach in line with the ICH Q3D Guideline for Elemental Impurities d on the risk
assessment, it can be concluded that it is not necessary to include any ele@al impurity controls in
the finished product specification. fb

A risk evaluation concerning the presence of nitrosamine impuritieﬂthe finished product has been
performed considering all suspected and actual root causes in lin ith the “Questions and answers for
marketing authorisation holders/applicants on the CHMP Opini @the Article 5(3) of Regulation (EC)
No 726/2004 referral on nitrosamine impurities in human me%l products” (EMA/409815/2020) and
the “Assessment report- Procedure under Article 5(3) of R@ti n EC (No) 726/2004- Nitrosamine
impurities in human medicinal products” (EMA/369136/ . Based on the information provided it is
accepted that no risk was identified on the possible p e of nitrosamine impurities in the active
substance or the related finished product. Therefoge, no additional control measures are deemed
necessary. 6

No additional process or product-related impu@are introduced or expected to form as a result of
the finished product manufacturing. &

In summary, the specifications propos o@the PFS and vial presentations are in line with the ICH
Q6B and Ph. Eur. 2031 monograp aée considered appropriate for routine control of the finished
product. : >

Analytical methods g/O

The analytical methods us e been adequately described and non-compendial methods

appropriately validated in rdance with ICH guidelines.
Batch analysis \
All batch data prgvi were within the proposed specification and confirm the consistency of the PFS

. .4 .

and vial fmlshi& duct manufacturing processes.
* R

Refere e& rials

The ref standards are the same as those used for testing of the active substance. Reference is
m eé yl

e corresponding active substance section.
.4. Stability of the product

A shelf life of 36 months for the PFS and of 24 months for the vial presentations are proposed by the
applicant, when stored at the recommended condition of 2 - 8°C, in the CCS described in the dossier.

Stability studies have been carried out in accordance with ICH Q1E and Q5C, under long-term (5 +
3°C), accelerated (25 + 2°C/60 = 5% RH) and stressed (40 + 2°C/75 + 5% RH) conditions.
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Photostability studies were carried out in accordance with ICH Q1B. A stability protocol has been
provided and studies will be continued through 36 months. The stability studies have been performed
in same container closure systems intended to be used for commercial manufacture. The parameters
tested during stability and associated acceptance criteria are the same as for release, apart from the
wider limits for oxidation throughout shelf-life for both PFS and vial presentations and apart fr the
different shelf-life acceptance criteria for polysorbate 80 and test for uniformity of dosage un'tb
performed only at release for the PFS presentation. @

For the PFS presentations, real-time stability data are provided up to 36 months for cff '%atches
and for up to 18 months for PPQ batches of the vial presentation and the final PFS praduct. The results

to date from all long-term stability studies conducted on both PFS and vial presen s demonstrate
that all tested criteria are within specification and no significant trends are o . Data from the

accelerated and stressed conditions studies support the stability indicating i nd the suitability of
the analytical methods for both presentations. The results for the photostabiti tudy indicate that the

finished product is photosensitive and it is recommended to avoid direc@ ure to intense light.

and supportive stability
-life of 18 months for the vial
presentation can be granted for the finished product stored at th@ommended condition of 2 - 8°C,
in the CCSs described in the dossier.

Overall, based on the currently available data generated from the prima
studies, a shelf-life of 24 months for the PFS presentation and a sh&

In-use stability studies and temperature cycling studies w@m ucted for both PFS and vial
presentations and support the in-use period and storag@u itions proposed in the SmPC. The PFS
finished product can be stored at room temperature 0°C for a single period of up to 30 days in
the original carton. Once stored at room temperatuke, the syringe should not be returned to the
refrigerator. The vial finished product can be storﬁ; to 24 hours at 25°C or 7 days at 5°C following
dilution. From a microbiological point of view, @roduct should be used immediately. If not used
immediately, in-use storage times and conditions prior to use are the responsibility of the user and

would normally not be longer than 24 hg 2°C to 8°C unless dilution has taken place in controlled
and validated aseptic conditions. The i:f ion should be completed within 24 hours of the dilution in

the infusion bag. Compatibility an ility of the diluted infusion in representative bags for hospital
use has been demonstrated.

2.4.3.5. Adventitious age O

Materials of animal originQde FBS, used in generation of the original clone that was ultimately used
to generate the MCB,%and some polypropylene and polycarbonate resins used in culture flasks. The
applicant states tha olypropylene and polycarbonate materials are aligned with EMA/410/01 and
certificates of co @ have been submitted to support this. The applicant has provided CoAs for all

batches of FBS 0 generate the cell clone and CoAs demonstrate that the FBS was sourced from a
country with (e}ible TSE risk (Australia and New Zealand).

L 4

Viral test \sults of all cell banks (MCB, WCB and PPCB) were provided along with viral testing
results eight batches of unprocessed bulk. All viral tests demonstrated that all cell banks were
freg f iruses, with the exception of the presence of A-type and C-type retroviral particles.

ally, the MCB tested positive for Manganese dependent retroviral reverse transcriptase, which
thésapplicant states is not unexpected due to the presence of retroviral like particles (RVLPs). Testing
of the PPCB detected infectious retrovirus when analysed in Mus Dunni cells, however, when the assay
was repeated in human cells (293 cells), no retrovirus activity was detected.

As RVLPs are present, the applicant has provided discussion on the ability of the manufacturing process
to clear the particles. Results demonstrate considerable RVLPs clearance by the purification process.
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Overall, the MCB, WCB, PPCB and unprocessed bulk have been demonstrated to be free from bacterial,
fungal and mycoplasma contamination. Documentation has been provided on FBS to demonstrate that
it has been sourced from countries where there is negligible a TSE risk. The cell banks have been
demonstrated to be free from viral contamination, with the exception of the presence of RVLPs.
However, the process has been demonstrated to have significant viral clearance capability an e
presence of RVLPs per dose is in line with other biological products.

<
2.4.3.6. GMO \%

*

Not applicable. K

2.4.3.7. Biosimilarity O

The applicant followed a stepwise approach to assess analytical similarity b DMB-3115, EU
Stelara (RMP) and US Stelara. In order to identify the relevant quality attfiutés (QAs) for analytical
similarity assessment, the applicant used a relatively standard risk ass@ent approach. Briefly,
impact scores were assigned based on the effect on clinical parameters of biological activity, PK,
immunogenicity and safety. Uncertainty scores were based on th &I of information available for
each QA. Risk scores were assigned by multiplying the impact sc@y the uncertainty score. The
individual scores, risk priority numbers, final risk ranking and designation are provided in the

dossier and are considered acceptable. Q
Similarity ranges were established using a three—tieroach:
— Tier 1 QAs (high clinical impact or moderate clinieal impact with high assay variability)

— Tier 2 QAs (moderate clinical impact a@assay variability)

— Tier 3 QAs (low potential clinical impact®aer are qualitative in nature).

Some critiques could be made of certain &signments. However, since all the raw data has been

provided and all results are thoroughl ssed, reclassification of certain QAs into different tiers
would not impact on the final con f biosimilarity. Therefore, this point was not further pursued.
The biosimilarity reference ran established using a mean =+ x Standard Deviation (SD) approach.

attributes were examined isual comparison. Conceptually, the overall approach is logical and is

Different SD multipliers Wereﬁ or the tiers, with X = 2.5 for Tier 1 and X = 3.0 for Tier 2. Tier 3
considered appropriate. T plicant has provided a thorough justification for their statistical
approach. Overall, th%\)/ro h is considered acceptable. An additional criterion for the similarity
study was that simi as considered to have been demonstrated if more than 90% of data points
were within the mange. While in principle this is not considered appropriate to apply such an
Qin each instance where results are outside the similarity range, justifications

approach in alt
have been.pr@i. Therefore, biosimilarity can be determined without taking this additional 90%

criteria i o\& unt.
Deta:@bthod qualification were provided. The results of the analytical testing are discussed in
T
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Table 1: Summary of analytical similarity between DMB-3115 finished product and the RMP

Molecular
parameter

Attribute

Methods for control
and characterisation

Key findings

Quantity

Protein
concentration

UV spectrometry

The protein concentration results for the six 40 mg
DMB-3115 batches and six 90 mg DMB-3115
batches were within both the mean + 3 hﬁge
and the min-max range of the 24 RMP, s. For
tthe 130 mg vial, one out of six of the -3115
lots had a result of 5.1 mg/ml, wl as outside
ithe EU mean + 3 SD range (4. @'mg/ml). This
slight difference of 0.1 mg/ml%o considered to

be clinically meaningful. /7N

Extractable volume

Measurement of weight

For the 45 mg and 90 m reséntations, the
extractable volume of B-3115 batches was
within the both meal 38D and min-max range
of the RMP. For the g, the extractable
\volume of the six 3115 vials (26.91 — 26.99
ml) was slight er the EU similarity range
(26.77 — 26.83 . However, to prepare the
infusion bﬁ 26 ml is withdrawn from the vials.
Theref only the lower range is relevant and
thus O@ that DMB-3115 had 0.1 — 0.2 ml
ext me has no clinical relevance.

N

Primary
structure and
Post-
translational
modifications

Molecular Weight
(Intact, de-
glycosylated and
reduced molecular
weight)

LC—ESI—MS\

(\O

PN Vi

18pectra were provided for DMB-3115 and
P, and while some differences in peak
ofiles were seen, these were shown to be
tributed to differences in the levels of C-terminal
lysine in most cases. As differences in C-terminal
lysine are not critical for biosimilarity, these
differences are considered acceptable. One
difference in the MS peak profile of the
glycosylated intact form was due to differences in
oxidation which is discussed further below.

Total Amino acid
sequence

-
Q}SLMS/MS

Same amino acid sequence between DMB-3115
and the RMP

Extinction coeffici

o

UV, RP-HPLC

IThe individual results for the DMB-3115 batches
were within the EU refence range and EU min-max
range. The means were also highly similar.
Therefore, it is concluded that the extinction
coefficients are comparable.

RP-HPLC

Comparable molar ration between DMB-3115 and
ithe RMP.

(‘
Amino aalysis

Peptide® mapping

RP-HPLC

Overlaid tryptic peptide maps showed no obvious
difference between DMB-3115 and the RMP. No
new or missing peaks were identified.

Oxidation

HIC-HPLC

For the 45 mg presentation, two out of six DMB-
3115 batches (5.0% and 6.2%) were outside the
EU similarity range of 1.8 — 4.8%. For the 90 mg
presentation, one out of the six DMB-3115
batches (6.6%) was outside the EU similarity
range of 1.9 — 4.5%. For the 130 mg
presentation, all six DMB-3115 batches were

within the EU similarity range of 0.1 — 7.9%.

D
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LC-ESI-MS/MS

One out of nine tested DMB-3115 batches with a
result of 1.49% was outside of the EU similarity
range of minus 0.41 — 1.46%. However, as this
batch was only 0.03% outside the rangé
not considered meaningful. It is also no
ithe min-max range of the EU batche .
1.62%) is wider than the mean *= @‘lilarity
range and all the DMB-3115 batc e within

tthis min-max range. The appli \ ues that as
oxidation in DMB-3115 batch%less than 2%
n

higher than the EU referen@a e, that such a
small difference is unlik ve a clinical
impact. Furthermore, lysts of individual
methionines shows most critical site that
can impact FcRn %g (Met254) has a
comparable lev idation. Overall, it can be
accepted that @ight increase in oxidation in
DMB-3115 does ot significantly impact the claim
of biosimiléty.

Deamidation

Isomerisation

N-terminal

pyroglutamationz 0

Deamitmound at one site on the light chain
and @ ites on the heavy chain. A similarity
\/

rang only provided for HC N317 and all DMB-
iChes were within the range. As the raw
ata are provided for the other seven deamidation
Sites, the results could be compared directly and
owed that deamidation at these other sites are
also similar between DMB-3115 and the RMP.

Isomerisation comparative data are provided for
six sites. For five of these sites only low levels of
isomerisation (<1%) were seen. The levels of
isomerisation at HC D150 were directly compared
and all DMB-3115 bathes were within the EU
reference range.

N-terminal pyroglutamation levels were
comparable between DMB-3115 and the RMP.

C -terminal lysine levels were notably lower in
DMB-3115 batches compared to the RMP.
However, C-terminal lysine is not considered
critical in determination of biosimilarity for
monoclonal antibodies, therefore these differences
do not impact the claim of biosimilarity.

N

L 4

J&

%ide bonds

LC-ESI-MS/MS

IThe disulfide bonding pattern for DMB-3115 was
confirmed to be as expected. The overlaid
chromatograms confirmed identical disulfide bonds
compared to the RMP.

Free thiol analysis

Free thiol levels of DMB-3115 were within the EU
reference range.

Higl@rder
ure

Secondary and
Tertiary
Structure

FTIR

Overlaid FTIR spectra were comparable between
DMB-3115 and the RMP.

CD spectrum

Overlaid near- and far-UV CD spectra were
comparable between DMB-3115 and the RMP

UV spectrum

Overlaid UV spectra were comparable between
DMB-3115 and the RMP.

Thermal Stability

DSC

IThe thermal stability of DMB- 3115 was similar to
ithe RMP in the vial presentation, but not the PFS
presentations. The applicant attributes the non-
similarity to difference in the formulation and
argue that the combination of higher histidine
levels in DMB-3115 combined with the heat
introduced during the DSC assay may lead to a
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decrease in pH. To support this claim, the applicant]
generated an active substance lot of DMB-3115
using the RMP formulation. This lot shows a very
similar DSC profile compared to the RMPNGiven
that all the other orthogonal assays sho%
DMB-3115 and the RMP have compar,

secondary and tertiary structure, it %
that the differences seen in DSg

due to an artefact caused by h
sample preparation for DSC a

agreed
s are likely
uring

Sis.

Purity and
Impurities

Aggregates

SEC-HPLC
(HMW and monomer
content)

The DMB-3115 levels of H
monomer species were Wi
range. Levels of HMW Ci
batches tested.

ecies and
e EU reference
were <£0.4% in all

SEC-MALS
(molecular weight of
dimer and monomer)

The DMB-3115 b@were within the EU
reference rangg.

SV-AUC
(size variants contents
and profile)

results for s-value and relative area

SEC-HPLC
(LMW content)

The DMB-3115
were wz e EU reference range.

)
The 15 levels of LMW species were within
the

erence range.

t}(intact 1gG, sum of

fragments)

145 batches were not comparable to the

. The total fragments results for the DMB-3115
tches ranged from 5.3 to 9.0%, whereas the EU
eference range was 2.6 — 4.8%. Therefore 100%
of the DMB-3115 batches were outside the refence
range. Similarly, all of the DMB-3115 batches were
outside the EU reference range for intact 1gG
(2H2L). To justify that the increase in fragments
does not impact the quality of the product, the
applicant prepared two samples of DMB-3115 with
increased levels of 2H1L fragments by increasing
ithe content of cysteine in the media at 10 L scale.
These samples had 2H1L levels of 7.6% and 8.2%,
and total fragment levels of 12.4% and 13.7%
respectively. These samples were tested using
several assays which showed generally comparable
results to the reference product when tested by
SEC, IEC, rCE-SDS, IL-12 p40 binding, IL-23 p40
binding, IL-12 neutralisation and IL-23
neutralisation. Differences were seen in
oligosaccharide profile, but these are reflective of
tthe overall difference in commercial DMB-3115
batches. There was also a higher level of oxidation
in these samples and they had reduced levels of
FcRn which seem to be correlated with fragment
levels in the samples. Additional data was provided
from samples with fragmentation up to 41% and
no impact on FcRn binding was observed.

rCE-SDS
(NGHC, LC+HC)

IAnalysis showed higher levels of NGHC and lower
levels of 2H2L. However, the absolute level of
NGHC was relatively low with DMB-3115 batches
results of 0.50 — 0.70% compared to the EU
reference range of 0.24 - 0.44%. The applicant
prepared samples with increasing levels of NGHC,
up to 19%, which showed no impact on potency,
but did show a slight reduction in FcRn binding.
However, as NGHC is controlled to 1.20% at active
substance release, this is not a concern.
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Subvisible particles

MFI

The DMB-3115 batches were within the EU
reference range for all particle sizes (= 2um, =
10pum, = 25um, and = 50um).

DLS

Results show that for the Peak 1 diamet all lots

were comparable.

%Acidic

%Main

Charge Variants

%Basic

IEC-HPLC

\variants were higher and the leyel asic
\variants were lower. Peak fracti M n studies
were used to further examine various peaks by
LC-MS/MS, 1L-23 neutralisactivity and FcRn
binding affinity. The peaks shown no

dijff
difference in IL-23 ne £ isihion activity and a
slight increase in Fn% ing for basic peaks. The
basic variants con@! peaks corresponding to C-
terminal lysines an e levels of basic variants in
DMB-3115 ar nsidered to have any impact
on efficac%sa y. The higher levels of acidic

The % main peak was higher for DM
batches compared to the RMP. The:(: f acidic

species in B-3115 may be attributable to the
combin@ ribution of several post-translational
modificatiefis, including higher levels of oxidation.
Ho since the functional data on the acidic
ows no difference in biological activity

if
only a minor impact on FcRn binding, overall it
n be accepted increase in acidic species will not
\ pact efficacy and safety.

Sialic acid

v

2-AB NP-
(Total

IThe results for NGNA are outside of the EU
reference range. However, since the DMB-3115
results are all lower than the RMP batches, there is
no safety concern.

PLQ
(To A + Total
NA)

It is confirmed that DMB-3115 has lower levels of
NGNA compared to the RMP.

Glycosylation

Total a-Gal

A\ Y4
Q—AB NP-UPLC

The results for a-Gal are outside of the EU
reference range. However, since the DMB-3115
results are all lower than the RMP batches, there is
no safety concern.

Afucosylﬁ]

2-AB NP-UPLC

Based on raw data provided in the dossier, it could
be concluded that the DMB-3115 batches were
within the EU min — max and mean = 3 SD range.

2

Galactosylation

2-AB NP-UPLC

Based on raw data provided in the dossier, it could
be concluded that the DMB-3115 batches were
within the EU min — max and mean *+ 3 SD range.

Qnosaccharide
*

HPLC-FLD

Monosaccharides analysis confirmed similar levels
of Fuc, GIcN, GalN, Gal and Man between DMB-
3115 and the RMP.

l IL-12 neutralizing

>

IL-23 neutralizing

Cell-based assay

All DMB-3115 batches were within the EU
reference range for IL-12 and IL-23 neutralising
activity, demonstrating comparable biological
activity.

<

IL-12 binding

iological
operties

IL-23 binding

SPR

IAll DMB-3115 results were with the EU reference
range.

All batches of the 45 mg and 90 mg DMB- 3115
batches were within the Tier 1 quality range. For
ithe 130 mg, two out of three batches with results
of 109.7% were outside the EU Tier 1 biosimilarity
range (2.5 SD) of 91.6 — 108.1%. However, a
difference in IL-23 binding of 1.8% outside the
reference range is not considered clinically
meaningful. When data from the 45 mg, 90 mg
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and 130 mg are pooled, the combined EU
reference range is 92.9 — 108.9%, with an EU min
— max range of 95.5 — 109.7%. The fact that all
results for DMB-3115 are within the pooled EU min
— max range provides additional assuraat

tthe results are comparable. Moreove@

biosimilarity has been clearly demqg d for the
IL-23 cell based assay, as well as binding
and IL-12 cell based assays. T e, the two

results with marginally higher'W.-23 binding are
not a cause for concern. R@/e tative dose
response curves have b ided for all the
potency assays and s similar profiles.

Three out the nine 15 batches had results
(98.4%, 96.1%, 98.9%0) below the EU mean + 3

o SD range of 99, .2%. Since the results are
FcyRI binding

only slightly b he EU range and binding to
FcyRI is not expe€C€ted to impact the biological
activity, thése results are not of concern.

batches were with the EU mean = 3

FcyRIIla binding

the nine DMB-3115 batches had results
07.8%, 98.2%) below the EU mean £+ 3
range 98.6 — 117.5%. Since the results are
C ly slightly below the EU range, and binding to
\ cyRIIb is not expected to impact the biological
activity, these results are not of concern.
O All DMB-3115 batches were with the EU mean = 3

FcyRIIb binding

FcyRIIIa binding

SD range.
o Q IAll DMB-3115 batches were with the EU mean + 3
FcRn binding
SD range.
o & IAll DMB-3115 batches were with the EU mean + 3
C1qg binding ISA
SD range.

Neither DMB-3115 nor the RMP showed any

-
ADCC aQsell ADCC assay [activity. This confirms that effector function is not

relevant for the mechanism of action.

Neither DMB-3115 nor the RMP showed any
cDC CDC assay activity. This confirms that effector function is not
{ relevant for the mechanism of action.

P

g

Conclusion \

%:ted a biosimilarity exercise in accordance with the requirements of the EMA
iological medicinal products containing biotechnology-derived proteins as active
issues (revision 1)” (EMA/CHMP/BWP/247713/2012). A sufficient number of
ference product batches have been included in the study. The batches cover all three
strength the biosimilar finished product batches represent independent active substance batches.
A corr@ensive panel of analytical tests has been presented, including relevant orthogonal tests. In
ge »the primary structure, higher order structure, content, purity and potency are comparable

The applicant ha
“Guideline on §j
substance;q ali

biosimilag.a

een DMB-3115 and the RMP. Nonetheless some clear differences are present between the
products, with regards to afucosylation, acidic variants, oxidation, monomer content/2H1L variant and
NGHC. The applicant adequately demonstrated that these differences are not relevant for the safety
and efficacy of the product. Therefore, it can be agreed that DMB-3115 is biosimilar to Stelara.
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2.4.4. Discussion on chemical, and pharmaceutical aspects

Information on development, manufacture and control of the active substance and finished product has
been presented in a satisfactory manner. The results of tests carried out indicate consistency and
uniformity of important product quality characteristics, and these in turn lead to the conclusiomthat the
product should have a satisfactory and uniform performance in clinical use.

The applicant has applied quality-by-design (QbD) principles in the development of the a |®
substance and/or finished product and their manufacturing process. However, no desi %es were

claimed for the manufacturing process of the active substance, nor for the finished pQ .

One Major Objection was raised during the assessment for the lack of an EU GMP @icate for the
active substance and PFS finished product manufacturing site in the Republic &@a, which has been
provided by the applicant by the time of CHMP opinion. &

2.4.5. Conclusions on the chemical, pharmaceutical giological aspects

The quality of this product is considered to be acceptable when useq accordance with the conditions
defined in the SmPC. Physicochemical and biological aspects rele
performance of the product have been investigated and are cof d in a satisfactory way. Data has

o the uniform clinical

been presented to give reassurance on viral/TSE safety.

2.4.6. Recommendation(s) for future quglity development

N
O

Not applicable.

2.5. Non-clinical aspects Q
2.5.1. Introduction &
Ustekinumab exerts immune modulati operties by selectively binding to the p40 subunit of the

cytokines IL-12 and IL-23, thereb ng their ability to bind to their respective IL12RB1 receptor
located at the surface of Natural (NK) cells and T-lymphocytes. Consequently, ustekinumab
neutralises IL-12 (T helper Thi IL-23 (Th17) mediated cellular processes.

DMB-3115 (the studies of
3115, so this term will be in this AR going forward) was compared to the marketed reference
products, both EU St%an US Stelara.

2.5.2. Pharr(&)gy
L 4

2.5.2.1. fri@ pharmacodynamic studies

n-clinical and clinical development programme usually refer to DMB-

In vitro Fﬁudies comparing specific binding and biological activities were conducted as a part of
analyt@ ilarity studies using DMB-3115 drug product (45 mg pre-filled syringe [PFS], 90 mg PFS,
13 al) also used in phase 3 clinical studies and Process Performance Qualification (PPQ) study.

| e primary pharmacology study 200538 the applicant pursued a bridging strategy to utilise data
generated with DMB-3115 in comparison to US-licensed and EU-approved Stelara, by conducting 3-
way analytical similarity studies using DMB-3115, US-licensed Stelara and EU-approved Stelara. These
include in vitro pharmacodynamic (PD) studies which showed that DMB-3115 and Stelara exhibited
specific binding to the target antigen - the p40 subunit of interleukins IL-12 and IL-23. Binding to
representative isoforms of FcyRs (FcyRI, FcyRIIa, FcyRIIb, and FcyRIIIa-V176) and FcRn and binding
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to complement C1q showed comparable binding affinities between DMB-3115 and Stelara. Biological
activity of DMB-3115 and Stelara associated with IL-12 and IL-23 neutralising activities was also
comparable. Moreover, neither DMB-3115 nor Stelara exhibited complement-dependent cytotoxicity
(CDC) or antibody-dependent cell cytotoxicity (ADCC) in IFN-y-activated U937 target cells.

PD results are summarised in Table 2 below and, except for data from IL-23 binding assay, sh
comparability between DMB-3115 and EU/US Stelara. There were minor differences record

regards to IL-23 binding affinity, where 2 out of 9 (22%) DMB-3115 batches showed slightl evated
binding activity towards this epitope. However, the measured binding affinities of all n?% were
distributed narrowly around the mean. It was also confirmed that no product conferréd ADCC or CDC

activity. O

Table 2: Summary of in vitro PD results of DMB-3115 DP, EU Stelara a@ Stelara

sample s — Analytical similarity (% of lot
Teshiag Anaiysis Py . o 4 number within GR)
! say “Tar® (35 DMB- Eu us EU 3Msve | 3M5ve | EUwe
ELE: US) 3115 Stetara | Stelara | Stslars EU us s
Fab IL-12 Cel- 1- % within s |E-15 | &7-128 | @3-z | 77-us -124 | 100 100 100
reiaed neutralzing | based ity Range
bioiogical assay k=25) (
aciivites
IL-23 Cad- 1- %% within G |Be-12 | es-115 | 7i-116 M |71z [ 100 100
neutralzing | based Chsikty Range
Iy [k=25)
IL-12 oo 1- % within U | O7O- =1 ! Q- 014- 100 100 100
Eindirg Guaslity Range s 2 L 147
fk=25)
IL-3 SPR 1- %% within G | SRA- 2- a29- ET3- i} 100 100
birdng Cualiy Range ey - 1069 1103 (2 0t
[k =2.5) COR &
07 %
higher
bing
amnify
Q, Ieves)
Forelated | Fofin SPR 2 .- % within G | M9 ws -[|op -] a8sz- ES3- 100 100 100
biologica | binding sty Range p 1002 1108 1.1 11T.E 11EE
actvities ok I*\I ] _
FoyAl opR 1 - | D34 1026 Fawd®a | Fawdas | Smilar | Smiar | Hgnly
binding 106.2 109.1 1118 comparss | comparis srilar
on on
FoyRlla PR wa- ooa- ogo. Fawd®a | Fawdaa | @miar | Smiar | Hgnly
binding 1039 147 126 comparts | compans silar
an on
FoyRlib SPR 57.3- 1032~ | 1e5- | Rawdata | Rawdata | smiar | smiar | Hghy
bircing 1029 184.1 8.8 comparts | comparnis smilar
on on
FoyRllia PR & g1:9 | wa- 575~ Z35- Rawdda | Rawdas | Similar | Smiar | Hghly
birding 1005 1140 118 comparis | compans smilar
\ on on
Cigindng | ELiga W\G-Gunitemve | H1:9 | 83-114 | @-17 | 97-11¢ | Rawdala | Rawdaa | Hgny Highly HigHly
Compartson comparts | compans | similar similar smilar
o on
ADCC 3-CuentEme | 1101 No [ Mo Mo No Highiy Highly HigHly
14 Coempartson aotvity | actvty | actviy | sy | achviy | smiar | smiar girlar
—— Mo Mo Mo
ey aciviy] | asniy) | actity)
boiogca coc 3-Ouonttamve | 1011 Mo Mo Mo MO Mo Highy Highly Highly
HEE ass3y Compartson acivity | actvty | actviy | acity | actviy | smiar | smiar srilar
(Mo {No Mo
aivity] | aciviy) | actity)
uality range, OOR: Out of range

2.5.2.2. Secondary pharmacodynamic studies

No secondary PD studies were conducted in line with requirements of the Article 10(4) of Directive
2001/83/EC and in accordance with EMEA/CHMP/BMWP/42832/2005 Revl guideline.
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2.5.2.3. Safety pharmacology programme

Safety pharmacology studies are not required for an application under Article 10(4) of Directive
2001/83/EC and in accordance with EMEA/CHMP/BMWP/403543/2010 guideline. However, safety
pharmacology parameters were assessed in the in vivo 4-week repeat-dose toxicity study in
cynomolgus monkeys (Study 8379943). Neither Absimky nor EU-Stelara showed any adverse %ts
regarding safety pharmacology parameters. This is in line with the previous data for EU—St@

(EMEA/CHMP/29255/2009). %

.
2.5.2.4. Pharmacodynamic drug interactions K
No PD drug interactions studies were conducted in line with requirements of the 10(4) of

Directive 2001/83/EC and in accordance with EMEA/CHMP/BMWP/42832/20%V guideline.

2.5.3. Pharmacokinetics O

One comparative single-dose PK study was performed in male cynomolgls’monkeys, titled:

“Pharmacokinetics of Stelara and biosimilar DMB-3115 following suficutaneous administration in the

monkey” (Study 8380413). Here, administration occurred as a s@ subcutaneous (SC) injection of

DMB-3115. Two distinct Absimky batches and EU-approved S% were administered at a dose of 9
i

mg/kg to male cynomolgus monkeys (n=6 animals per group):
between two batches of Absimky and between Absimky iE -Stelara.

ilar PK profiles were demonstrated

In this study, anti-drug antibodies (ADAs) were evid% ne animal each in the two Absimky dosed
groups, but not in the EU-Stelara dosed group. As the ADAs appeared towards the end of the
experiment, overall (group) PK parameters were @ignificantly affected. Moreover, no ADAs were
detected in a subsequent 4-week repeat dose@ty study in the monkey.

2.5.4. Toxicology é/

2.5.4.1. Single dose toxicity 0
No single-dose toxicity study was Qrmed in line with the applicable guideline

(EMEA/CHMP/BMWP/42832/2 vl).

2.5.4.2. Repeat dose tQt

The applicant has cormgted a 4-week study 8379943 in cynomolgus monkeys with twice weekly
dosing via subcutan@injection comparing 0.9 and 45 mg/kg of Absimky to EU-Stelara at the same
dose levels. Ove e toxicity profile was comparable between both products for the parameters

* . . )
evaluated durirg, the study. No ADAs were evident in any test animal.

2 4
2.5.4.3. !‘ oxicity

No ge@ city or mutagenicity studies were performed in line with the applicable guideline ICH S6

2. .4. Carcinogenicity

No carcinogenicity studies were performed in line with the applicable guidelines
(EMEA/CHMP/BMWP/42832/2005 Revl and ICH S6 (R1)).
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2.5.4.5. Reproductive and developmental toxicity

No reproductive and developmental studies were performed in line with the applicable guideline
(EMEA/CHMP/BMWP/42832/2005 Revl).

2.5.4.6. Toxicokinetic data b

The objective of this assessment was to determine the systemic exposure of Absimky and @elara in
male and female cynomolgus monkeys after twice a week subcutaneous (SC) dosing . 45
mg/kg/day) for 4 weeks (Study 8379943). Mean plasma concentrations of EU—SteIarﬁNbsimky were
generally similar and were higher after multiple doses of EU-Stelara or Absimky w mpared to a
single dose. Estimation of elimination phase half-life (t;,2) was not attempted fo Dnimals. Non-
clinical PK studies do not suggest a significant difference between Absimky e reference product,

EU-Stelara. Q

2.5.4.7. Local tolerance

Macroscopic observation and histopathological assessments of locak{injection site) tolerance were
performed in the single dose PK study 8380413 and the 4-week @a -dose toxicity study 8379943.
There were no toxicologically significant differences in injectio indings between control animals

and animals administered Absimky or EU-Stelara.

2.5.4.8. Other toxicity studies OQ

No other toxicity studies were performed. \

2.5.5. Ecotoxicity/environmental assessment

Absimky is a monoclonal antibody and is @fied as a protein. Therefore, an environmental risk
assessment (ERA) is not required for thi§ medicinal product in accordance with Article 8(3) of
Derivative 2001/83/EC and the guideli MEA/CHMP/SWP/4447/00).

2.5.6. Discussion on non@‘nical aspects

An abridged nonclinical pack% as been provided to support the MAA for Absimky. This is acceptable
considering the product i iosimilar of Stelara for which there is extensive clinical experience.

Furthermore, this is—l'qvi he EMA Guideline (EMA/CHMP/BMWP/403543/2010) and with what was
1

agreed during CHMP tific advice (EMA/CHMP/SAWP/653523/2019).

As outlined in th ittee for Medicinal Products for Human Use (CHMP) scientific advice
(EMA/CHMP/ 53523/2019), the conduct of the in vivo 4-week repeat-dose toxicology study with
TK assessgﬁe@ ynomolgus monkeys to compare Absimky with EU-Stelara is not required for a
biosimila A'in the EU (e.g. according to the EMA Guideline EMA/CHMP/BMWP/403543/2010).
Overall, ‘@ oxicity profile was comparable between both products for the parameters evaluated
durin@ study.

ed that the range and type of genotoxicity studies routinely conducted for pharmaceuticals are
nottapplicable to biotechnology-derived pharmaceuticals because large proteins would not be expected
to pass through cell membranes and interact directly with DNA or other chromosomal material.

It is noted that studies regarding carcinogenicity, genotoxicity, carcinogenicity, reproductive and
developmental toxicity are not required for non-clinical testing of biosimilars.

Sections 4.6 and 5.3 of the SmPC are in line with the innovator product.
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The active substance is a natural substance, the use of which will not alter the concentration or
distribution of the substance in the environment. Therefore, ustekinumab is not expected to pose a risk
to the environment. An expert statement justifying the absence of an ERA has been submitted by the
applicant. The applicant’s justification for the lack of an ERA is considered acceptable. This is in line
with the Guideline on the environmental risk assessment of medicinal products for human use
(EMEA/CHMP/SWP/4447/00 corr 2). b

2.5.7. Conclusion on non-clinical aspects . %

The design of the non-clinical development program is considered appropriate. The -clinical data
support biosimilarity of Absimky versus the EU reference product EU-Stelara.

Overall, the available non-clinical studies support Absimky marketing autho@hat is in
compliance with the EU legislation as well as the biosimilar relevant guida® the CHMP.

2.6. Clinical aspects @

GCP aspects q
The Clinical trials were performed in accordance with GCP@N ed by the applicant.

The applicant has provided a statement to the effectath nical trials conducted outside the
Community were carried out in accordance with the ethieal standards of Directive 2001/20/EC.

2.6.1. Introduction

e Tabular overview of clinical studies O

The clinical development program for DMB-31 PFS, administered subcutaneously) consists of a
Phase 1 study (DMB-3115-1) and a Phas study (DMB-3115-2). The pharmacokinetic (PK) results of
these two studies have been provided. human biomaterial studies have been conducted for DMB-

{

>
é}(\
&>
o
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Study Main study Study Design Test product Number of Healthy Duration of
Number | objective Study start/ Dosage, regimen subjects subjects Treatment
completion Route of treated or diagnosis
administration of patients
DMB- Compare the PK Randomised, DMB-  3115: N = 300 Healthy Si
3115- profiles of DMB- double-blind, PFS (SC) (DMB-3115: 100; | supjects d
1 3115 single-centre, EU- EU-Stelara: 100; s
Formulation A, EU- | single-dose, 3- Stelara:PFS US-Stelara: 100) *
Stelara and arm parallel (S©) \
Us-Stel group oS M
-otelara stud Stelara:PFS
Investigate the y (SC)
safety, tolerability,
And immunogenicity Single dose of
of DMB-3115 45 mg
Formulation A, EU-
Stelara
and
US-Stelara
DMB- Evaluate efficacy of | Randomised, DMB-3115: PFS Up to Week 28 Subjects with 40 weeks
3115- DMB-3115 in double-blind, (SC) (Period 1. moderate to after
2 comparison with multicentric, EU-Stelara: N=5 severe randomisation
EU-Stelara. Evaluate| parallel-group, PFS (SC) (DMB chronic
safety, tolerability, and active 29 plaque-type
PK, controlled Both arms: E ra: 299) psoriasis
And immunogenicity| Study. Subjects <100

of DMB-3115 in
comparison with EU-
Stelara

kg received 45mg
initially, followed b

another 45 mg 4
weeks

later, and then
every 12 weeks
thereafter,

Subject:

kg re

90 m ses as per

S e
%Ie.

52 (Period 2):

N = 531
(DMB-3115:
268;
EU-Stelara: 132;
EU-Stelara
Switched to
DMB-3115: 131)

2.6.2. Clinical pharmaco g;b

2.6.2.1. Pharmacokinetics O

Methods

PK assay

The bioanalytical m

2 4
The detepmi

(accur
ang U

or measurement of serum ustekinumab was a standard ligand binding Meso

Scale Discovery ormat. Briefly, a biotin conjugated anti-ustekinumab antibody was coated on to
microplates w ple and controls. A sulfo-tagged conjugated anti-ustekinumab antibody was added
and ustekinu@ oncentration was measured based on the resulting ECL signal.

range of the assay was 3000 ng/ml to 5.86 ng/ml. The inter assay relative error

d precision were within the acceptance criteria of %RE within <20% (<25% for the LLOQ
and a %CV of <20% (<25% at LLOQ and ULOQ). Dilution linearity showed acceptable

ance when diluted in assay matrix.

Spike recovery studies were performed to examine selectivity and specificity. Ten healthy human
serum samples were spiked with DMB-3115 at the HQC and LQC level. The average spike recovery was
106% for the HQC and 88.0% for the LQC, and results were acceptable for 80% of samples tested.
Spike recovery did not meet acceptance criteria when using lipaemic or haemolysed samples tested at
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the LQC level. In total, 3.3% of samples were either lipaemic or haemolysed and data was provided to
show that exclusion of these samples had no impact on the PK results.

Stability data was provided confirming sample stability for up to 36 months at -70°C, and for up to 24

hours at 2—-8°C.
Robustness was examined by altering incubation times, plate shaker speed and incubation b
temperature. The results show that the assay is suitably robust.

Assay tolerance to IL-12 and IL-23 was investigated at two levels. A DMB-3115 conce?@‘u of 6.0
ng/ml can tolerate up to 1.85 ng/ml of IL-12 and IL-23, and a DMB-3115 concentratign of 1200 ng/ml

can tolerate up to 117 ng/ml of IL-12 and IL-23. The applicant has justified based cientific
literature that the levels of circulating IL-12 and IL-23 are below the toleranc e assay.
The applicant provided cross reactivity data to justify the use of a single as mat. The

concentrations of HQC, MQC, and LQC samples of the clinical lots of DMB-@11%5, EU and US Stelara
were measured using DMB-3115 as the reference standard. Back—calcuﬁ concentrations of all three
were within acceptance criteria for accuracy and precision, which justifie at the PK assay is capable
of accurately determining the concentration DMB-3115, EU Stelaraid US Stelara. This was further
confirmed with the six Stelara lots used in the Phase 3 study. Lo ot assessment was performed

with multiple DMB-3115 lots which showed that different lots B-3115 performed the same in the

assay.

The assay was validated in accordance with the require@gf ICH M10. All acceptance criteria listed
in the validation report are fully in line with ICH M10. ioanalytical report is provided which details
how the assay was carried out. Details are provided, on the number of samples tested. The results for
the calibrators, QCs, and study samples are in acmnce with the specified acceptance criteria in ICH
M10. Incurred sample analysis meets the requirements of ICH M10 and verifies that the assay
performed as expected. Certificate of an is (COA) for critical reagents and control material were

provided by the applicant. (
Anti-drug antibody assay 0

A standard three-tiered approach @munogenicity detection was used, which comprised screening,
confirmation and determinatiorgu u
biotin conjugated DMB—3115§7

DMB-3115 is added as a d
signal.

The positive control,&\o prepare the calibration curve and QCs was a human anti-ustekinumab
monoclonal antit@ e antibody is periodically validated against EU Stelara by the supplier.

tralising capacity. The ADA assay uses an MSD platform, where
bated with samples/QCs on biotin coated plates. SULFO-tagged
n antibody and the bridge formed by ADAs can be detected as an ECL

Fifty serum sa‘ were used to determine the screening cut-point over six independent assays by
two analysts.@ils of statistical analysis are provided in the validation report, including tests for
normalit Ners and determination of variances. A floating cut-point was established based on the
95th per%e. As the assay cut-point (ACT) was established using healthy serum, data was requested

to su rf the use of this cut-point when using patient serum.

pecificity (or confirmatory) cut point (SCT) was determined using 50 naive serum samples
incubated with and without spiked drug. The statistical analysis is provided in the dossier and the cut-
point was determined based on a 0.1% false positive rate. Antibody titre was determined based on the
reciprocal of the highest dilution that gave a value equivalent to the assay cut-point (ACT). The
applicant provided a suitable justification for using the cut-point based on naive serum.
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The sensitivity of the assay was determined to be 2.8 ng/ml in neat serum, which is considered
sufficiently sensitive for an ADA assay. A series of calculations of inter- and intra- assay variability was
performed. In all cases the recovery/relative error and precision were <20%, which is considered
acceptable. Acceptable drug tolerance has been demonstrated, the assay is drug tolerant for the
detection of ng/mL of ADA, in the presence of up to 6000 ng/mL ustekinumab.

Spike recovery studies showed that there was no matrix interference, including lipaemic an@
,an

haemolysed samples. Stability data have been provided, including long term, room tempgra d
freeze thaw stability. Assay robustness data were also provided and are considered act le. Data on
cross-reactivity have been provided to justify the use of a single assay format. «

Overall, the assay is considered to be validated in accordance with the recomme (Qns of the EMA

Guideline on Immunogenicity assessment of therapeutic proteins (EMEA/CHM MWP/14327/2006 Rev

1) and the EMA Guideline on immunogenicity assessment of monoclonal anti ies intended for in vivo
mrt}/\/

clinical use (EMA/CHMP/BMWP/86289/2010). All relevant bioanalytical re ere provided.

Neutralising antibody assay ,b

The neutralising antibody assay (nAb) is based on a competitive E ridging assay. Neutralising
antibodies present in the sample inhibit sulfo-tagged IL-12 p40 inding to biotinylated DMB-3115.
The cut-point was determined using 50 naive serum samples, a 5% false positive rate. The results

indicated that a dynamic cut-point should be used due to eans and variances. The individual
dynamic cut-points were determined using 42 pre-dose Qamples. Details of the statistical
calculations are provided in the dossier. Intra-assay r@ity was <2.2% which is considered
acceptable. Inter-assay variability was examined over séveral days by two analysts and gave a
resulting CV of <9.5%. The sensitivity of the assaQas calculated to be 108 ng/ml which is considered
sufficiently sensitive for an nAb assay. Spike r studies showed that 20% of the unspiked serum
samples gave a positive result. This implies agpositive rate of 20%. While this is higher than the
false positive rate intended by the assay ign, a slightly higher number of false positive results (i.e.

making the products seem slightly moref{immunogenic) is considered to be in the company’s risk rather

than a true risk to patients. In contras e false negative rate was determined to be 10%. The
ion for the drug tolerance level of the assay. Tolerance to IL-12

applicant provided appropriate justifi
and IL-23 was also investigated. ssay can tolerate IL-12 and IL-23 at levels far above what is

expected in normal serum. So Ise positive results were found but these were at levels above those
expected in normal serum. efore, the interference from IL-12 and IL-23 is not a concern for this
assay.

Cross reactivity expeNts were performed by pre-incubating the HPC and LPC with increasing

concentrations of D@llS, EU Stelara, and US Stelara. There were comparable levels of inhibition
from all three dr@ ereby justifying the use of the single assay format. All relevant bioanalytical
reports have b‘ rovided.

L 4

N

Title parative pharmacokinetic study of ustekinumab biosimilar (DMB-3115 Formulation A), EU-
ra, and US-Stelara in healthy adult subjects Design and Methods.

Trial design: This was a Phase 1, single-centre, single-dose, randomised, double-blind, 3-arm
parallel-group study in healthy male and female subjects aged 18 to 55 years, inclusive (body weight
of 60.0 kg to 100.0 kg and body mass index of 18.5 to 29.9 kg/m2, inclusive, at Screening). Subjects
were randomised in a 1:1:1 ratio to receive a single 45 mg subcutaneous injection of DMB-3115
(Formulation A, the formulation that was used in this trial as well as study DMB-3115-2), EU-Stelara,
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or US-Stelara on Day 1, after which they were followed for 16 weeks for assessment of PK, safety,
tolerability, and immunogenicity.

Subject disposition:

A total of 645 subjects were screened, of which 300 subjects were randomised and 296 subjects,were
dosed. Of the 296 subjects, 294 (99.3%) subjects completed the study. Two subjects disconti the
study after the IMP administration.

= One subject withdrew consent for further study participation from Day 5 onwards efa@r the EoS

Visit on Day 112. K

= Another subject was withdrawn by the Investigator due to incompliance after r@ng visits (Days
13, 21, 42, 56, and 63) and several delayed visits (Days 9, 10, 11, 14, 17, 35,849, "and EoS Visit on

Day 112).

All treated subjects were included in the safety analysis set. One subjec Q DMB-3115 group
withdrew from the study and did not have valid PK data by sequence forfall'visits; therefore, the
subject was excluded from the PK analysis set. {

Protocol deviations: @

One subject had major protocol deviations. Two major proceo@rrotocol deviations were reported in
the US-Stelara group.

Demographics: \O

Subjects’ age ranged from 18 to 55 years, with a mean (standard deviation; SD) of 38.5 (9.89) years.
Body weight ranged from 60.0 to 99.0 kg, with an (SD) of 76.20 (10.368) kg. A total of 184
[62.2%] subjects were male and 278 [93.9%@%ts were of White race. Of the 296 subjects
included in the safety analysis set, 295 subjects Were included in the PK analysis set (98 for DMB-
3115, 98 for US-Stelara, and 99 for Eu—m ). Subject characteristics (height, weight, and BMI)

were generally well distributed across atment groups and were within the predefined limits of

the study.

Medical History and Concurre G\esses:

None of the subjects had an;ﬁ—l ant medical history. None of the ongoing medical history was
considered to have negati pacted subject safety or influenced the results of the study.
Prior and Concomi%&tments
Prior medications wépy ported in 2 (0.7%) subjects. A total of 85 (28.7%) subjects received

concomitant me ions during the study.
.

None of thes@ications were considered by the Investigator to have an influence on the objectives

of the st J\
Meas b-xts of Treatment Compliance

&,
All jects received IMPs (either DMB-3115, EU-Stelara, or US-Stelara) at 45 mg as an SC
ion in the clinical setting.

Results:

BE analyses of ustekinumab PK parameters are summarised for the primary hypothesis for primary PK
endpoints in Table 3.
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For primary hypothesis testing, the comparison of DMB-3115 (test treatment) to EU-Stelara (reference
treatment) primary PK endpoints, the GMRs were 97.72, 101.86, and 102.44 for Cmax, AUClast, and
AUCINf, respectively, and the 95% Cls were completely within the 80% to 125% BE limits, indicating
the BE of DMB-3115 to EU-Stelara.

For primary hypothesis testing, the comparison of DMB-3115 (test treatment) to US-Stelara ( nce
treatment) primary PK endpoints, the GMRs were 94.98, 97.03, and 97.34 for Cmax, AUCI d
AUCInf, respectively, and the 95% Cls were completely within the 80% to 125% BE limits’; | ating
the BE of DMB-3115 to US-Stelara. ¢ T%
Table 3: BE analyses of ustekinumab PK parameters - primary hypothesis f imary PK
endpoints
LSMeans
Parameter (Unift) | Comparison N T ‘a o1
P DMB-3115 El_ Stelara or
US-Stelara
Cpax (ng/mL) DMB-3115vs.| 98.99 3317.61 3395.11 % (89.75. 106.40)
EU-Stelara
DMB-3115vs.| 98.98 3317.61 349202 0498 (87.21. 103.44)

US-Stelara
AUC,s (h*ng/mL) | DMB-3115 vs.| 98,99 | 2265503.74 22240% 101.86 | (93.24.111.29)

EU-Stelara Q
DMB-3115 vs.| 98.98 2265503.74 6 41.14 97.03 (88.79. 106.04)

US-Stelara N
AUCiys (h*ng/mL) | DMB-3115 vs.| 95.99 | 2362598.84 | 2306345.7

2 102.44 | (93.30.112.47)
EU-Stelara
DMB-3115vs.| 95.98 | 2362 V 2427081.41 97.34 (88.64. 106.90)
US-Stelara

CI = confidence interval &
N: number of observations used in the aualysi(J

Source: Table 14.2.3.1 0

For the comparison of DMB-31@est treatment) to EU-Stelara (reference treatment) secondary PK
endpoints, the GMRs and the{ Cls were within the BE limits for all but AUCO-Tmax, AUC1008h-last,

AUC1008h-inf, and %AUCQ
.\Q
0\< ,

Ko
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Table 4: BE analyses of ustekinumab PK parameters - secondary PK endpoints

LSMeans/Median* % Ratio/ | 95% CI of
Parameter . . R . o
(Unit) Comparison N EU-Stelara | Median | Ratio/Median
DMB-3115 or US-Stelara|Difference*| Difference®
AUC Tmax DMB-3115vs. | 98,99 377207.32 453000.57 83.27 (74.48,93.09)
(h*ng/mL) EU-Stelara
DMB-3115vs. | 98,98 377207.32 400513.80 94.18 (84.22.105.32) @
US-Stelara %
AUCq.1008n DMB-3115vs. | 98,99 1730620.06 | 1726970.39 100.21 (92.33. 108.76) ’\
(h*ng/mL) EU-Stelara {
DMB-3115vs. | 98,98 1730620.06 | 1793359.77 96.50 (88.90. 104.76)
US-Stelara
AUC 10088 last DMB-3115vs. | 97,99 512609.63 429467.23 119.36 (98.64. 144£\
(h*ng/mL) EU-Stelara g
DMB-3115vs. | 97,96 512609.63 542379.47 94.51 (77.99,
US-Stelara
AUC1008b-inf DMB-3115vs. | 95,99 | 586155.65 499104.38 117.44 (9( .20)
(h*ng/mL) EU-Stelara
DMB-3115vs. | 95,96 | 586155.65 623755.87 93.97 76.95, 114.76)
US-Stelara »
CI = confidence interval. N = number of observations used in the analysis
* For Tmax. the corresponding non-parametric analysis (Hodges-Lehmann estima @:. pcedure) was
performed on the original scale using CIs for the estimation of the median tyeagn difference. The
estimated median difference and 95% CI were divided by median of EU—S@[‘ US-Stelara.
Source: Table 14.2.3.3 O
Study DMB-3115-2
A randomised, double-blind, multicentric, par oup, and active controlled study comparing
efficacy, safety, and immunogenicity of subcuta ous administration of DMB-3115 and EU sourced
Stelara (both at a dose of 45 mg in patie ith body weight <100 kg and 90 mg in patients with
body weight =100 kg) every 12 weeks t@ 52 weeks with initial dose followed by another dose 4
weeks later, and then every 12 wi eafter up to 40 weeks in patients with moderate to severe

chronic plaque psoriasis.
Pharmacokinetic AnaIySIS S

A total of 593 (99.2%) pa ecelved at least 1 dose of IP, had at least 1 measured concentration
at a scheduled post-dose me point, and had no major protocol deviations/events that might
significantly affect the assessment.

Pharmacokinetic entratlons

The mean serﬁ\ centration-time profiles were superimposable between the DMB-3115 and Stelara
treatments, i dicating no clinically significant (CS) difference in PK exposure between treatments.

Pharmay \etlc Parameters
Week@rum PK parameters for DMB-3115 and Stelara treatments are summarised in Table 5.

tmax was similar for both treatments (167 hours [Week 1]). Geometric mean serum Cmax and
AUCGwWO-w4 were comparable between treatments (<3% difference in geometric means between
treatments), and variability was similar between treatments (geometric CV% of 46.7% to 57.7% for
DMB-3115 and 51.1% to 60.1% for Stelara).
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Table 5: Summary of serum ustekinumab PK parameters for first dose (Week 0) by
treatment — PK set

DMB-3115 Stelara®
N =295 N =298 X
Parameter n Geo Mean (Geo CV0p) n Geo Mean (Ge b )
Cax (ng/mL) 289 2585 (57.7) 202 2653 (9.
tmax (D) 289 166.85 (17.50. 668.23) 292 167.00 (’ $8#4670.07)
AUCw0.w4 (h*ng/mL) 283 1202000 (46.7) 280 1 Q{Sl.l}

number of observations: N = number of patients: PK = pharmacokinetic.
a Median (minimum. maximum) are presented for tmax.
Patients who received DMB-3115 over the entire treatment period are included in t MB-3115 group.

Patients who received Stelara® over the entire treatment period as well as pati%

Abbreviations: Geo CV% = geometric coefficient of variation (in percent); Geo Mea@ﬂtric mean: n =

switched from Stelara®
to DMB-3115 at Week 28 are included in the Stelara® group.

Source: Table 14.4.2.1 {
Pharmacokinetics by body weight qg

The mean concentration-time profiles for DMB-3115 and S a were highly similar between the DMB-
3115 and Stelara treatments for each body-weight cate Nindicating no clinically significant
difference in PK exposure between treatments. \

Median tmax was similar for each treatment and -weight category (167 hours [Week 1]).
Geometric mean serum Cmax and AUCwO-w4 mparable between treatments within each body-
weight category (<11% difference in geometrig méans between treatments within body-weight
categories), and variability was similar b een treatments (geometric CV% of 44.0% to 51.3% for
DMB-3115 and 45.6% to 49.8% for Stelﬁ the <100 kg/45 mg category, and 47.3% to 64.1% for
DMB-3115 and 54.6% to 66.4% for St or the >100 kg/90 mg category).

Immunogenicity Impact on B acokinetics — DMB-3115-2

Mean ustekinumab concentrﬁ are summarised by treatment and binding anti-drug antibody (ADA)
status and neutralising a (nAb) status at each time point. For all treatments, mean
ustekinumab concen atizgere lower in patients who were positive for ADA and nAb compared to
negative, with peak mostly observed at Week 16 or 28. The magnitude of decrease in
concentrations at 6 or 28 was generally comparable between treatments. For DMB-3115, the
magnitude of ge%e in mean concentrations with positive ADA and nAb status at these time points
was similar tg N bserved for EU-Stelara treatments (41%, 50%, and 32% lower for DMB-3115, EU-
Stelara, an _Stelara switched to DMB-3115 treatment groups, respectively, for ADA positive
compare \egative at Week 28; 46%, 58%, and 48% lower for DMB-3115, EU-Stelara, and EU-
Stelar@6 hed to DMB-3115 treatment groups, respectively, for nAb positive compared to negative

at We or 28).

um decrease in mean concentrations in ADA positive patients compared to ADA negative
patients was generally observed at Week 28 across treatments (maximum decreases were observed
for all treatments at Week 28, though a decrease of equal magnitude was also observed at the Week O
24-hour time point for Switch treatment). Mean ustekinumab concentrations in ADA negative patients
were similar between treatments.
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As with ADA, nAb formation was associated with a decrease in ustekinumab concentrations. Maximum
decrease in mean concentrations in positive compared to negative nAb patients was generally observed
at Week 16 or Week 28. Maximum decreases were observed for DMB-3115 and Switch treatments at
Week 16 or Week 28 and a near-maximum decrease was observed for Stelara at these time points,
though a further decrease was observed for Stelara at Week 52. b

The magnitude of decrease in mean concentrations at Week 16 or Week 28 for DMB-3115 %
decrease) was similar to that observed for Stelara treatments (58% decrease for Stelar.
decrease for Stelara switched to DMB-3115 treatment group). Mean ustekinumab con& a%
nAb negative patients were similar between treatments. «

2.6.2.2. Pharmacodynamics Q

Mechanism of action

ions in

Ustekinumab is a human immunoglobulin G1 (IgG1k) mAb that neutralis bioactivity of interleukin
(IL)-12 and IL-23 by binding to p40 subunit of both cytokines and prev@g IL-12 and IL-23 from
binding to the IL-12RB1 receptor protein expressed on the surface @f natural killer or T cells. Through
this mechanism of action, ustekinumab neutralises IL-12 (T help@h]l) and IL-23 (Th17)-mediated

cellular responses. DMB-3115 has been developed to have sir@uality profile to that of Stelara.

Primary and Secondary pharmacology Q

Not applicable. \O

2.6.3. Discussion on clinical pharma@ogy

PK Assay Q

The assay has been appropriately validateéhin accordance with the EMA guideline on Bioanalytical
method validation (EMEA/CHMP/EWP/19221)/2009).

Study DMB-3115-1: Phase I P

The trial design, a single-centre, :bmised, double-blind study is acceptable and generally in line
with the EMA guideline EMEA/ /BMWP/42832/2005 Revl “Guideline on similar biological medicinal
products containing biotechn@logy-derived proteins as active substance: non-clinical and clinical
issues”. Healthy adult VO|Q‘I’S are considered a homogenous and sensitive population for detection
of any potential differgnce i e PK profile between the test and reference compound. Included
Xween 60 and 100 kg at screening, which is appropriate given the known

subjects had to wei
impact of body é n ustekinumab PK and the different posology requirements at different weight
bands.

The |nclus‘on n exclusion criteria are generally acceptable. The planned sample size was 300
subjects N appropriate. While a cross-over study design is preferred, a parallel study is acceptable
due to t g half-life of the active substance.

study for the test compound, EU-Stelara and US-Stelara is acceptable and in-line with the
eline on similar biological medicinal products” CHMP/437/04 Rev 1). However, the EU reference
product is the main interest of this application.

The selected 45 mg dose is acceptable. It is the recommended dose of ustekinumab in plaque psoriasis
and psoriatic arthritis indications and is the lowest dose to give to healthy volunteers.

The applicant is also applying for marketing authorisation for doses of 90 mg and 130 mg, which is in
line with the Stelara originator doses and acceptable as the active (ustekinumab) displays linear
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pharmacokinetics after a single SC administration at doses ranging from approximately 24 mg to 240
mg in patients with psoriasis. A single dose study is acceptable and considered more sensitive than a
multiple dose study for determining biosimilarity.

The primary PK endpoints AUCinf, AUClast and Cmax and the secondary end-points, are in ling with the
relevant EMA guidelines. b

In this study, Tmax ranged between 2 to 16 days for DMB-3116 and EU Stelara. The half—li@
ustekinumab was approx. 20 to 21 days. The last sampling time-point of 112 days shgul refore be
adequate to cover 5 X t1/2 of ustekinumab.

Ustekinumab may be administered intravenously (1V) or subcutaneously (SC), thelicant has
performed the PK study with SC administration, which is appropriate as it is ngq
investigate absorption and elimination of the active. Selecting SC administrm also in line with the
“Guideline on similar biological medicinal products containing biotechnology ed proteins as active
substance: non-clinical and clinical issues” (EMEA/CHMP/BMWP/42832/ evl). The guideline
states that 'If the reference product can be administered both intraven and subcutaneously, the
evaluation of subcutaneous administration will usually be sufficientﬁ: covers both absorption and

e to fully

elimination. Thus, it is possible to waive the evaluation of intrav dministration if biosimilar
comparability in both absorption and elimination has been de ted for the subcutaneous route'.
The secondary endpoints include some partial AUCs. Howeve e did not fully cover the elimination

phase (please see below for more details).

One protocol amendment occurred during the study;, luded a shortened in-house period due to
Covid-19 pandemic and affected n=150/300 subjects but overall is considered not to have affected the

outcome of the trial. O

The number of subjects that did not complete@tudy was very low at n=2. Only 1 subject was
excluded from the PK analysis. &

Only one subject had any major protoco‘ de‘ylations. As this occurred in the US reference group, it is
not of concern for the present applicati large number of subjects had protocol deviations, which
the applicant has categorised as was they were due to time deviations, actual times were

considered in the PK analysis. TE: cceptable.

The demographics, baseline ghara€teristics and concomitant therapies are acceptable and well
balanced between the tre arms. As the study involved a single dose SC treatment there were no

issues with treatment com ce.

The applicant initiall ented 95% Cls, however following queries 90% CI were submitted. For the
primary end-poin 90% confidence interval of the ratio of the geometric means of Cmax, AUCO-
last and AUCOesinfaof the test treatment compared to the EU-reference treatment were contained within
the bioequiv h limits of 0.8-1.25 [CI: 90.85-105.10; 95.01-109.21 and 95.18-110.26
respecti\%\ e 90% confidence intervals also crossed 1 for all primary PK parameters.

Bioequiv e was also demonstrated for the primary end-points for the EU-reference/US-reference.

o L1 for the ratio of the geometric means for many of the secondary endpoints were contained
e bioequivalence limits of 0.8-1.25. However, the secondary end-points %AUCex (%),
008h-last and AUC1008h-inf breached the upper bioequivalence limit, while AUCO-Tmax breached
the lower limit for DMB-3115 compared to EU-Stelara. Bioequivalence was proven for all secondary
end-points for the comparison of DMB-3115 and US-Stelara except for 6AUCex (%). Demonstrating

The 9

bioequivalence for the small area of %6AUCex (%) would be difficult and is not pursued further.

For the absorption phase of the phase | PK study, partial AUC data from zero to each PK timepoint has
been analysed and all results demonstrated 90% CI lying within the 80-125% bioequivalence limits for
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DMB-3115 compared to EU-Stelara. Regarding the AUCO-Tmax parameter not displaying
bioequivalence, the applicant has demonstrated that when calculating AUCO-Tmax differently, and
using the median Tmax overall (instead of the median Tmax by treatment group as initially reported,
or by individual Tmax) the 90% CI lies within the 80-125% bioequivalence limits for DMB-3115
compared to EU-Stelara. Additionally, the primary end-points of Cmax, AUCO-last and AUCO-i Il
successfully demonstrated bioequivalence. The biosimilarity of the SC administration is thus

For the bridge to the IV administration, following queries the applicant has presented ne al AUC
analyses to cover the elimination phase. Several different starting points for the elimiﬁ\;%)hase
were selected (312h, 384h, 480h, 648h) with the endpoints either being the last PK epoint or
infinity. Bioequivalence (based on 90% Cls) was demonstrated for all analyses ex for AUC648h-inf,
which only just slightly breached the upper bioequivalence margin (96.76 - 1@and which is not of

concern. &

The secondary endpoints of AUC1008h-last, and AUC1008h-inf were presa@) with 90% Cls (instead
of the originally presented 95% Cls) and still failed to demonstrate bio alence. However, it is
agreed with the applicant that the new partial AUC elimination analyses more appropriate to
demonstrate biosimilarity as they cover a larger proportion of the e’&ination phase. The 1008h
timepoint is well into the elimination phase and cuts off a substa@iappart of the early elimination. In
addition, the 1008h timepoint was not a PK timepoint and wa%apolated, it was also associated with
a high %CV and thus was not as reliable as the newly pres, rtial AUC analyses to cover the

elimination phase. Overall, it can be confirmed that the ial AUC data supports the biosimilarity.

For all subjects, %AUCex was less than 20%, no subj\ d a pre-dose concentration of >5% of the
Cmax value, and no subject had a first sample afteg treatment as the Cmax.

The results of subgroup analysis of the primar rameters (AUCIinf, AUClast and Cmax) by ADA
and nAb status were provided. Results of AUCI nd Cmax in post-dose ADA positive subgroup were
generally lower than those in the post-doS€ ADA negative subgroup. In addition, the number of
subjects that developed ADAs was signi@ y lower in the DMB-3115 group compared to the Stelara

group. 0
Study DMB-3115-2: Phase 111 b

PK data were also collected fr Phase 111 efficacy study in patients with moderate to severe
chronic plaque psoriasis. The'majority of patients were included in the PK analysis set.

Results showed similar me erum concentrations of ustekinumab between the DMB-3115 and Stelara
arms, both before an er the switch in treatments, and comparable PK parameters in the first 4
weeks (Cmax, tmax{ 0-4wks). When categorised by body weight (<100kg and >100kg), patients
with higher bodyvéight and higher dosing exhibited higher Cmax and AUC values. However, mean
serum concelrf@ s were similar across treatment arms. This is in agreement with the Stelara SmPC,

“body weigh found to be the most significant covariate affecting the clearance of ustekinumab”.

Several \s had pre-dose concentrations. In most cases, these pre-dose concentrations were <5%
of Cm the patients were included in the PK populations as per protocol. Overall, 10 patients had
quahti le concentrations at the pre-dose time point at week 0: 3 patients in DM-3115 arm, 2

nts in Stelara arm and 5 patients in group switched from Stelara do DM-3115. Two patients with
high’pre-dose concentrations were excluded from the PK population (DMB-3115 [a] with pre-dose
concentration of 260.686 ng/mL and Switch with pre-dose concentration of 264.975 ng/mL) with
argument that these concentrations were >5% of Cmax and therefore excluded from the PK
population. Following queries, the applicant provided summary of quantifiable serum pharmacokinetic
concentrations at week 0/Day 1 (pre-dose concentrations) and listing of prior medication for these
patients with pre-dose concentrations. The administration of ustekinumab has not been declared. The
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listing of medical history and concomitant illness for patients with quantifiable pre-dose concentrations
is provided as well. Based on available data, the applicant cannot infer the pre-dose concentrations to
any reason. Since the proportion with pre-dose positivity was not distributed among the arms in a
similar way, the applicant generated new post-hoc analysis with exclusion of subjects with pre-dose
concentrations. The 95% CI for LS mean difference for percent change in Psoriasis Area and S rity
Index (PASI) between DMB-3115 (N=256) and Stelara (N=267) arms was within the pre-sp c%
equivalence margins [LS mean difference [DMB-3115— Stelara]: 95% CI (-4.24, 2.27, pzo@a)].
Based on these results it can be concluded that measured pre-dose concentrations had r@npact on
primary efficacy analysis.

Also, regarding the inclusion of subjects with high pre-dose concentrations in the !@opulation in the
efficacy evaluation it was stated by the applicant that the PK data were not a@@' e for clinical team
to determine the PPS population. This is accepted considering that the post % alysis of change in
PASI score from baseline to week 8 excluding all subjects with quantifiable -dose concentrations
confirmed the findings of primary analysis, 95% for LS mean difference ithin pre-specified
equivalence margin (LS mean difference [DMB-3115— Stelara]: 95% 0@4, 2.27) p=0.5523).

The ADA and nAb formation were associated with a decrease in ust%umab concentrations, with
maximum decrease generally observed at Week 16 or 28.

Maximum decrease in mean concentrations in ADA positive compared to ADA negative
patients was generally observed at Week 28 across treatmgn e magnitude of decrease in mean
concentrations at Week 28 for DMB-3115 (41% decream s similar to Stelara treatments (50%

decrease for Stelara and 32% decrease for Stelara s to DMB-3115 treatment group).

Maximum decrease in mean concentrations in po compared to negative nAb patients was
nitude of decrease in mean concentrations at

generally observed at Week 16 or Week 28. T
Week 16 or Week 28 for DMB-3115 (46% decréase) was similar to that observed for Stelara
treatments (58% decrease for Stelara an%S;A) decrease for Stelara switched to DMB-3115 treatment

group).

The applicant has presented the 9%®mr Cmax, AUClast and AUCinf by ADA and nAb status.
@ ADA-negative and nAb-negative parameters. For ADA+ subjects,
or Cmax. For ADA+ subjects other PK parameters do demonstrate

Bioequivalence is demonstrated fo

bioequivalence is not demonstr,

bioequivalence. Bioequivale

applicant, the subject nu,Q5 in some of these sub-groups are low. The sub-group analyses are not
b u

ot demonstrated for any nAb+ subjects. As discussed by the

powered to demonstrate ivalence. The 90% CI are close to meeting the bioequivalence limits.
For further discussi@mmunogenicity please see the safety section of this AR.

Overall, this PK patients is considered supportive of the comparability results demonstrated
*
between DMB- and the reference product Stelara in the phase | PK study.

L 4
2.6.4. E&c usions on clinical pharmacology

The r@ are considered to be indicative of clinical bioequivalence between the test and comparator
tre ent arms.
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2.6.5. Clinical efficacy

Table 6: Clinical study phase 111

immunogenicity|
of DMB-3115 in
comparison

with EU-Stelara

another 45 mg 4
weeks

later, and then
every 12 weeks

thereafter.

Subjects >100

kg received ;

90 mg doses,as c U-Stelara

per same \ witched to

schedule. DMB-3115:
131)

(@)

0
(D :
26

@te ra:

Week

52 (Perio(
2):

Study Main study Study Test product Number of Healthy Duration of
Number | objective Design Dosage, subjects subjects or Trea%nt
Study regimen treated diagnosis
start/ Route of of patients
completion | administration @
’
DMB- Evaluate Randomised, | DMB-3115: PFS Up to Week Subjects wit % weeks
3115- efficacy of double-blind, | (SC) 28 moderate b after
2 DMB-3115 in multicentric, | EU-Stelara: (Period 1): severe ‘ > randomisation
comparison parallel- PFS (SC) N = 598 chroni
with group, (DMB-3115: plagdetty
EU-Stelara. and active Both arms: 299; p asl
Evaluate controlled Subjects <100 EU-Stelara: O
safety, Study. K - 299)
- g received
tolerability, PK, 45maq initiall ,
And g nitiafly, Week 28 to b
followed by

2.6.5.1. Dose-response studies

&

Not applicable.

2.6.5.2. Main study(ies)

Study DMB-3115-2 O
Title: A Randomized, Dou &ud, Multicentric, Parallel-Group Therapeutic Equivalence Study
Comparing Efficacy, Safet d Immunogenicity of Subcutaneous DMB-3115 and EU Sourced Stelara in

Patients with Moderate\Severe Chronic Plaque Psoriasis

Trial design: A rapdamised, double-blind, multicentric, parallel group, and active controlled study
comparing effig Qfety, and immunogenicity of subcutaneous administration of DMB-3115 and EU

a th at a dose of 45 mg in patients with body weight <100 kg and 90 mg in patients
=100 kg) every 12 weeks up to 52 weeks with initial dose followed by another dose 4

sourced Stel
2 4

with bod
weeks la

and then every 12 weeks thereafter up to 40 weeks in patients with moderate to severe
chron' lagque psoriasis.
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Figure 1: Treatment schedule schematic

. Period 1 . Period 2 .
0 4 8 12 16 28 40 52 w
V.Y % % Vv h 4 v | t
blinded
Stelara blinded > > @
blinded > * (0

DMB-3115 blinded > blinded %

v Dasing
kg Primary endpoint will be investigated at Week 8 (For EMA) O

i Primary endpoint will be investigated at Week 12 (For US F[m

Abbreviation: EMA = European Medicines Agency; US FDA = United States Food and DouSéAdministration;

w =weeks.
Methods OQ
Study participants \
84 sites screened at least 1 subject and 79 sit omised at least 1 subject in 9 countries (Bulgaria,

Czech Republic, Estonia, Georgia, Hungary, LatWia, Poland, Ukraine, and US).

Key Inclusion Criteria: K/

« Male and female subjects aged =18 <75 years and with body weight <140 kg.
= Diagnosis of plague-type psoria@ at least 6 months prior to IP initiation.

= Moderate to severe psoriasi ed by PASI score of 12 or greater, PGA score of 3 or greater and
BSA affected by plaque-type soriasis of 10% or greater at screening and baseline.

= Subjects who were consi d by the treating dermatologist to be a candidate for phototherapy or
systemic treatment of psoriasis.

conventional soriatic systemic therapy.

Key Exclusi@riteria:

- Non—pl@ orms of psoriasis including guttate, erythrodermic, inverse or pustular types of psoriasis.

- U@Jced psoriasis.

jects who had received any biological therapeutic agents, investigational drugs, or treatment as
per details in Section 5.2 of Protocol.

* Subjects who %@y had an inadequate response, intolerance to, or contraindication to at least 1

= Subjects who had an active ongoing inflammatory disease other than psoriasis that might confound
the evaluation of treatment with ustekinumab.

« Subjects who had an active infection or history of infections.
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* Subjects who had an uncontrolled, clinically significant systemic disease or an active or prior
malignancy within 5 years.

Treatments

DMB-3115: PFS (SC) and EU-Stelara: PFS (SC).

Each PFS was designed to deliver 45 mg dose of active substance per 0.5 mL of solution or dose
of active substance per 1 mL of solution.

. Q,
Two treatment groups (DMB-3115 and EU-Stelara) in Period 1 and three treatment g@s (DMB-3115,
EU-Stelara, and EU-Stelara switched to DMB-3115) in Period 2. O

Subjects who weighed <100 kg received an initial dose of 45 mg ustekinumaKlestered SC (either
DMB-3115 or EU-Stelara as assigned), followed by another 45 mg dose 4 wegksYater, and then every
12 weeks thereafter (up to 40 weeks after randomisation). Subjects who v@ d >100 kg received 90
mg doses as per same schedule.

The doses at re-randomisation (Week 28) for both DMB-3115 and EU-Stefara were re-assigned based
on the body weight at Week 28 (<100 kg or >100 kg).

Objectives %

The primary objective was to evaluate efficacy of DMB-31 codmparison with Stelara sourced from
the EU.

The secondary objectives were to evaluate safety, toml ity, PK, and immunogenicity of DMB-3115 in
comparison with Stelara sourced from the EU. O

Outcomes/endpoints Q
Primary Efficacy Analysis (for EMA) <&

« Percent change in PASI at Week 8 @nalysed with a 95% CI for the difference in means using
justed for baseline PASI score and the stratification factors

=100 kg or >100 kg], geographic region [EU, US, or ROW] and the

ies for psoriasis [<3 or 23]).

estimates from an ANCOVA model
(subject’s body weight at baseli
number of previous systemic

Sensitivity Analysis of ary Efficacy Variables

* Percent change in P was analysed for each PPS and ITT Set (EMA and US FDA) using a mixed
linear model with tr@ent group, baseline body weight (<100 kg or >100 kg), geographic region
(EU, US, or ROWY., umber of previous systemic therapies for psoriasis (<3 or =3), visit, and the
treatment-by-ﬂ@eraction as fixed effects and baseline PASI score as a covariate. The treatment
mean diffgre@ Week 8 (for EMA) and Week 12 (for US FDA), along with CI were calculated.

Sensitivj \alysis of Primary Efficacy Variables for Subjects Impacted by COVID-19:

* Sub impacted by COVID-19 analyses of treatment group differences for assessing percent change
in were presented for the primary efficacy variable based on imputed data.

= Pércent change in PASI for COVID-19 confirmed subjects till Week 8 (for EMA) and Week 12 (for US
FDA) and subjects identified under COVID-19 impact log whose visit till Week 8 (for EMA) and Week 12
(For US FDA) were analysed for each PPS and the ITT with a 95% CI (for EMA) and 90% CI (for US
FDA) for the difference in means using estimates from an ANCOVA model adjusted for baseline PASI
score and the stratification factors (subject’s body weight at baseline [£100 kg or >100 kg],
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geographic region [EU, US, or ROW] and the number of previous systemic therapies for psoriasis [<3
or =3].

= Similar analysis was conducted for subjects excluding subjects impacted by COVID-19. Confidence
Interval criteria was decided and calculated on the basis of regulatory submission (for US FDAy 90%
Cl) and (for EMA - 959% CI).

Subgroup Analysis of Primary Efficacy Variables @
= Subgroup analyses of treatment group differences for assessing percent change in F’A@re
presented for the primary endpoint based on imputed data. {

= The following subgroups were assessed: O

o body weight at baseline (<100 kg or >100 kg) K\,Q
0 geographic region (EU, US, or ROW)
o number of previous systemic therapies for psoriasis (<®23)

« Percent change in PASI was analysed for each PPS and ITT (EMAQ}I US FDA).

at Week 12 for the difference in means using estimates from COVA model adjusted for baseline
PASI score and the stratification factors (subject’s body w@at baseline [£100 kg, or >100 kg],
geographic region [EU, US, or ROW] and the number o Vio

or 23]) except the subgroup factor being analysed.

= Percent change in PASI was analysed with a 95% CI (for EMQQ‘/eek 8 and 90% CI (for US FDA)

us systemic therapies for psoriasis [<3

Secondary Efficacy Analysis O

Percentage of patients with a PASI 50 (a 50%atedutiction in the PASI score) response at Weeks 4, 8, 12,
16, 28, 40, and 52.

* Percentage of patients with a PASI 75 é&) reduction in the PASI score) response at Weeks 4, 8,
12, 16, 28, 40, and 52.

« Percentage of patients with a Pﬁéo (a 90% reduction in the PASI score) response at Weeks 4, 8,

12, 16, 28, 40, and 52. O

= Percentage of patients with%a PASI 100 (a 100% reduction in the PASI score) response at Weeks 4,
8, 12, 16, 28, 40, and 52+

= Percentage change inMArea under the effect curve (AUEC) for the PASI score from baseline at Weeks
4,8,12, 16, 28, 4 52.

* Percent cha Qﬁe PASI score from baseline at Weeks 4, 8, 12, 16, 28, 40, and 52.

- Percentage@‘yatients with a Physician's Global Assessment (PGA) score of Cleared or Minimal at

Weeks 4,¢ , 16, 28, 40, and 52.
- Cha@ m baseline in Dermatology Life Quality Index (DLQI) at Weeks 4, 8, 12, 16, 28, 40, and
52

Sample size

For primary efficacy analysis, the US FDA sample size of 490 patients in total, or 245 patients per
treatment group at baseline, was selected to achieve 392 evaluable patients to have a 90% CI for the
difference in primary endpoint fall entirely within the 10% equivalence margin with more than 90%
power.
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Assuming a dropout rate of 20% in Period 1, 15% in Period 2, and considering the 1:1 re-
randomisation rate for Stelara arm in Period 2 and to meet the minimum requirement of safety
analysis by EMA (N=100), 590 patients (a minimum of 400 completed patients) would be necessary in

total.
Thus, 590 patients (295 patients per treatment group) were planned to be enrolled. b
Randomisation @

.
Subjects were randomly assigned in a 1:1 ratio to receive treatment with either DMB& or EU-
Stelara. Randomisation was stratified according to subject’s body weight at baseliﬁ 00 kg or =100
kg), geographic region (EU, US, or ROW) and the number of previous systemic es for psoriasis

(<3 or 23). The study had 2 periods.
* Period 1 (from Week O to Week 28): subjects received the assignedé(ent (either DMB-3115
e

or EU-Stelara) at Weeks 0, 4, and 16. Only the subjects who achieved PASI 75 response at
Week 28 were eligible for inclusion into the Period 2 (Transition period: Week 28 to Week 52).

= Period 2 (from Week 28 to Week 52): subjects randomised &ceive DMB-3115 continued to
receive the same treatment up to Week 40 while subjects rando to receive EU-Stelara were re-

randomised and re-stratified based on the body weight at We (2100 kg or =100 kg) in a 1:1 ratio
to either continue on EU-Stelara or receive DMB-3115 ever; eks up to Week 40 (i.e., 2 doses of
IP after re-randomisation). Blinding was maintained thr ut the study.

* Subjects who did not achieve at least PASI 50 response by Week 12 or PASI 75 response by Week 28
were discontinued from treatment. These subject d all subjects who discontinued treatment,
including non-responders, remained in the stud mwere followed-up to Week 52 for safety
monitoring, including immunogenicity. é

Blinding (masking) K/

Each patient was dispensed blinded study, treatment, labelled with his/her unique Patient
Number/Patient ID, throughout th

Investigators remained blinded@ach patient’s assigned study IP throughout the course of the study.
To maintain this blind, all SCyinjettions were administered by a qualified unblinded site staff and the

syringe was shielded fronQ tient to avoid unblinding.
a

In addition, in order mqint in the integrity of the blind, the results of the PK and ADA analyses were

not provided to the,\ﬁ.
Statistical met\l@

Primary eﬁ@ndpoint was analysed using an Analysis of Covariance (ANCOVA) at Week 8 (for EMA)

and Wee or US FDA).

Secor@ efficacy endpoints were analysed using ANCOVA and logistic regression for protocol
specified visits and supportive analysis to secondary efficacy endpoint for Period 2 was planned using
VA with Welch’s test.

Primary and secondary efficacy endpoints were analysed with 95% CI (for EMA) and 90% CI (for US
FDA) using ANCOVA and Logistic Regression; Cl, Standard Errors and P values were provided based on
ANCOVA model results.

Sensitivity and supportive analyses were performed with 95% CI (for EMA) and 90% CI (for US FDA).
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Subgroup analyses of treatment group differences for assessing Percent change in PASI were
performed using an ANCOVA for the primary endpoint at Week 8 (for EMA) and Week 12 (for US FDA).

Primary Efficacy Analysis (for EMA)

= Percent change in PASI at Week 8 was analysed with a 95% CI for the difference in means usi
estimates from an ANCOVA model adjusted for baseline PASI score and the stratification facto
(subject’s body weight at baseline [<£100 kg or >100 kg], geographic region [EU, US, or R nd the

number of previous systemic therapies for psoriasis [<3 or =23]).

= Equivalence between the 2 treatment groups was declared if the 95% CI of the me@ﬁerence was
entirely contained within the pre-specified equivalence margin of (—15%, 15%). O

= Analysis was performed in the ITT and PPS. The PPS was the primary effica nalysis population.
= Missing values for primary efficacy variable in the ITT Set were imputed b method.

Equivalence margins of 15% and 10% were recommended by the EMA@US FDA, respectively. The
SD assumption was derived from the observed SD of the mean imprgvemn€nt in PASI score in studies
PHOENIX 1 and PHOENIX 2. Sample size was calculated using the ‘& one-sided t-tests (TOST)
procedure as implemented in the R package power TOST. The ovefall sample size will be based on the
larger sample size calculated through EMA and US FDA'’s reco ndation.

The equivalence margin 1 was calculated using 2 pivotal s@s HOENIX 1, PHOENIX 2) in Stelara.

With reference to the US FDA's Non-inferiority GuideO'&QOlG), considered that margin 1 would be
95

65%, slightly discounted from the lower limit of the Cl (67.3%).

Although margin 2 is considered to be 32.5% for @ent change in PASI, this study is an equivalence
trial, so 15% for percent change in PASI smal n margin 2 was set as the equivalence margin.
However, further to discussion with regulaters a 15% and 10% equivalence margin were recommended
by EMA and US FDA, respectively. &/

Results 0
Participant flow Ob

A total of 831 patients were eened for the study; of which 233 patients were screen failures and the
remaining 598 patients Wndomised and treated. Of 598 patients, 531 (88.8%) patients
completed Period 1 afd 67 (1M..2%) patients prematurely discontinued study treatment during Period
1. The most commo%on for study treatment permanent discontinuation across treatment arms

during Period 1 é
L 4
* Patient diag:% with SARS-CoV-2 infection (DMB-3115: 12 [38.7%]; Stelara: 13 [36.1%])

- The p 'é\

[13.9%]

s not achieve PASI 75 response by Week 28 (DMB-3115: 5 [16.1%]; Stelara: 5

- P ti@ own decision (DMB-3115: 3 [9.7%]; Stelara: 6 [16.7%]), and
er reasons (DMB-3115: 6 [19.4%]; Stelara: 4 [11.1%]).

All 531 patients who completed Period 1 were re-randomised where 268 patients were re-randomised
to continue to receive DMB-3115, 132 patients were re-randomised to receive Stelara and 131 patients
were switched to receive DMB-3115. All 531 re-randomised patients were treated except 1 patient in
DMB-3115 arm.
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A total of 512 (96.4%) patients completed the study, 15 (2.8%) patients discontinued study treatment
during Period 2, and 4 (0.8%) patients withdrew from the study after completion of study treatment in
both Period 1 and Period 2. The most common reason for study treatment permanent discontinuation
across treatment arms during Period 2 were:

« Patient diagnosed with SARS-CoV-2 infection (Stelara switched to DMB-3115: 3 [50%]) andb
« Patient’s own decision (DMB-3115: 1 [12.5%]; Stelara switched to DMB-3115: 2 [33.3%@

= Other reasons (DMB-3115: 5 [62.5%]; Stelara: 1 [100%]; Stelara switched to DMB? 1

[16.7%]). K
Qhe most

. 124 [34.1%]; Stelara:
s (DMB-3115: 11

A total of 86 patients discontinued the study or study treatment in overall perio

common reason for study discontinuation was patient’s own request (DMB-31
10 [26.3%]; Stelara switched to DMB-3115: 2 [28.6%]) followed by other ¢
[26.8%]; Stelara: 9 [23.7%]; Stelara switched to DMB-3115: 3 [42.9%]

Conduct of the study {,b

Period 1
A total of 64 (10.7%) patients (DMB-3115: 30 [10%0]; Stelar %1.4%]) had critical deviations;

237 (39.6%) patients (DMB-3115: 119 [39.8%]; Stelara: 5%]) had major protocol deviations,
and 213 (35.6%) patients (DMB-3115: 94 [31.49%]; Stelara; 119 [39.8%]) had minor deviations.
More than 2% of the patients in either of the treatm s reported the critical protocol deviations
related to:

= Eligibility and entry criteria (DMB-3115: 1.0(&@: 2.7%),
« Laboratory assessment criteria (DMB-3115: 1.%%; Stelara: 2.7%) and
< Randomisation criteria (DMB-3115: 5.@elara: 4.3%).

More than 2% of the patients in eith@he treatment arms reported the major protocol deviations

related to: b

« Laboratory assessment criteri MB-3115 and Stelara: each 19.4%),
= Study procedures criteri -3115 and Stelara: each 24.1%) and

= Visit schedule criterja (D 3115: 3.7%; Stelara: 3%).

Period 2 @

A total of 39 (7 Q)atients (DMB-3115: 22 [8.2%]; Stelara: 10 [7.6%]; Stelara switched to DMB-
3115: 7 [§.3 ©0]) fad critical deviations; 125 (23.5%) patients (DMB-3115: 62 [23.1%]; Stelara: 32
[24.2%] N switched to DMB-3115: 31 [23.7%]) had major protocol deviations, and 306 (57.6%)
patients @ B-3115: 160 [59.7%]; Stelara: 80 [60.6%]; Stelara switched to DMB-3115: 66 [50.4%0])

an 2% of the patients in either of the treatment arms reported the critical protocol deviations

re d to randomisation criteria (DMB-3115: 6.3%; Stelara: 5.3%; Stelara switched to DMB-3115:
5.3%).

deviations.

More than 2% of the patients in either of the treatment arms reported the major protocol deviations
related to:
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= Concomitant medication criteria (DMB-3115: 2.2%; Stelara: 1.5%; Stelara switched to DMB-3115:
1.5%),

< IP compliance criteria (DMB-3115: 0.7%; Stelara: 1.5%; Stelara switched to DMB-3115: 3.1%),

= Laboratory assessment criteria (DMB-3115: 12.7%; Stelara: 15.9%; Stelara switched to D 115:
13.7%) and

*

Protocol amendments g\
The original protocol dated 07 December 2020 was amended once. The overall rat@l for this
offo

amendment (Protocol Amendment 01 [04 June 2021]) was to implement cha

= Study procedures criteria (DMB-3115: 5.2%; Stelara: 5.3%; Stelara switched to DMB-% ¥5.3%).

wing regulatory
authorities/ethic committees’ recommendations/feedback. &

= Additional sensitivity analysis was conducted for COVID-19 affec patients for which protocol was

not updated. @

COVID-19 analysis: As the pandemic started at the ti recruitment and as per regulatory
as planned for COVID-19 patients, if

Changes Prior to Breaking the Blind

requirement sensitivity analysis e.g., extended win
any.

= Definition of Per Protocol set (EMA and US FDA) has ; modified to indicate impact on primary
efficacy analysis. Additional reasons which may i ct primary endpoint were added and the same
could be found in SAP. "6

= Subgroup analyses of treatment group diffelQes for assessing percent change in PASI were
presented for the primary endpoint baseoﬁi;nputed data.

* The earlier plan to derive ECG para Q(QTCF interval, QTcB interval) was not performed as
planned. 6

* The treatment exposure anal;6 modified to describe that cumulative number of doses for all

weeks were calculated.
« The earlier plan to proth&criptive statistics for binding antibody (bAb) titre were not provided.
fo

* The supportive analyses he secondary endpoints in Period 2 was changed from ‘ANCOVA with
Welch test’ to ‘ANC% ith Satterthwaite approximation’.

Changes Folbv@study Unblinding

* Audit at pn(s}revealed site non-compliance with GCP principles of source document handling was
reportedﬁmmg this, it was decided to exclude all the data from the site from the analyses sets.
The ¢ r analyses sets were updated as follows:

(Q{reened Set: 831 patients; ITT and SAF Sets: 598 patients.

sitivity analyses including the data from the site was also performed. The counts for sensitivity
analyses sets were as follows: Screened Set: 838 patients; ITT and SAF Sets: 605 patients. A
correlation analyses was performed for the ADA magnitude, which supported the use of signal to noise

ratio in place of antibody titre.
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Baseline data

Majority of the patients across DMB-3115 (67.6%) and Stelara (70.9%) arms were males and were of
White race (DMB-3115: 98.7%; Stelara: 99.7%). The median (min, max) age of patient across DMB-
3115 and Stelara arms were 45.0 (19.0, 73.0) years and 46.0 (18.0, 75.0) years, respectively, The
median (min, max) BMI of patient across DMB-3115 and Stelara arms were 28.70 (18.4, 52.5 m2
and 28.70 (16.7, 47.5) kg/m2 respectively. @

Overall, the mean (SD) duration of plague type psoriasis was 17.9 (12.28) years and QZ@Of the
patients had taken <3 previous systemic therapies for psoriasis. The PGA score of 3 was%eported in
475 (79.4%) patients and the PGA score of 4 was reported in 121 (20.2%) patien mean (SD)
PASI, PGA, and DLQI scores were 21.37 (8.117), 3.199 (0.4079), and 14.1 (7.22), pectively. A total
of 543 (90.8%) were from EU, 21 (3.5%) were from US, and 34 (5.7%) patie weére from rest of the
world (ROW). The patient demographics and baseline characteristics were able between DMB-
3115 and Stelara arms. The similar results were reported in the PPS-EMA@PPS-US FDA.

Medical History ,b

Medical history conditions are defined as those conditions/disease &t stopped prior to screening or
at screening. @

The treatment arms were comparable (DMB-3115 [24.1%] lara [27.4%] arms) with respect to
medical history. The most common medical history by SO@was for ‘surgical and medical procedures’
(15.6%) followed by ‘infections and infestations’ (7.4% ‘injury’, ‘poisoning’ and ‘procedural
complications’ (7.2%). The most common medical his y PT across both treatment arms was

‘appendicectomy’ (DMB-3115: 2%; Stelara: 3.7% llowed by ‘tonsillectomy’ (DMB-3115: 3.3%;
Stelara: 2%) and COVID-19 (DMB-3115: 1.7%; ra: 2.7%).

Concomitant lllness Q

Concomitant conditions/ilinesses are def'&i% any medical conditions/illnesses that started before the
screening and were ongoing at screeni ended after screening.

A total of 314 (52.5%) patients ha
3115 arm and 164 (54.8%) patignt
included ‘vascular disorders’ @'
most common concomitant '&ss by PT across both treatment arms was ‘hypertension’ (DMB-3115:
23.1%; Stelara: 26.4%) ed by ‘obesity’ (DMB-3115: 7%; Stelara: 7%).

omitant illness, including 150 (50.2%) patients in the DMB-
the Stelara arm. The most common concomitant illness by SOC

(@)

0) followed by ‘metabolism and nutrition disorders’ (19.9%). The

Prior and Concomitait Medications

Overall, 596 (99. tients (DMB-3115: 299 [100%]; Stelara: 297 [99.3%]) reported the use of
prior medicatiopsN] he most common prior medication, by preferred term, across both treatment arms
was MethotreXateMDMB-3115: 54.5%; Stelara: 57.2%) followed by radiotherapy (DMB-3115: 37.1%;
Stelara: g\ and Clobetasol propionate (DMB-3115: 29.1%; Stelara: 22.7%).

Overal (45.3%) patients (DMB-3115: 132 [44.1%]; Stelara: 139 [46.5%]) reported the use of
co o@nt medications in Period 1. The most common concomitant medication, by ATC level 1/ATC

T, across both treatment arms in Period 1 was Tozinameran (DMB-3115: 8.4%; Stelara:
11%%) followed by Paracetamol (DMB-3115: 5%; Stelara: 7%) and lbuprofen (DMB-3115: 3.3%;
Stelara: 2%).

Overall, 291 (54.9%) patients (DMB-3115: 132 [49.4%]; Stelara: 88 [66.7%]; Stelara switched to
DMB-3115: 71 [54.2%]) reported the use of concomitant medications in Period 2. The most common
concomitant medication, by ATC level 1/ATC level 2/PT, across all treatment arms in Period 2 was
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Metformin hydrochloride (DMB-3115: 6%; Stelara: 6.1%; Stelara switched to DMB-3115: 5.3%)
followed by Levothyroxine sodium (DMB-3115: 5.6%; Stelara: 6.1%; Stelara switched to DMB-3115:
3.1%), Ramipril (DMB-3115: 3.7%; Stelara: 5.3%; Stelara switched to DMB-3115: 0.8%),
Rosuvastatin calcium (DMB-3115: 2.2%; Stelara: 6.1%; Stelara switched to DMB-3115: 3.1%), and
Telmisartan (DMB-3115: 1.9%; Stelara: 4.5%; Stelara switched to DMB-3115: 5.3%). b

Measurements of Treatment Compliance @

Period 1 * %

The overall mean (SD) treatment compliance in DMB-3115 arm was 99.889% (1.927(a d in Stelara
arm was 99.777% (2.7214). All 598 (100%) treated patients were treatment com t at Week 0;
99.5% and 95.3% of the patients were treatment compliant at Weeks 4 and Wectively.

Period 2

The overall mean (SD) treatment compliance was 100% (0) each in DM Q Stelara, and Stelara
switched to DMB-3115 arms. All 530 (100%) treated patients were trea t compliant at Week 28
and 97.4% of the patients were treatment compliant at Week 40. {

Numbers analysed : @

e Screened set
o Consisted of all patients who provided i Q consent for this study (N=831)
e ITT Set \
o0 Period 1: A total of 598 patients were randomised to DMB-3115 (n=299) and Stelara
(n=299) arms 6
o0 Period 2: A total of 531 patien@re re-randomised to DMB-3115-DMB-3115
(n=268), Stelara-Stelara @¥=132), and Stelara-DMB-3115 (n=131) arms
e Safety Set (J
o Period 1: All 598 ran@sed patients received at least 1 dose of the IP (DMB-
3115/Stelara)
o Period 2: 530 (99.8%) re-randomised patients received at least 1 dose of the IP
e PPS-EMA
o A total of QS?.S%) patients completed the study up to Week 8 and had no
jo

criticﬁ%' rotocol deviations, which might have a significant impact on primary
end@ nalysis

e PPS-USFE
L 4
o] :\ al of 514 (86%) patients completed the study up to Week 12 and had no

N

. @armacokinetic Analysis Set
o0 A total of 593 (99.2%) patients received at least 1 dose of IP, had at least 1 measured

¢ itical/major protocol deviations, which might have a significant impact on primary

endpoint analysis

concentration at a scheduled post-dose PK time point, and had no major protocol

deviations/events that might significantly affect the PK assessment.
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Outcomes and estimation

Primary analysis

Percent change in PASI Score from Baseline to Week 8 (for EMA)

The LS mean percent change in PASI score from baseline to Week 8 was 77.50 in DMB-3115 ﬁnd
77.85 in Stelara arm in the PPS. Since 95% CI for LS mean difference was entirely contain in the
pre-specified equivalence margin of (—15%, 15%), both treatment arms were considere

equivalent (LS Mean difference [DMB-3115— Stelara]: —0.35; 95% CIl: —3.60, 2.90; @27) (Table
7). The similar results were reported in the ITT set.

Table 7: Percent change in PASI Score from baseline to week 8 (for EMA,

D‘\[B 31&\? Stelara

Statistic (N=267)

n 267

LS Mean ?% T7.85

SE of LS Mean 2.595 2587
95% CI 0, 82.60) (72.77.8293)
LS Mean Difference (DMB-3115 — Stelara) -0.35

SE of LS Mean Difference 1.655

95% CI for LS Mean Difference Q( 3.60, 2.90)

p-Value 0 0.8327

g

Source: Table 14.2.1.1.2 and Listing 16.2.6.2

N = Total number of patients in the PPS in each treatmen&up. n = Total number of patients with non-missing
values

Abbreviations: ANCOVA = Analysis of Covarnanc @ confidence interval, EMA = European Medicines
Agency, EU = European Union, PASI = PsnﬁQﬁra and Severnity Index, PPS = Per protocol set, SE =
Standard Error; LS = Least square, ROW =,Rest 8f the World, US = United States

Note: p-Value was obtained using AN CG‘J 1 with treatment as fixed effect and adjusted for baseline
PASI score and the stratification ﬁ ent's body weight at baseline [=100 kg or =100 kg]. geographic
region [EU, US, or ROW] and th of previous systemic therapies for psoriasis [<3 or =3])

Sensitivity Analysis of Prim cacy Variables

Percent changes in PASI fro line to Week 8 and Week 12 for PPS and the ITT (EMA and US FDA)
were analysed using a mi | ear model with treatment group, baseline body weight (<100 kg or
>100 kg), geographi reg ioRg(EU, US, or ROW), the number of previous systemic therapies for
psoriasis (<3 or =3 and the treatment-by-visit interaction as fixed effects and baseline PASI
score as a covanate%

Both treatme were considered to be equivalent since 95% CI for LS mean difference for the
percent chan@ PASI score from baseline to Week 8 for EMA using PPS was entirely contained
within t cified equivalence margin of (—=15%, 15%) (LS mean difference [DMB-3115 —
Stelara]h&9 95% CI: —=3.76, 2.78). Similar results were observed in ITT Set.

ity Analysis of Primary Variables for Subjects Impacted by COVID-19

ubjects impacted by coronavirus disease 2019 (COVID-19), percent changes in PASI for COVID-19
confirmed subjects and subjects identified under COVID-19 impact log up to Week 8 (for EMA) and
Week 12 (for US FDA) were analysed for PPS and the ITT with a 95% CI (for EMA) and 90% CI (for US
FDA) considering the difference in means using estimates from an ANCOVA model adjusted for baseline
PASI score and the stratification factors (subject’s body weight at baseline [<100 kg or >100 kg],
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geographic region [EU, US, or ROW] and the number of previous systemic therapies for psoriasis [<3
or =3]).

There was no statistically significant difference in the percent changes in PASI score from baseline to
Week 12 for US FDA in subjects impacted by COVID-19 between DMB-3115 and Stelara arms dn the
ITT Set (LS mean difference [DMB-3115 - Stelara]: —5.23; 90% Cl: —51.43, 40.98; p=0.852 e
LS mean percent changes in PASI from baseline to Week 8 for EMA in the PPS, ITT Set and

baseline to Week 12 for US FDA in the PPS were not evaluable in COVID-19 impacted @

For subjects, excluding subjects impacted by COVID-19, there were no statistically si
differences in the percent changes in the PASI scores from baseline to Week 8 and 12 between
DMB-3115 and Stelara arms in PPS and ITT Sets.

Subgroup Analysis of Primary Efficacy Variable &

Percent changes in PASI from baseline to Week 8 and Week 12 for PPS ar@ ITT (EMA and US FDA)
were analysed in the following subgroups: 1) baseline body weight (< or >100 kg), 2)
geographic region (EU, US, or ROW), and 3) number of previous sy{ml herapies for psoriasis (<3
or =3).

were seen for EMA in the ITT.

There were no statistically significant differences in percent ch @n the PASI scores from baseline
to Week 8 for all the subgroups for EMA in the PPS. Similar re%

Secondary analysis

Percentage of Patients with PASI 50 (a 50% R(N n in PASI Score) Response at Weeks 4,
8, 12, 16, 28, 40, and 52 O

Period 1

There was an increase in the percentage of paQWS with PASI 50 response from Week 4 to Weeks 8,
12, 16, and 28 in DMB-3115 and Stelara s, However, no statistically significant difference in the

percentage of patients with PASI 50 responge was reported between DMB-3115 and Stelara arms at

Weeks 4, 8, 12, 16, and 28.

Period 2 b

More than 99% of the patients B-3115, Stelara, and Stelara switched to DMB-3115 arms had
PASI 50 at Week 40 and EndﬁStudy.

The DMB-3115 arm had ZQimes the odds of 50% reduction in PASI score compared with Stelara

arm at Week 40, whic as not statistically significant as the 95% CI included 1 for EMA. The DMB-

3115 arm had 1.15% the odds of 50% reduction in PASI score compared with Stelara arm at the

End of Study vis@
L 4

The Stelara s &ed to DMB-3115 arm had 0.91 times the odds of 50% reduction in PASI score

compare ﬂ\o elara arm at the End of Study visit, which was not statistically significant as the 95%
Cl inclu

was not statistically significant as the 95% CI included 1 for EMA.

r EMA. The odds ratio was not estimable for Stelara switched to DMB-3115 versus
Stelar comparison at Week 40. Similar results were observed with 90% CI in the US FDA ITT
se

centage of Patients with PASI 75 (a 75% Reduction in PASI Score) Response at Weeks 4,
8,12, 16, 28, 40, and 52

Period 1

There was an increase in the percentage of patients with PASI 75 response from Week 4 to Weeks 8,
12, 16, and 28 in the DMB-3115 and Stelara arms. However, no statistically significant difference in
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the percentage of patients with PASI 75 response was reported between DMB-3115 and Stelara arms
at Weeks 4, 8, 12, 16, and 28.

Period 2

More than 95% of the patients in DMB-3115, Stelara, and Stelara switched to DMB-3115 arms had

PASI 75 at Week 40 and End of Study. The DMB-3115 arm had 1.04 times the odds of 75% r@ion
95%

in PASI score compared with Stelara arm at Week 40, which was not statistically significant@
ore

Cl included 1 for EMA. The DMB-3115 arm had 0.92 times the odds of 75% reduction in P
compared with Stelara arm at the End of Study visit, which was not statistically signisz\ the 95%
Cl included 1 for EMA. «

The Stelara switched to DMB-3115 arm had 0.69 times the odds of 75% reduction@ASl score
compared with Stelara arm at Week 40, which was not statistically significantQ 95% CI included 1
for EMA. The Stelara switched to DMB-3115 arm had 1.01 times the odds ol%’/) eduction in PASI
score compared with Stelara arm at the End of Study visit, which was not statistically significant as the
95% CI included 1 for EMA. ,b

Similar results were observed with 90% CI in the US FDA ITT set.

Percentage of Patients with PASI 90 (a 90%b Reduction in@ Score) Response at Weeks 4,
8, 12, 16, 28, 40, and 52 Q
Period 1 Q

There was an increase in the percentage of patients it@Sl 90 response from Week 4 to Weeks 8,
12, 16, and 28 in DMB-3115 and Stelara arms. Howc&g no statistically significant difference in the
percentage of patients with PASI 90 response Waﬁorted between DMB-3115 and Stelara arms at

Weeks 4, 8, 12, 16, and 28.
Period 2 Q

More than 75% of the patients in DMB—Séételara, and Stelara switched to DMB-3115 arms had
PASI 90 at Week 40 and End of Study: g Period 2, the percentage of patients with PASI 90
response was numerically lower i B-3115 arm compared to Stelara and Stelara switched to
DMB-3115 arms at Week 40 (DM%S: 199 [77.4%], Stelara: 107 [81.7%], Stelara switched to
DMB-3115: 103 [82.4%]). Hov@, the percentage of patients with PASI 90 response were similar
between the treatment armseat the End of Study visit (DMB-3115: 204 [79.7%], Stelara: 103

[79.8%], Stelara switche B-3115: 97 [79.5%]).

The DMB-3115 arm h&fl imes the odds of 90% reduction in PASI score compared with Stelara
arm at Week 40, Wlfn‘v S not statistically significant as the 95% CI included 1 for EMA. The DMB-
3115 arm had 1. ifffes the odds of 90% reduction in PASI score compared with Stelara arm at the
End of Study V@ich was not statistically significant as the 95% CI included 1 for EMA.

The Stela Qﬂued to DMB-3115 arm had 1.13 times the odds of 90% reduction in PASI score
compare@ Stelara arm at Week 40, which was not statistically significant as the 95% CI included 1
for E Stelara switched to DMB-3115 arm had 1.02 times the odds of 90% reduction in PASI

sc pared with Stelara arm at the End of Study visit, which was not statistically significant as the
@ included 1 for EMA. Similar results were observed with 90% CI in the US FDA ITT set.
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Percentage of Patients with PASI 100 (a 100% Reduction in PASI Score) Response at Weeks
4, 8,12, 16, 28, 40, and 52

Period 1

There was an increase in the percentage of patients with PASI 100 response from Week 4 to ks 8,
12, 16, and 28 in DMB-3115 and Stelara arms. However, no statistically significant differenc vbe
percentage of patients with PASI 100 response was reported between DMB-3115 and Stela@’ns at
Weeks 4, 8, 12, 16, and 28.

.
Period 2 K\

More than 40% of the patients in DMB-3115, Stelara, and Stelara switched to D QlS arms had
PASI 100 at End of Study. The patients in the Stelara switched to DMB-3115 had numerically
higher percentage of patients with PASI 100 response at Week 40 (DMB-31 [37%]; Stelara: 48
[36.6%]; and Stelara switched to DMB-3115: 52 [41.6%]). The percentage of*patients with PASI 100
response increased from Week 40 to End of Study visit in the DMB—3ljﬂbelara, and the Stelara
switched to DMB-3115 arms (DMB-3115: 116 [45.3%]; Stelara: 55 [42.6%]; and Stelara switched to
DMB-3115: 52 [42.69%0]). {

The odds of 100% reduction in PASI score was similar betwee @MB—SllS arm and the Stelara arm
at Week 40 for EMA. The DMB-3115 arm had 1.11 times the f 100% reduction in PASI score
compared with Stelara arm at the End of Study visit, whic@ not statistically significant as the 95%

Cl included 1 for EMA. O

The Stelara switched to DMB-3115 arm had 1.22 tim&ne odds of 100% reduction in PASI score
compared with the Stelara arm at Week 40, whic s not statistically significant as the 95% CI
included 1 for EMA. The Stelara switched to D 5 arm had 0.99 times the odds of 100% reduction
in PASI score compared with Stelara arm at theNgnd of Study visit, which was not statistically
significant as the 95% CI included 1. Sim&r/esults were observed with 90% CI in the US FDA set.

Percentage Change in AUEC for P&Q&)re from Baseline at Weeks 4, 8, 12, 16, 28, 40, and

52
Period 1 b

There was an increase in LS ﬁj ercentage change in AUEC for PASI score from Week 4 to Weeks 8,
12, 16, and 28 in DMB-31 Stelara arms. However, no statistically significant difference in the
percentage change in AUEQr PASI score was reported between DMB-3115 and Stelara arms at
Weeks 4, 8, 12, 16, anth28.
Period 2 @
There was no ‘@al significant difference in LS mean percentage change in AUEC for PASI score
from baseUn@\/eek 40 and End of Study between DMB-3115 and Stelara arms (LS Mean Difference
[DMB-31 \Stelara] (95% Cl): 7.31 [-60.05,74.66] at Week 40 and 10.33 [-70.89,91.55] at End
of Stud between Stelara switched to DMB-3115 and Stelara arms (LS Mean Difference [Stelara
swijtc DMB-3115 — Stelara] (95% Cl): 23.72 [-54.73,102.18] at Week 40 and 30.16
—6485,125.16] at End of Study). The LS mean percentage change in AUEC for PASI score from
baseline to Week 40 and End of Study were comparable between the treatment arms. The similar
results were reported with 90% CI for US FDA ITT population.
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Percent Change in PASI Score from Baseline at Weeks 4, 8, 12, 16, 28, 40, and 52
Period 1

There was an increase in LS mean percent change in PASI score from Week 4 to up to Week 12 and
then a plateau at Week 16 with a subsequent increase at Week 28, in DMB-3115 and Stelara S.
However, no statistically significant difference in the percent change in PASI score was repor b
between DMB-3115 and Stelara arms at Weeks 4, 8, 12, 16, and 28.

Period 2

Q‘o

Difference

There was no statistical significant difference in LS mean percentage change in PA
baseline to Week 40 and End of Study between DMB-3115 and Stelara arms (LS
[DMB-3115 — Stelara] (95% Cl): —0.23 [—-1.99,1.52] at Week 40 and —0.33 ,1.76] at End of
Study) and between Stelara switched to DMB-3115 and Stelara arms (LS M ifference [Stelara
switched to DMB-3115 — Stelara] (95% CIl): 0.07 [—1.98,2.11] at Week amd —0.45 [-2.89,1.99] at
End of Study). The LS mean percentage change in PASI score from ba{& to Week 40 and End of
Study was comparable between the treatment arms. The similar reilts re reported with 90% CI for

US FDA ITT population.

Supportive Analysis to Percent Change in PASI Score fr &eline at Weeks 40, and 52
%ﬁge change in PASI score from

There was no statistically significant difference in LS mean
baseline to Week 40 and End of Study between DMB-31 Q
[DMB-3115 — Stelara] (95% CI): —0.23 [—1.99,1.5xw(élue20.7963) at Week 40 and —0.33
[—2.41,1.76] (p-value=0.7592) at End of Study) and b een Stelara switched to DMB-3115 and
Stelara arms (LS Mean Difference [Stelara switch@ DMB-3115 — Stelara] (95% ClI): 0.07
[—1.98,2.11] (p-value= 0.9470) at Week 40 apeh_9"45 [-2.89,1.99] (p-value=0.7169) at End of
Study). The LS mean percentage change in PAQscore from baseline to Week 40 and End of Study was
comparable between the treatment arms%similar results were reported with 90% CI for US FDA
ITT population.

Stelara arms (LS Mean Difference

and 52

Period 1 O

There was an increase in t gcentage of patients with PGA score of clear or minimal psoriasis

Percentage of Patients with P(‘é@e of Cleared or Minimal at Weeks 4, 8, 12, 16, 28, 40,

(based on the degree of e ma, thickness, and scale averaged over the entire body) from Week 4 to
Weeks 8, 12, 16, and in DMB-3115 and Stelara arms. The increase in the proportion of patients was
similar in both the t the specified timepoints and there were no statistically significant difference

in the percentagmatients with PGA score of clear or minimal psoriasis was reported between DMB-
*
3115 and Stelf\ s at Weeks 4, 8, 12, 16, and 28.

L 4

Period

More t b% of the patients in DMB-3115, Stelara, and Stelara switched to DMB-3115 arms had

PG s@of clear or minimal psoriasis at Week 40 and End of Study. The percentage of patients with
re of clear or minimal psoriasis was numerically higher in the DMB-3115 arm compared to the

other treatment arms at Week 40 (DMB-3115: 243 [94.2%]; Stelara: 117 [89.3%]; and Stelara

switched to DMB-3115: 109 [87.2%]) and was comparable at the End of Study visit (DMB-3115: 228

[88.7%]; Stelara: 111 [86.0%]; and Stelara switched to DMB-3115: 106 [86.9%]).

The odds of proportion of patients with PGA score of clear or minimal psoriasis was 2.05 times and
1.31 times in the DMB-3115 arm compared to the Stelara arm at Week 40 and End of Study, however,
these were not statistically significant as the 95% CI included 1. The odds of proportion of patients
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with PGA score of clear or minimal psoriasis was 0.81 times and 1.09 times in the Stelara switched to
DMB-3115 arm compared with Stelara arm at Week 40 and End of Study, however, these were not
statistically significant as the 95% CI included 1 for EMA.

Similar results were observed with 90% CI in the US FDA ITT set.
Change from Baseline in DLQI at Weeks 4, 8, 12, 16, 28, 40, and 52 b

For the DLQI questionnaire, patients were asked to recall their experiences during the prgvi week
by responding to 10 questions regarding how much the skin condition had affected thé'\ uring the
previous week.

Period 1 O

There was a LS mean reduction in DLQI score from Week 4 to Weeks 8, 12, Q 28 in DMB-3115
and Stelara arms and there was no statistically significant difference in DLQ@: es was reported
between DMB-3115 and Stelara arms at Weeks 4, 8, 12, 16, and 28. ,b

Period 2

There was a significant LS mean reduction in DLQI score from baé to Week 40 and End of Study in

all the arms (DMB-3115: —11.75 [95% CI: —12.93,-10.56]; :—11.17 [95% CI: —12.46,
—9.87]; and Stelara switched to DMB-3115: —11.22 [-12.50, 1). There was no statistical
significant difference in LS mean reduction in DLQI score aseline to Week 40 and End of Study

between DMB-3115 and Stelara arms (LS Mean Diﬁere@ B-3115-Stelara] (95% Cl): —0.58
[-1.45,0.29] at Week 40 and —0.43 [-1.23,0.37] at f Study) and between Stelara switched to
DMB-3115 and Stelara arms (LS Mean Difference elara switched to DMB-3115-Stelara] (95% Cl):
—0.05[-1.05,0.95] at Week 40 and —0.11 [—1.1] at End of Study). The LS mean reduction in
DLQI score from baseline to Week 40 and Endeof dy were comparable between the treatment arms.
The similar results were reported for US F%/IT population.

Summary of main efficacy results (J

The following tables summarise th Qy results from the main study supporting the present
application. These summaries sho read in conjunction with the discussion on clinical efficacy as
well as the biosimilarity assess@ (see later sections).

<
R

&
é}(\
>
o
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Table 8: Summary of efficacy for trial DMB-3115-2

Title:

A Randomised, Double-Blind, Multicentric, Parallel Group Therapeutic Equivalence Study Comparing
Efficacy, Safety and Immunogenicity of Subcutaneous DMB-3115 and EU Sourced Stelara innts
b

with Moderate to Severe Chronic Plaque Psoriasis. 0N

Study identifier Protocol Number: DMB-3115-2 q-l
IND Number: 141843 ’\
EudraCT number: 2020-005108-21 A

Design This was a Phase 3, randomised, double-blind, multicent&‘ﬂ)arallel group, and
active controlled study comparing efficacy, safety, ahd'i unogenicity of SC
administration of DMB-3115 and EU sourced Stelargfin patients with moderate
to severe chronic plague psoriasis. After a screeni iod of up to 4 weeks,
the eligible patients were randomly assigned in :1"ratio to receive treatment
with either DMB-3115 or Stelara. Randomisati as stratified according to

patient’s body weight at baseline (<100 kg or 0 kg), geographic region
(EU, US, or Rest of the World [ROW]) antﬂf: number of previous systemic
therapies for psoriasis (<3 or =3). The@ included 2 periods.

Period 1:

In the Period 1 (from Week O to W Q) patients received the assigned
treatment (either DMB-3115 or Stel ) at Weeks 0, 4, and 16. Patients who
did not achieve at least PASI onse by Week 12 were discontinued from
further treatment with usteﬂ b (either DMB-3115 or Stelara).

Period 2:

Only those patients wheved at least PASI 75 response at Week 28 were
eligible for inclusion i e Period 2 (from Week 28 to Week 52) of the study.
In the Period 2, pati@andomised to receive DMB-3115 at the beginning of
the study conti d to receive the same treatment up to Week 40 while
patients rando 0 receive Stelara at the beginning of the study were re-
randomized and rejstratified based on the body weight at Week 28 (<100 kg
or >100 kg) :1 ratio to either continue on Stelara or be transitioned to
receive B 5 every 12 weeks up to Week 40 (i.e., 2 doses of

investiga al product [IP] after re-randomisation). The doses at
re-randemisation (Week 28) for both DMB-3115 and Stelara were re-assigned
basedionthe body weight at Week 28 (<100 kg or >100 kg). Patients

Ollowed the re-randomisation procedure in order to maintain blinding.
ing was maintained throughout the study.

@buration of main phase: The total duration of patient participation in the
study was up to 56 weeks, which consist of
. Q Screening (up to 4 weeks), Period 1 (from
\ Week 0 to Week 28) and Period 2 (from Week
. (J 28 to Week 52).
\ Duration of Run-in phase: not applicable
Duration of Extension phase: |not applicable
7>
sis Equivalence
atments groups DMB-3115 DMB-3115 45 mg or 90 mg SC at Weeks 0, 4,
for Period 1 (from and 16.
Week 0 to Week 28) Number randomised was 299 patients.
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Stelara Stelara 45 mg or 90 mg SC at Weeks 0, 4, and
16.
Number randomised was 299 patients.
Treatments groups DMB-3115 Patients who originally received DMB43115 in
for Period 2 (from Period 1 were re-randomised to conti (o]
Week 28 to Week 52) receive DMB-3115 45 mg or 90 m
Weeks 28, and 40.
Number re-randomised in Pe;io@vas 268
patients.
Stelara Patients who originally re Stelara in

Period 1 were re-randomis to continue on
Stelara 45 mg or 90% at Weeks 28, and

40. &
Number re-randagm in Period 2 was 132
patients.

Stelara switched to DMB-3115

Patients w &ally received Stelara in
Period 1 e re-randomised to be transitioned

to recei B-3115 45 mg or 90 mg SC at
Week: nd 40.

Nu-randomised in Period 2 was 131
pm S

Endpoints and
definitions

*

Ko

N
&

S
Primary Percent @cent change in the Psoriasis Area and
endpoint change PA verity Index (PASI) score from baseline to
week 8 (for [Week 8 (For EMA)
EMA)
Percén Percent change in the PASI score from baseline
change PASI [to Week 12 (For US FDA)
%e(k 12 (for
S DA)
Secondary ASI 50 Percentage of patients with a PASI 50 (a 50%
endpoint reduction in the PASI score) response
O PASI 75 Percentage of patients with a PASI 75 (a 75%
{ reduction in the PASI score) response
2 PASI 90 Percentage of patients with a PASI 90 (a 90%
N reduction in the PASI score) response
PASI 100 Percentage of patients with a PASI 100 (a
100% reduction in the PASI score) response
Percentage Percentage change in Area under the effect
change PASI |curve (AUEC) for the PASI score from baseline
AUEC
PGA Percentage of patients with a Physician's Global
Assessment (PGA) score of Cleared or Minimal
Change DLQI |[Change from baseline in Dermatology Life
Quality Index (DLQI)

Database lock

23 December 2022
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Results and Analysis

Analysis description

Primary Analysis

Analysis population
and time point
description

Analysis population
The Per protocol set (PPS) was the primary efficacy analysis populati or
EMA and the ITT was the primary efficacy analysis population for US .

Intent-to-Treat set (ITT set): All patients who were randomjse

PPS (For EMA): Patients who completed the study up to We
critical/major protocol deviations which might have a signi::'

and had no
t impact on
om the per
g of the study.

primary endpoint analysis. All decisions to exclude patie
protocol population dataset were made prior to the %

time point K/
For EMA: Week 8 Q
For US FDA: Week 12 @

Descriptive statistics
and estimate

Treatment group DMB-3115 Stelara

A

variability

Number of subjects

256 267

Percent change PASI
week 8 (for EMA)

LS Mean (SE)

77.85 (2.587)

95% ClI 72.77, 82.93

299

Number of subjects 4 :

Percent chang

e
week 12 (for@

LS Mean (SE)

87.59 (1.886) 87.89 (1.884)

90% CI

84.48, 90.69 84.79, 90.99

Effect estimate per
comparison

N\

Comparison groups DMB-3115 vs Stelara

Perc ange PASI
weaQs or EMA)

LS Mean Difference (SE) |—0.35 (1.655)
959% CI for LS Mean -3.60, 2.90

v Difference
P-value 0.8327

N
6\0
)

Percent change PASI DMB-3115 vs Stelara

week 12 (for US FDA)

Comparison groups

LS Mean Difference (SE) |—0.30 (1.255)
90% CI for LS Mean —-2.37,1.76
Difference

P-value 0.8098
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Notes

With regard to the primary endpoint for EMA (week 8), DMB-3115 is
considered to be equivalent with Stelara since 95% CI for LS mean difference
was entirely contained within the pre-specified equivalence margin of (—=15%,

15%0).

considered to be equivalent with Stelara since 90% CI for LS mean

With regard to the primary endpoint for US FDA (week 12), DMB-3115 is
was entirely contained within the pre-specified equivalence margin o

109%0).

rence
0%,

Analysis description

Secondary analyses

Analysis population
and time point
description

Analysis population

Intent to treat consisting of all randomised patients

time point
Weeks 8 and 12

S

&

N

S

<

N

Descriptive statistics
and estimate
variability

Treatment group DMB-3115 @ Stelara
Number of subjects 299 @ 299

PASI 50 week 8 (n (%)) (255 (8 268 (90.8)
95% CI 84. 1.412 87.557, 94.138

PASI 50 week 12 (n (%0))

&
2@&98.6)

288 (98.6)

90% CI

®7.494, 99.747

97.511, 99.749

PASI 75 week 8 (n (&

155 (53.3)

170 (57.6)

95% ClI {\/ 47.532, 58.997 51.988, 63.266
'Y

PASI 75 wee n (%)) (228 (78.6) 239 (81.8)

90% ClI 74.661, 82.581 78.139, 85.559

69 (23.7)

62 (21.0)

PAS i: @eek 8 (n (%))
F o

18.825, 28.598

16.368, 25.666

PASK 90 week 12 (n (%))

144 (49.7)

144 (49.3)

&
&

90% ClI 44.826, 54.485 44.503, 54.128
PASI 100 week 8 (n (%)) |20 (6.9) 12 (4.1)

95% CI 3.966, 9.780 1.814, 6.322
PASI 100 week 12 41 (14.1) 37 (12.7)

(n (%)

90% CI 10.773, 17.503 9.469, 15.873

Percentage change PASI
AUEC week 8

(LS Mean (SE))

356.81 (15.193)

350.27 (15.114)

95% CI

326.97, 386.65

320.59, 379.96
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Percentage change PASI
AUEC week 12

(LS Mean (SE))

686.93 (22.087)

684.68 (22.086)

90% ClI 650.54, 723.31 648.29, 721.07
PGA week 8 (n (%)) 180 (61.2) 186 (62.8) h&
95% ClI 55.655, 66.794 57.333, 62;3‘\6/
PGA week 12 (n (%))  |245 (84.2) 234 (:i)):/

O

90% CI

80.675, 87.710

Change DLQI week 8
(LS Mean (SE))

-9.21 (0.621)

95% CI

4o

-10.43, -7.99 (

-10.49, -8.07

Change DLQI week 12
(LS Mean (SE))

-10.21 (0.62@‘
O

-10.36 (0.619)

90% CI

-11.2@‘1'7/

-11.38, -9.34

Effect estimate per
comparison

PASI 50 week 8

g
@ison groups

DMB-3115 vs Stelara

(\\
0\
0\< ,

S

<

Gdds Ratio 0.73
Qﬁs% cl 0.432, 1.223
xv) P-Value 0.2291
PASI 50 week b Odds Ratio 1.02
60 90% Cl 0.380, 2.736
P-Value 0.9742
PASK75 week 8 Odds Ratio 0.84
95% CI 0.606, 1.168
> P-Value 0.3032
PASI 75 week 12 Odds Ratio 0.83
90% CI 0.589, 1.169
P-Value 0.3707
PASI 90 week 8 Odds Ratio 1.18
95% ClI 0.797, 1.745
P-Value 0.4084
PASI 90 week 12 Odds Ratio 1.02
90% CI 0.778, 1.349
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*

P-Value 0.8834
PASI 100 week 8 Odds Ratio 1.72
95% ClI 0.847, 3.500
P-Value 0.1335 b
PASI 100 week 12 Odds Ratio 1.13 W
90% ClI 0.759,’(@
P-Value 0.6

o

N\

N
Y

Percentage change PASI |LS Mean Difference (SE) 9.904)
AUEC week 8 S
95% CI for LS Mean .92, 25.99
Difference
(o)
P-Value 0.5095
Percentage change PASI |[LS Mean Diff *e (SE) [2.24 (14.326)
AUEC week 12 )
90% CI fi ean -21.36, 25.84
Differeg&
N
P_V?LK 0.8756
PGA week 8 Watio 0.93
% CI 0.665, 1.301
Q P-Value 0.6714
PGA week 12 & Odds Ratio 1.34
0(/ 90% CI 0.932, 1.917
P-Value 0.1851
Chan@. I week 8 LS Mean Difference (SE) [0.07 (0.375)
{ 95% CI for LS Mean -0.67, 0.81
Q Difference
N P-Value 0.8490
Change DLQI week 12 LS Mean Difference (SE) [0.16 (0.371)
90% CI for LS Mean -0.45, 0.77
Difference
P-Value 0.6719

With regard to the secondary endpoints which were assessed at the same

timepoints (weeks 8 and 12) with primary endpoints, there were no

statistically significant differences observed between DMB-3115 and Stelara.

2.6.5.3. Clinical studies in special populations

Not applicable.
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2.6.5.4. In vitro biomarker test for patient selection for efficacy
Not applicable.

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

Not applicable. @
2.6.5.6. Supportive stud(ies) . %

Not applicable. «
2.6.6. Discussion on clinical efficacy Q

Design and conduct of clinical studies 0

A single phase Ill, efficacy and safety study was performed to support AA. In this study, the
population of moderate to severe plaque psoriasis patients (BSA =210%, PASI =12, PGA =3) who are
candidates for systemic therapy or phototherapy with at least 6 Qs prior disease history at

Patients who have previously received other IL-12, IL-17 08 IL-23 targeting agents, used any
monoclonal antibodies within nine months prior to scre , or other biological treatments within five
half-lives or 90 days prior to screening, whichever is&er were excluded. Patients with other non-
plaque forms of psoriasis were also excluded. Eligipility criteria were overall acceptable.

A Business Continuity Plan (BCP) was initiatetho the war in Ukraine. 5% of the trial patients (29
patients at 8 sites) were affected. Actions taken®o maintain feasibility, data integrity, and patients’
safety included alternative ways to delive P, to sites in Ukraine, some study visits were performed

outside of visit window to accommodatefthe)ldelayed IP shipments and increased remote monitoring.

The trial protocol contained approz' sk assessment and mitigation strategies in the context of
COVID-19.

The dose (45mg <100kg bod ht, or 90mg >100kg), SC route of administration and frequency of
dosing (initial dose followe &nother dose 4 weeks later and then every 12 weeks thereafter) is in
line with the EU reference uct Stelara’s SmPC. While the use of two different doses based on body
weight could introducéyariabllity in the study, the applicant has appropriately stratified by body
weight. In addition,(vl per limit of 140kg body weight should help reduce this variability.

The EMA primgr@point is percent change in PASI at Week 8. While the time point for the primary
analysis for t \( rence product Stelara occurred at week 12, it is known from the Phoenix | and 11
studies th ttjurve seems to be steeper at earlier time points. As the sensitivity to detect

differenc xween treatments is higher at the steeper part of the curve, the earlier time point of
week this study is preferable. It is agreed that PASI as a continuous variable (rather than

di us) is also preferred.

ondary endpoints included PASI50, PASI75, PASI90 PASI100, proportion of patients achieving PGA
of cleared or minimal and a change from baseline in DLQI up to week 52. The sampling is proposed at
Weeks 4, 8, 12, 16, 28, 40, and 52. It is agreed that all primary and secondary efficacy endpoints
evaluated in the phase Il clinical study are relevant for the overall assessment of comparability in
efficacy in the target population.
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Other end-points include PK, safety and immunogenicity which are discussed elsewhere in this
document.

The sample size appears acceptable and is reproduceable for the parameters provided.

Patients randomised to Stelara were re-randomised at Week 28 (prior to dosing) to switch to -
3115 or continue with Stelara. While demonstration of comparable immunogenicity and safe
biosimilar after switching from an original biological is not required for a MAA in the EU, thi
acceptable as sufficient numbers of patients (greater than 100 patients) will remain op it
treatments, allowing for suitable comparisons up to 1 year.

Randomisation and stratification for body weight at baseline (<100 kg or >100 kg@ographic region
(EU, US, or ROW) and the number of previous systemic therapies for psoriasi@)r >3) should
ensure a homogeneous and sensitive population to detect differences betwe% biosimilar candidate

and reference product and are endorsed. 0

This is a double-blind trial and blinding procedures appear reasonable.

The equivalence margins were +/-15% for the primary end-point. ,ﬂough the applicant did not justify
why these margins were chosen in the CSR, the protocol instead

addition the equivalence margins were accepted during scientifi ice. A 95% confidence interval is
agreed.

ined a limited explanation, in

Efficacy data and additional analyses OQ

The numbers of patients that did not complete the s@vvere reasonably low and balanced across
treatment arms. The most common reasons for n@mpleting the study were due to contracting
Covid-19 or patients were non-responders. On (o]

not have significant impact on the study condtﬁ

col amendment occurred during the study and did
nd outcome.

The demographics and treatment compli &re acceptable and well balanced between the treatment
arms. Baseline characteristics are gen Q&vell balanced, however, there was a change in dose in
several patients after week 28 in Q study. Sixteen patients with baseline bodyweight <100 kg
received in period Il at week 28 t%se 90 mg (10 patients in DMB-3115 arm, 5 patients in Stelara
arm and 1 in EU-Stelara switchgv MB-3115). On the other side, 8 patients with bodyweight =100
kg received in Period Il the ﬁl mg (3 patients in DMB-3115 arm, 3 patients in Stelara arm and 2
patients in EU-Stelara swi o DMB-3115). It is agreed that this change of dose had no impact on
primary analysis — percen@nge PASI score from baseline to Week 8. As the change of dose occurred
at week 28 this could entially influence the analysis of secondary endpoints - the percent change in
PASI score at Week nd 52. Therefore, the applicant provided the post hoc analysis with exclusion
of subjects Wit‘h @ne weight <100 kg who subsequently received a dose of 90 mg in Period 2.
There was no iStical significant difference in LS mean percentage change in PASI score from
baseline ta @40 and End of Study between DMB-3115 and EU-Stelara arms (LS Mean Difference
[DMB-31 &U-Stelara] (95% Cl): —0.23 [-2.02,1.57] at Week 40 and —0.28 [-2.37,1.82] at End
of Stu between EU-Stelara switched to DMB-3115 and EU-Stelara arms (LS Mean Difference
[EUY:- a switched to DMB 3115 — EU-Stelara] (95% Cl): 0.18 [—1.89,2.26] at Week 40 and 0.08

= 2.52] at End of Study). These data confirmed results of previous provided analysis of PASI
SC at week 40 and 52.

For period I, two patients with bodyweight >100 kg reported dose 45 mg at week 0/Day | instead of
90 mg. These patients were excluded from the PPS population.

Regarding concomitant medications, topical treatment that is likely to impact signs and symptoms of
psoriasis (e.g., corticosteroid, vitamin D analogues, pimecrolimus, retinoids, salicylvaseline, salicylic
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acid, lactic acid, tacrolimus, coal tar, urea, alpha-hydroxy or fruit acids), systemic immunomodulating
treatments for psoriasis (e.g., methotrexate, cyclosporine A, corticosteroids [oral, intravenous,
intramuscular, SC, intra-articular, and transdermal], and cyclophosphamide) were not allowed during
the study. Five patients were administered prohibited medications impacting psoriasis. Four of them
used concomitant medication after week 8, therefore were considered not influencing the prim
efficacy analysis at week 8 in Per Protocol Set for EMA (EMA-PPS) and thus, were not exclud tmn
PPS. One subject with topical treatment containing 1% Carbamid (urea) was excluded fron‘@PPS, as
the treatment started after randomisation. Calcium channel blockers, beta-blockers ad icoids used
in area not affected by psoriasis, were considered as prohibited medication not impat(}@soriasis,

therefore, these subjects were not excluded from PPS. This is considered acceptabb

Patients were incorrectly recruited with PASI scores of less than 12 in the Ste m and PGA scores
of less than 3 in both treatment arms, however the PPS primary end-point % take into account

these errors. 0

A substantial number of patients had critical or major protocol deviatio e distribution and pattern
of these protocol deviations appear similar between treatment groups. TH& most common reason for
exclusion was randomisation error, missing PASI score at baseline iveek 8, inclusion/exclusion
criteria. This is agreed. The decision to include or exclude such s@ts from the PPS-EMA primary
analysis was discussed on a case-by-case basis in a blinded r, and determined not to
significantly impact on the analyses. In addition, both theb ITT analyses demonstrated similar

results.

For the primary end-point, the LS mean percent chaMQ’ASI score from baseline to Week 8 was
77.50 in DMB-3115 arm and 77.85 in Stelara arm _in the PPS. Results demonstrated that the primary
end-point was met as the 95% CI for LS mean di ce was contained within the pre-specified
equivalence margin of (—=/+15%). Similar resn@ere also obtained for the ITT set and for the US
primary end-point analysis (percent chanKinIP S| score from baseline to week 12).

Sensitivity analyses were performed on the primary end-point using a mixed linear model with
treatment group, baseline body weight 00 kg or >100 kg), geographic region (EU, US or ROW), the
number of previous systemic ther% r psoriasis (<3 or =3), visit, and the treatment-by-visit

interaction as fixed effects and e

were contained within the eq{ ce margins of +/-15%.

PASI score as a covariate. Results demonstrated that 95% Cls

in the Stelara group contra Covid-19 by week 8. Numbers contracting Covid-19 in the DMB-3115

group were also Iow.\

Subgroup analys%@performed for baseline body weight, geographic region and the number of
h

For a similar sensitivity arQ:j for Covid-19 positive patients results were not evaluable as no patients

previous syst rapies for psoriasis. While not all 95% Cls fell within equivalent margins +/-15%,
the numbers jfi these subgroups were low and the analyses were not powered. However, there were no

statistically icant differences between subgroups.

The seco y endpoints of PASI50, PASI75, PASI90 PASI100, AUEC for the PASI score, percent

ch he PASI score from baseline, proportion of patients achieving PGA of cleared or minimal and
e from baseline in DLQI up to week 52 were not statistically significant and appeared well

b ced across treatment arms.

GCP non-compliance was identified at one site, affecting 7 patients, data from this site was excluded
from ADaM analysis, but included in SDTM analysis. These patients were excluded from the main data
analyses. It is agreed that it is appropriate to exclude these subjects from the main analyses.
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A human factor / useability study was not considered necessary as the applicant has adequately
justified the identical nature of the PFS used compared to Stelara PFS.

Following queries, the applicant provided a subgroup analysis of the percent change from baseline in
PASI by ADA and nAb status for each treatment, considering the impact of ADAs on efficacy 4For both
the PPS and ITT, there were no significant differences in PASI by ADA and nAb subgroup rent
between treatment groups. However, there was a noticeable difference in the numbers of jects who
tested positive for ADA and nAb between treatment groups (ADA+: 33 for DMB-3115 v -Stelara;
nAb+: 19 for DMB-3115 v 50 EU-Stelara). This is in line with the lower levels of im %e

nicity also
observed with DMB-3115 in the PK. «

It is intended to extrapolate efficacy and safety from Ps to the other indications @ara, being active
PsA, paediatric plaque Ps and CD.

The chosen patient population for the Phase 111 study (moderate to severe ‘q(e psoriasis) is
considered an adequate basis for the extrapolation to the other indicati he Stelara label. In all
autoimmune diseases for which Stelara is approved, efficacy of ustekinZ& is driven by the same
mechanism of action, which is inhibition of IL-12 and IL-23 by prev(ting p40 from binding to the IL-
12RB1 receptor. Extrapolation is therefore considered acceptable@

2.6.7. Conclusions on clinical efficacy Q

The clinical development program, chosen population a %cy endpoints are adequate. The study
results demonstrated therapeutic equivalence of DM to Stelara in terms of primary and
secondary endpoints.

Overall, efficacy results are indicative of clinica Q.Jivalence between the test and comparator
treatment arms.

2.6.8. Clinical safety él

3115-2), where safety was assess part of the secondary study objectives. Safety evaluation included
adverse events (AEs), seriousg| AEs), adverse events of special interest (AESI), vital signs, and
laboratory evaluations as WeQ

Safety data on DMB-3115 is ava'g m two clinical studies (Study DMB-3115-1 and Study DMB-

munogenicity.

Study DMB-3115-1 was cted in healthy subjects following single dose administration. Study DMB-
3115-2 was conductwpa ients with moderate to severe chronic plaque psoriasis following multiple
dose administration@ , a single pooled safety analysis of both studies was not considered meaningful

and safety resultsar
R
2.6.8.1. Pat}exposure

.
A total o &ubjects received at least 1 dose of DMB-3115 in the 2 clinical studies. In the clinical
studieség' ed in this application, the safety of DMB-3115 was investigated in 99 adult healthy

scussed below per individual study.

subje tudy DMB-3115-1: single s.c. dose) and in 430 adult patients with chronic plaque psoriasis

MB-3115-2 multiple s.c. doses).

Study DMB-3115-1

A total of 99 healthy adult subjects received a single 45 mg s.c. dose of DMB-3115 on Day 1, 99
subjects received EU-Stelara and 98 subjects received US-Stelara. The safety analysis set includes 296
subjects.
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Study DMB-3115-2

Period 1 - From Baseline to Week 28

During Period 1 of Study DMB-3115-2, a total of 299 subjects were exposed to at least 1 dose of DMB-
3115 and 299 subjects were exposed to at least 1 dose of EU-Stelara; all 598 subjects were ingluded in
the Safety Set for Period 1.

Period 2 - From Week 28 to Week 52

.
In Period 2, all 531 patients who completed phase 1 were re-randomised to DMB-311 &3115
(n=268), Stelara-Stelara (n=132), and Stelara-DMB-3115 (n=131) arms. Subject &omised to
receive DMB-3115 at the beginning of the study continued to receive the same ma
40 while subjects randomised to receive EU-Stelara at the beginning of the st
and re-stratified based on the body weight at Week 28 (<100 kg or >100k
continue on EU-Stelara or were transitioned to receive DMB-3115 every 12 weeks up to Week 40. The

Safety set included 530 patients who received at least 1 dose of the st@eatment in Period 2.

nt up to Week

re re-randomised
1:1 ratio to either

2.6.8.2. Adverse events {

Study DMB-3115-1: TEAEs in Healthy Subjects : @

Table 9 below provides an overview of TEAEs. In total, 41 ent-related adverse events (TEAEs)
were reported in 181 (61.1%) subjects. The incidence of sﬁ'ects who experienced TEAEs was similar
across the groups, 61.6%, 64.6%, and 57.1% for t 115, EU-Stelara, and US-Stelara arms,
respectively. h\
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Table 9: Study DMB-3115-1: Summary of AEs (safety analysis set)

DMB-3115 |EU-STELARA| US-STELARA Overall

Characteristic (N=99) (N=99) (N-98) (N=296)
n (%) E n (%) E n (%) E n (%

All AEs 62 (62.6) 144 | 66(66.7) 163 | 58(59.2)135 | 186 (62.94)

TEAEs 61(61.6) 138 | 64 (64.6)151 | 56(57.1)127 | 181 ({iAy416

Serious TEAEs 0o 0 1(1.0)1 0 0 , Cm3)1

Mild TEAEs

39 (39.4) 107

41 (41.4) 117

39 (39.8) 108

E 4
30.2) 332

Moderate TEAEs

21(21.2) 30

23(232)34

15 (15.3) 17 7

FE
N 59 (19.9) 81

N

=7

Severe TEAESs 1(1.0)1 0 0 2 (2.0;@ 3(1.0)3
Treatment-Related TEAEs 18 (18.2) 27 23(23.2)31 28 (EMS‘ 69 (23.3) 97
Treatment-Related Mild TEAESs 16 (16.2) 25 19 (19.2) 24 23 ({‘N‘%"‘v 38 (19.6) 82
E;:tg:em—lielated Moderate 2(2.0)2 4(4.0)7 ,0\.;6 11(3.7) 15
Treatment-Related Severe TEAEs 0 0 0 0 0 0 0 0
Treatment-Related Serious TEAEs 0 0 0 0 M 0 0 0 0
TEAEs Leading to Withdrawal 0 0 0 @ 0 0 0 0
TEAESs Leading to Death 0 0 0 N 7 0 0 0 0
COVID-19 3(3.0)3 m}) | 1(1.0) 1 5(1.7)5

Abbreviations: CSR=Clinical Study Report; COVID-19= olfvirus Disease 2019: E=Number of events:
N=Number of subjects dosed with each treatment (qgany treatment as applicable): n=Number of subjects
with characteristic TEAE=Treatment-emergent Ad® Event.

%: Calculated using the number of subjects treated{with each treatment (or any treatment as applicable) as the

denominator (/N*100).
Source: Table 12-1 of DMB-3115-1 CSR. K/

Most TEAEs were of mild intensity (33 gﬁts reported in 119 [40.2%] subjects), with 59 (19.9%)
subjects reporting 81 events of m ﬁintensity and 3 (1.0%) subjects reporting 3 events of severe
intensity. All 3 reported severe TE%/vere related to abnormal laboratory results of more than 5-fold
of the upper limit of normal [U DMB-3115: transaminases increased, US-Stelara: aspartate
aminotransferase increased aRpd transaminases increased. All of these severe TEAEs resolved and were
considered by the Investi@ to be unrelated to the IMPs and not serious. Both the EU-Stelara group

and US-Stelara grouw the, highest frequencies of moderate and severe TEAEs respectively.

The most frequentlyfT rted (=10% of overall subjects) TEAEs by SOC were ‘nervous system
disorders’ (71 [2 bjects overall, 20 [20.2%] subjects in DMB-3115 arm), followed by ‘infections
and infestatioﬁ&ZO.G%] subjects overall, 21 [21.2%] subjects in DMB-3115 arm),

‘gastrointqsti al disorders’ (41 [13.9%] subjects overall, 11 [11.1%] subjects in DMB-3115 arm),
‘musculo e\a and connective tissue disorders’ (40 [13.5%] subjects overall, 13 [13,1%] subjects in
DMB—316"1), and ‘skin and subcutaneous tissue disorders’ (31 [10.5%] subjects overall, 10
[10.1@4bjects in DMB-3115 arm). The DMB-3115 arm never had the highest frequency for either of
the C

Th ost frequently reported (= 5% of subjects) TEAEs by preferred term (PT) in the DMB-3115 arm
were ‘headache’ (19.2% of subjects), followed by ‘nasopharyngitis’ (10.1% of subjects), ‘back pain’,
and ‘diarrhoea (6.1% of subjects each). A similar profile was observed in the EU- and US-Stelara arms,
(Table 10). The reported TEAEs corresponded with the known safety profile of ustekinumab and no new
unexpected TEAEs related to DMB-3115 were recorded.
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Table 10: Study DMB-3115-1: TEAEs reported in = 5% of subjects by treatment and
preferred term (safety analysis set)

DMB-3115 EU-STELARA | US-STELARA Overall
Preferred Term (N=199) (N=99) N=298) (IN=1296)
n (%) E n (%) E n (%) E n (%) E
All TEAEs 61 (61.6) 138 64 (64.6) 151 56 (57.1) 127 181 (61.1)?@6
Headache 19 (19.2) 32 20(20.2) 26 20(20.4) 24 59 (19.9) W
Nasopharyngitis 10 (10.1) 12 15(15.2) 15 8(8.2)9 33 f]{%
Back pain 6(6.1)6 9(9.1) 11 4(4.1)4 6.4y21
Diarrhoea 6(6.1)6 5(5.1)8 8(8.2)9
Oropharyngeal pain 4(4.0)4 7(7.1)7 5(5.1)5 Nﬁ (5.4)16

Abbreviations: E=number of events; EU=European Union; N=number of subjects dose% ch treatment (or
any treatment as applicable): n=number of subjects with adverse event; PT=prefen@n :
TEAE=treatment-emergent adverse event; US=United States.

Percentages calculated using the number of subjects treated with each treatment (o@neatment as applicable)

as the denominator (n/N*100).
Adverse events were coded using Medical Dictionary for Regulatory Activit'e&ersion 23.1.
Source: Table 12-2 of DMB-3115-1 CSR. @

Study DMB-3115-1: Treatment Related Adverse Eve&althy Subjects
t

The proportion of subjects who experienced TEAES con 0 be related to the IP by the
Investigator were comparable across the three treat @foups; DMB-3115: 27 events in 18 [18.2%]
subjects, EU-Stelara: 31 events in 23 [23.2%] suhjects, US-Stelara: 39 events in 28 [28.6%] subjects.
In total 97 TEAEs reported in 69 (23.3%) subject@re considered related to the IMPs. Most were
considered of mild intensity, and none were capnsidered serious.

The most frequently reported TEAEs susp@&€ted to be IP-related were ‘nasopharyngitis’ and ‘headache’;
both are known ADRs. Nasopharyngitis @eported with a comparable frequency across cohorts.
Headache was reported with a Iower@ ncy in the DMB-3115 group, 4 (4%) subjects in the DMB-
3115 group, 6 (6.1%) subjects inb sourced Stelara group, and 7 (7.1%) subjects in the US
sourced Stelara group.

Respiratory, thoracic and me, aQal disorders are reported with a slightly higher incidence in the
DMB-3115 group 3 (3%),Q nd 1 (1%) in the EU Stelara group, and the US Stelara group

,&
é}(\
>
2,
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Table 11: Study DMB-3115-1: TEAEs related to treatment by treatment, SOC and PT (safety

analysis set)

; -
Svstem Orzan Class Ll STE].-:IE&-.R.-E Sﬁm{ D‘;E”]]
Preferred Term (R} (N=09) (N=98) L=
n(%) E n (%) E n (%) E n(%) E
All TEAEs related to treatment™ 1B¢182)27 | 23232031 | 28(286)39 | 69(233)97
Nervous system disorders 44003 10107 9910 206822
Headache 4403 a(elne T(718 17319
Dizziness 0 1{101 2202 Iiqlms3
Infections and infestations 5(3.135 10(10.13 10 B(EnE REY R PE]
Nasopharymgids 5(3.135 aene 44134
Rhinitis 0 1{10y1 202002
Oral herpes 1{1m1
Injection site pustule 1(1m1
Gastrointestinal disorders 202002 333 505106
Dharrhoea 0 ] 101.0p 1,
MNausea 1{1m1 Iflm3
Vomiting ] 202
Abdominal pamn upper 1{10y1 1{0.3)1
Dryspepsia 1{10y1 202
Stomatitis 1{1m1 1{10y1 202
ﬁ:::;i;:kflﬂnl and connective tissue 0 2 Q.0 1(10)1 3(1.0)3
Myalgia 0 20200 ] 202
Pain in extremity 0 N 1{1m1 1{0.3)1
Skin and subcutaneous tissue disorders 100107 \V 16 B(BNE WNmeHN
Pruntus 2{1.1}]1<\7(1.1}]1 202002 50173
Rash 1{10y1 202002 Iflm3
Acne 1 47.0) 21202 1{1m1 4144
Dry skin Q2 0 2(0.7)2
Wight sweats 01 1{1m1 202
Dermatitiz acneiform &ID 1{10y1 1{1m1 202
Penoral dermatitis 'aN 0 ] 1{1m1 1{0.3)1
Ruash papular &\J 10101 0 1(0.3)1
Skin irritation 0 1{10y1 1{0.3)1
Respiratory, thoracic “”‘i&'hQ 36.0)3 0 1101 | 4094
202002 ] 1{1m1 Iflm3

A

O(\
>
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Cough 1{1.0m1 0 0 1031
E;u;;r:i]iimrden and administration site 4(40)5 1a01 4414 9(3.0) 10

Fatigue 44004 1{1.m1 [u] S(1.73

Asthemia 0 0 1(1.0)1 1(03)1

Feeling hot 1(1.0)1 0 1(1.0)1 2072

Pyrexia 0 0 202002 2002 b
Vascular disorders 0 0 1(1.m1 1031

Hot flush 0 0 1(1.01 1031 @
Reproductive svstem and breast disorders 0 1(1.m1 o] 1(03)1 * %

Menstruation irregular 0 1(1.001 0 1(0.3)1 \
Eenal and urinary disorders 0 1(1.m1 0 1031 {

Drwsunia ] 1{1.01 [i] 1{031

Abbreviations: CSE=Clinical Study Feport; E=Number of events; MedDF A=Medical Dictionary for
Fegulatory Activities; N=INumber of subjects dosed with each treatment; n=Number of subjects with a
event with particular causality; PT=Preferred Term: SOC=System Organ Class: 'I'E.%_E=Treatmem-%
Adverse Event.

%a: Caleulated using the mumber of subjects treated with each treatment as the denominator (n/M*1

*: When summanzing TEAE cansality, a subject 1s coumted only once for each SOC or PT accordimg toWie
worst relationship. If relationship was missing or not determinable, the worst case was as

All adverse events were coded using MedDE.A version 23.1.

Source: Table 12-4 of DMB-3115-1 C5E

S
Study DMB-3115- 2: TEAEs in Patients @
The safety results are presented in 3 separate time periods; Q
e Overall Period Q
e Period 1 — From Baseline to Week 28, IP&ﬂinistration at Weeks 0, 4, 16
e Period 2 — From Week 28 to Week 5@ administration at Weeks 28, 40

Safety evaluation focuses primarily on treatm@’nergent AEs (TEAES), i.e., a new event that
occurred during or after first dose of stu reatment or any event present at baseline that worsened in
either intensity or frequency after first dﬁz study treatment. Also, Non-TEAEs are summarised in
the report: a total of 38 (6.4%) patie 4

tuberculosis.

1 non-TEAEs. The most common non-TEAE was latent

Adverse events were classified ng MedDRA (Version 25.1) and discussed under categories:
overall TEAEs, Related TEAEs s by Severity, Serious TEAEs, Adverse events of special interest,
TEAEs Leading to Study Di 'hﬁnuation, Treatment Emergent Adverse Events Leading to Death.
Overall Period j

In the Overall Period, @ytotal of 330 (55.2%) subjects experienced 686 TEAEs. The proportion of
patients who rep t least one TEAE is comparable across the treatment groups; 162 (54.2%)
DMB-3115, 93& %) EU-Stelara, and 73 (55.7%) EU-Stelara switched to DMB-3115 arms.

Table 12 t%(ﬂjtlines TEAEs in the overall period.
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Table 12: Study DMB-3115-2: Summary of AEs reported in the overall period (safety set)

EU-STELARA
DMB-3115 |EU-STELARA| Switched to Overall
Adverse Events (N=209) (N=168) DAB-3115 (N=595)
n (%), E n (%), E (N=131) n (%), E
n(%).E b
Orerall TEAE: (Event Count) 327 212 147 686 @
Q‘reru]] Non-TEAEs (Event 10 10 12 a1 %
Count) *
Subjects with at Least One k\
TEAE 162 (54.2),327 | 95(56.5).212 | 73 (55.7). 147 | 330(55.), 686
Serious TEAEs S(1.7).6 5(3.0).7 0 10 (1.})&\)
Severe TEAFs 6(2.0). 10 40246 0 10 (1. N6 ¥
Treatment Related TEAFs 14 (4.7, 18 6(3.6).8 7(5.3).10 27 (A
TEAE of Special Interest 7(2.3),9 4245 2(1.5).2 oW, 16
E;iﬁz‘:ﬁ“m"f"f 5(L7.6 3(1.8).4 2(15).2 ’@'(1.?)_ 12
%:Emt_leated Serious 0 0 0 h{ 0
COVID-19 Related TEAE 19 (6.4), 19 17 (10.1), 19 16N/ | $302.45
Subjects with TEAFE by Intensity ( R
Grade 1 86 (28.8), 216 | 50 (29.8). 136 9.0¥93 | 174(20.1), 445
Grade 2 70(234). 101 | 41(244).70 4 26.7),54 | 146(24.4),225
Grade 3 3(10),7 IR 0 6(10), 12
Grade 4 1(0.3),1 o ¥ 0 1(0.2).1
Grade 5 200.7),2 1 (of5). 0 3(0.5).3
Subjects with TEAFE by Final Outcome
Fecovered Resolved 149 (49.8). 272 | 84Y8Q.0). 164 | 70(53.4). 121 | 303 (50.7). 557
Recovering Resolving 19(6.4.26 % 18(107.23 | 9(69).11 46 (7.7). 60
Not Recovered Not Resolved 16 (3.4). 2@'13 an.n2 | 1006.15 39 (6.5), 57
Eecovered Fesolved with @ 1(0.6).1 0 6(1.0).8
Sequelae
Fatal 2 1(0.6).1 0 3(0.5).3
Unknown 1(06).1 0 1(0.2).1
Action Taken with the Study Dmg(:&ﬁj ects with TEAE
Drug Interrupted Q 1(0.3),2 2(1.2),2 0 3(0.5).4
Drug Withdrawn R 13(4.3). 13 16 (9.5). 18 3(23).3 32(5.4). 34
Dose Not Changed | 14347.8),280 | 85(506),160 | 68(51.9), 128 | 296 (49.5), 577

g
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Abbreviations: AE=Adverse Event; CSE=Clinical Study Report; CTCAE=Common Termmmoelogy Criteria for
Adverse Events: COVID-1%=Coronavirus Dhsease 2019; E=Number of events meeting the condition;
MedDF A=Medical Dictionary for Regulatory Activities; N=INumber of subjects within each treatment amn
under Safety Set; n=Total mumber of subjects meeting the condition; TEAE=Treatment-emergent _&diﬂso
Ewent.

Mot Applicable 24 (2.00, 32 16 (9.5), 23 13 (9.9), 16 53 (8.0, 71

Tnkmowm Q ] 1] 1]
Subjects with TEAFE with Seriousness Criteria

Results in Death 2(0.7.2 1(0.6). 1 ] 3(0.5). 3

Is Life Threateming 10031 0 [ 10021

Requres or Prolongs ] ]
Hospitalization 401.3), 4 424.6 1] 8(1.3), 10
E‘S;Jt:lﬁr Medically Tmportant 0 1(0.6). 1 o 1002, 1
AF with an Outcome of Death 200,70, 2 100.6), 1 1] 3 (0.5, 3 @
g“mbéffﬁuf’:%ed from the 8(2.7).8 12 (7.1). 14 1(0.8), 1 21 (3.5), 23

* Q ’

AFE terms were coded using MedDFEA recent wersion 23.1.

Subjects with more than 1 event were coumted only ocnce for the maxinmom severity.

Possibly related and probably related were considered as related to study medication, vnbkely and v
were considered as unrelated to Smdy medication

Severe: Severity was based on CTCAE intensity Grades 1 to 5, Grades 3 to 5 were considered as :

Serious: Results in Death, Life threatening consequences. requires in-patient or prolongs hospjs@ 1. results
in persistent or significant disability/ incapacity. congenital anomaly/ Birth defect, other r important
event.

Source: Table 34 of DMB-3115-2 (C5E. {

Percentages are based on mumber of subjects within each treatment arm under Safety Set (IN). Q

The majority of the TEAEs were mild or moderate in severity, n@se incidences were comparable
across the treatment groups. Ten (1.7%) subjects had 16 se EAEs (Grade 3 to 5) (DMB-3115: 6
[2.09%0] subjects; EU-Stelara: 4 [2.4%] subjects). The inci@g&s f TEAEs regarding severity were
comparable across the treatment groups. No serious TE ere considered related to study

treatment. \

Table 13 below outlines the incidence of TEAEs by, C occurring in >1% of patients in overall period.
The most frequently reported (=5% of overall s) TEAEs by SOC were ‘infections and
infestations’ (33.4%) followed by ‘investigatiofig’ (8.4%), ‘musculoskeletal and connective tissue
disorders’ (6%), ‘nervous system disordeksy (5.9%), ‘vascular disorders’ (5.5%), and ‘gastrointestinal
disorders’ (5%). In the DMB-3115 arm, &(}st frequently reported (=5% of subjects) TEAEs by SOC
were ‘infections and infestations’ (32. %Iowed by ‘investigations’ (7.7%), ‘musculoskeletal and
connective tissue disorders’ (6%),% s system disorders’ (5.7%) and ‘gastrointestinal disorders’
(5%). The frequency of TEAEs by was similar across groups overall with a few exceptions. There
was a slightly higher frequency, EAEs in DMB-3115 for ‘injury, poisoning and procedural
complications’, a higher frquD in the Stelara group for ‘skin and subcutaneous tissue disorders’ and

‘vascular disorders’, and ‘

lism and nutritional disorders’ in the Stelara switch to DMB-3115

group.
There was a modes igher frequency reported in the overall period of study DMB-3115-2 in SOC
‘injury, poisoning ocedural complications’ observed in the DMB-3115 cohort (9 subjects from the

occurred ajt injiries therefore, this issue is not further pursued.

O

DMB-3115 v:.‘é' ject from the EU-Stelara group). The majority of these were fractures that
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Table 13: Incidence of TEAEs occurring in =1%b of patients in overall period by system organ
class (safety set DMB-3115-2)

Study Period: Overall Period

Stelara
DALB-3115 Stelara Switched Total
(N=100) (N=1468) to DMB-3115 (N=598)
n (%), E n (%), E (N=131) ni(%), E @

System Organ Class 1 (%), E %
Number of Patients with Any TEAE: 162 (34.2), 327  93(36.3),212 T3 (337,147 330(35.2), 68 \
Blood and lymphatic system 2(0.M,2 1{0.6),2 2(1.5).2 5(08).6
dizorders
Cardiac disorders 4(1.3).9 1{0.6),2 1{0.8),1 6(1.00)
Ear and labyrinth disorders 1{0.3),1 1{0.6),1 2(1.5).2 N
Exve disorders 3010, 3 2(1.3,2 a g, 5
(Gastrointestinal disorders 15(3.0), 22 9411 6(4.6).7 . 40
General dizorders and administration 82,9 6(3.6),7 3(23).3 8). 19
aite conditions
Hepatobiliary dizorders 1{0.3),1 2(1.3,2 ] ,a]); (0.5),3
Infections and infestations 97(324),128 39(35.1),85 4433661 200 (334), 274
Injury, poiscning and procedural 9{3.0, 10 1{0.6),1 1 {G.Q 11{1.8).12
complications
Investigations 23(7.7), 43 14(83), 22 13 2 S0(84), 87
Metabolhizm and mutrition disorders 7(2.3),8 2(4.8). 8 .13 287,29
Musculoskeletal and connective 18(6.0), 22 11(65),21 LT 36(6.00, 50
tissue disorders
Nervous system disorders 17(3.7,25 2{4.8).9 10 (7.6), 10 ERT Rt L
Feenal and urinary disorders (11,5 1{0.6), 2(1.5),2 g8(13).8
Feproductive system and breast 2(0.7,2 2 {1.\ a 40074
dizorders
Fespiratory, thoracic and mediastinal 227,10 Ty, 10 (38,5 M(3.3).25
disorders q
Skin and subcutaneous tissue 5(1.10,5 2.0 2(1.5),2 15(2.5). 16
dizorders

Jascular discrders 14(4.7), 1% 3.7, 14 6(4.6).7 33(5.5). 38
Source: Table 14.3.1.2 and Listing 162.7.1
Abbreviations: MedDEA = Medical dictionary tory Activities, SOC = System Organ Class; PT =

Preferred Term; TEAE: Treatment verse Events.

Note: AEs are coded usmg the MedDEA Jigh . version 25.1.

Note: N = Total mmber of Patients in b Set n each treatment arm; E = Mumber of TEAEs n each
category; n = Number of Patients v st 1 TEAE in each category.

Note: Patients with more than 1 a{@u an mterval, SOC or PT are counted only once in the mterval for

that SOC or FT.
Note: Percentages are based of Patients i Safety set m respective treatment arm (N).
Note: Pnmary system clasSegliwere presented alphabetically; prefemred terms were sorted within each

primary system organ in descending order of patient frequency. If the frequency of the preferred terms
were tied, the were ordered alphabetically.

.
Table 14 belo, &s the incidence of TEAEs by PT occurring in >1% of patients in overall period.
The most fr tIy reported TEAE by PT was ‘nasopharyngitis’ (10.5%) followed by ‘COVID-19’
(6.9%) b pertension’ (4.8%). The frequency of TEAEs by PT was similar across groups overall
excep was a higher incidence of ‘nasopharyngitis’ in the EU-Stelara switched to DMB-3115 group
to the other 2 groups; DMB-3115: 9.4%, EU-Stelara: 10.1%, EU-Stelara switched to DMB-
3.7%. However, the incidence of ‘nasopharyngitis’ is similar when comparing groups in period 1
and¥period 2. The Stelara group had a slightly higher frequency of ‘COVID-19’ and hypertension
compared to the other groups.
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Table 14: Incidence of TEAEs occurring in =1%b of patients in overall period by preferred
term (safety set) DMB-3115-2

Smudy Period: Overall Period

Stelara
DMB-3115 Stelara Switched Total
(N=199) (N=15%) to DMB-3115 (N=508)
n (%), E n(%). E (N=131) n (%), E
Preferred Term n (%), E
Number of Patients with Amy 162 (34.2), 327 93 (56.53), 212 T3(35.7), 147 330332, 686
TEAEs .
N 2(0.7).2 1(0.6),1 HML\\
Toothache 4(13).6 Q i (1.1})&
Abdominal pam 27,2 2(1.0,2 5 (m
Diarthoea 3(1.0),3 2(1.0),2 .
Injection site mduration 0 2(1.1,2 %], 2
Masopharyngitis 28(94), 34 17 (10.1), 23 % .5), 79
COVID-19 18(6.00, 18 16(9.3). 16 ﬁ% 41
Fhinitis 12(4.00, 12 6(3.6),9 (3.3),25
Upper respiratory tract infection T(23),7 TE.0.7 (3.3, 22
Pharyngitis 30,5 40244 (2.0, 12
Bronchitis 4(13).4 2(1.1,2 (1.3, 9
Tonsillitiz 4(13).4 i(le,3 (13,8
Respiratory tract mfection 4(13).3 1(0.6),1 (1.0, 7
Uninary tract infection 301003 Q (1.0), 9
Folliculitis (LTS5 Q 50085
Sinusitis 2{0.7,2 2(1.1,2 50(0.8), 3
Viral infection 1031 201.1,2 5(0.8), 3
Periodontitis 0 2(1.7),2 2(03),2
Alanine aminotransferase mereased T(23), 10 4248, 5(38).3 16(2.7), 19
Aspartate aminotransferase 40137 3L 4314 11(1.8), 14
mcreased
Blood pressure increased (17,6 1 0 8010, 7
Blood creatinine increased 200.7,2 , 2 1(0.8),1 5(0.8), 3
Blood glucose increased 0 6,4 1(08)1 5(0.8),5
Transaminases mcreased 2007, 2 2{1.1,2 1(08),1 5(0.8), 3
C-reactive protein increased 1031 1(0.6),1 2(15),2 4007, 4
Hyperglycemia zmn**&, 0 3(23),3 5(0.8),5
Type 2 diabetes mellitus 0 2(1.1,2 3233 5(0.8), 3
Back pain 62 503.00,3 3233 14(2.3), 14
Arthralgia ke 1(0.6), 1 2(1.5),2 9(1.5), 12
Spinal pain 4244 1(08),1 Tn,7
Ostecarthritis 201.1,2 0 20(03),2
Headache @( 0y, 20 7(4.7),8 6(46),6 2540,
Dizziness 3Ll Q 2(15),2 3(0.3),3
Nephrolithiasis { 1031 Q 2(135),2 3003, 3
Coush 4(13),5 402.4).4 0 8(13),9
Oropharyngeal pain Q 1(03).1 2(1.2).2 4(3.1).4 7012, 7
Dematitis comtact \ 0 3(18).4 0 3003, 4
Hypertension 12(4.0), 13 12 (7.1). 13 5(3.8.6 29(4.8). 32
Source: Table 143.12 mg 16.2.7.1
Abbreviations: COVJD™N = Corcenavirus disease 2019, MedDPA = Medical dictionary for Regulatory Activities,
SOC = Sys Class; PT = Prefemred Term: TEAE = Treatment Emergent Adverse Events.

Mote: AEs are
Note: N T
n=
Note: P
S

N

the MedDRA dictionary, version 23.1.
of patients in the Safety Set m each treatment amm; E = Mumber of TEAES in each category;
patients with at least 1 TEAE in each category.
ith more than 1 event within an mnterval SOC or PT are counted only once m the mterval for that

>
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Period 1 - From Baseline to Week 28

A total of 291 (48.7%) subjects experienced 550 TEAEs. The incidence of subjects who experienced
TEAEs was comparable between treatments arms, 47.5% and 49.8% for the DMB-3115 and EU-Stelara
arms, respectively, Table 15 below.

Most TEAEs were Grade 1 (27.3% of subjects) or Grade 2 (20.2% of subjects) in intensity, wi
comparable frequencies between both arms. Seven subjects had 10 severe TEAEs (Grade 3@)
(DMB-3115: 5 [1.7%] subjects; EU-Stelara: 2 [0.7%] subjects). . %

A total of 4 (0.5%) patients reported 6 Grade 3 TEAEs in period 1; DMB-3115: 1 patiﬁ/ ith atrial
fibrillation, 1 patient with humerus fracture, 1 patient with gastric cancer and 1 pa@ ith cardiac

failure/ventricular tachycardia, Stelara: 1 patient with COVID-19 pneumonia. Al considered not

related to study drug. &I

There was 1 serious grade 4 TEAEs reported in the DMB-3115 arm (acute@pardial infarction). It was
considered not related to study drug. @

Three (0.5%) subjects had Grade 5 TEAEs of which 2 (0.7%) subjecgs in the DMB-3115 arm died due
to sudden cardiac death and COVID-19, and 1 (0.3%) subject in -Stelara arm died due to
COVID-19. All were considered not related to study interventioE.
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Table 15: Study DMB-3115-2: Summary of AEs reported in Period 1 (safety set)

DMB-3115 EUSTELARA Owerall
Adverse Events (IN=190) (N=199) (IN=598)
n (%), E n (%), E n (%), E
Orverall TEAEs (Event Count) 270 280 550
Orverall Non-TEAEs (Event Count) 10 £l LN |
Subjects with at Least One:
TEAE 142 (47.5), 270 149 (49.8), 280 201 (48.7), 350
Senious TEAE= (17,6 30103 8(13).9
Severe TEAEs 3(1.7.8 2{0.7).2 T(1.2. 10
Treatment-Felated TEAEs 144N, 17 13(43). 18 27(4.5), 35
TEAE of Special Interest T(23).9 62007 13 {l}}%\
;r::ﬂmltﬂrmt—f‘\.elated TEAE of Special 5(17). 6 5 (17,6 10 %y\
Treatment-Felated Senous TEAE 0 ]
COVID-19 Belated TEAE 15 (3.0, 13 19(5.4), 21 @D 36
Subjects with TEAFE by Intensity
Grade 1 TE(26.1), 183 BS (284, 191,&63 (27.3), 373
Grade 2 o019, 7 ] 121 (20.2, 163
Grade 3 2007, 5 3{0.3),6
Grade 4 10{0.3),1 1{0.21,1
Grade 5 2(0.7,2 9. 3(0.5),3
Subjects with TEAE by Final Outcome
Eecovered Fesolved 130 (43.5), 225 (K}(ﬂ.ﬂ}: 232 267 (44.6), 457
Becovering/Resclving 15(3.00, 21 12(6.00,23 A5 M
Mot Eecovered Mot Eesolved 13431 Nt (3.7, 22 G0, 38
Eecovered Fesolved with Sequelas 4(13), Q 1{03).1 3(0.8),7
Fatal 2 , 2 1031 3(05),3
Unknown ‘ 0, 1031 1021
Action Taken with the Study Drug for Subje% AFE
Drug Interrupted ) (0.3),2 2072 3(05),4
Drug Withdrawn I 34313 19(5.4), 21 204,54
Diose Not Changed N 131 (43.8), 244 138 (46.2), 243 260 (45.00, 487
Not Applicable 6(2.0), 11 9030, 14 15(2.5), 23
Subjects with TEAE with Seri < Criteria
Eesults in Death -~ 2000,2 1031 3(05),3
Is Life Threatening 1031 0 1021

&
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DME-3115 EUSTELARA Orverall
Adyerse Events (IN=210100) (IN=2047 (IN=5015)
n (%4), E n (%), E n (%), E
Fequires or Prolongs Hospitalization 4(13) 4 2(0.7), 2 G610 6
Orther Madically Ingrortant Event o 100301 10021
AFE With an Outcome of Death 2(0.7) 2 1(03)1 3(0.5) 3
Subjects Discontinued from the Study . =
Due to TEAFE 20278 13 (4.3), 15 21 (3.5}, 23

Abbreviations: AF=Adwverse Event; CSR=Clinical Study Feport: CTCAF=Common Termimology Criteria For b
Audverse Events; COVID-1%—Coromavirus Disease 2019; E=MNumber of events meeting the condition;

MedDFEA=Medical Dictonary for Regulatory Activities; N=I"Number of subjects within each treatment amm

under Safety Set; n=Total mmmber of subjects meeting the condition: TEAE=Treatment-emergent Adverse %

Ewent. *
Percentages are based on mumber of subjects within each treatment arm tmder Safety Set (V). \
AE temms were coded using MedDEA recent version 25.1.

Subjects with more than 1 event were counted only once for the maxinmm sewverity.

were considered as unrelated to Study medication
Severe: Severity was based on CTCAE intensity Grades 1 to 5, Grades 3 to 5 was considered as sew
Serious: Results in Death Life threatening consequences. requires in-patient or prolongs hospitalization®
m persistent or sigmficant disabality Incapacity., congenital anomaly’ Birth defect, other medicallgya
event.

Source: Table 34 of DMB-3115-2 CSE. Q

In period 1, the most frequently reported (=5% of overall subjects) TEA y SOC were ‘infections and
infestations’ (28.1%) followed by ‘investigations’ (7.2%), ‘musculoﬁetal and connective tissue
disorders’ (4.7%), ‘nervous system disorders’ (4.2%), ‘vascular @ ers’ (4.3%), and ‘gastrointestinal
disorders’ (4.2%). The frequency of TEAEs by SOC was similaph DMB-3115 arm and the Stelara
arm, except a slightly higher frequency of TEAEs in SOC ‘inj isoning and procedural

Possibly related and probably related were considered as related to study medication ymbkely and ymrelated O

complications’ for DMB-3115 group and a higher frequenc$4in SOC ‘metabolism and nutritional
disorders’ and ‘skin and subcutaneous tissue disorde@e Stelara group.

In period 1, the most frequently reported TEAE by PT was ‘nasopharyngitis’ (9.5%) followed by
‘COVID-19’ (5.4%), ‘hypertension’ (3.8%) and ‘rr@s’ (3%). The frequency of TEAEs by PT was
similar in the DMB-3115 arm and the Stelara

Period 2 - From Week 28 to Week 52

A total of 102 (19.2%) subjects experie@ 136 TEAEs. The proportion of patients who reported at
least one TEAE is comparable across@veatment groups; 50 (18.7%) in DMB-3115, 28 (21.2%) in
EU-Stelara, and 24 (18.3%) in EU a switched to DMB-3115 arms, Table 16 below.

Majority of the TEAEs were Gr 9.8% subjects) or Grade 2 (8.9% subjects) in intensity. These
were comparable across the groups. A total of 3 (0.5%) patients reported 6 Grade 3 TEAEs; DMB-

3115: 1 patient with 2 ev S hypertension, Stelara arm: 1 patient with 2 events of intervertebral
disc disorder and bac%ﬁd 1 patient with hypertension. No Grade 4 or 5 TEAEs were reported.

?
é}(\
>
o
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Table 16: Study DMB-3115-2: Summary of AEs reported in Period 1 (safety set)

EU-STELARA
DAIB-3115 |EU-STELARA| Switched to Overall
Adverse Events (N=26T) (N=132) DMEB-3115 (N=530)
n (%), E n (%), E (N=131) n (%), E b
n (%), E
Orverall TEAEs (Event Count) 37 49 30 136 @
—erall Non A
(c]_:ilug]_ on-TEAFEs (Event 0 0 0 0 . %
Subjects with at Least One {\
TEAE 50(18.7), 57 28(21.0) 49 24(183),30 | 102(19.2), 136
Serious TEAEs ] 2(1.5).4 0 2(0.4),4 O
Severe TEAEs 1004, 2 2(1.5. 4 0 EX(XIN ] Q
Treatment-Felated TEAE: 1(04.1 ] 0 1(03),1 NS
TEAE of Special Interest 0 0 0 LN
Treamt—P\.elated TEAE of 0 0 0
Special Interest @
%’E:‘tEmmt—R.elated Senous 0 0 0 0
COVID-19 Related TEAE 4(1.5), 4 2(1.5,2 3(23).3 ’7 'E-?l.?). 9
Subjects with TEAFE by Intensity
Grade 1 28(10.5),33 15(11.4), 27 G{p.0, 1% 52(9.8), 70
Grade 2 21(79), 22 11(83). 18 1545, 7 a7 (8.9, 60
Grade 3 1(04),2 2(1.5), 4 N\ 3(0.6),6
Grade 4 ] 0 \ 0
Grade 3 0 0 N 0
Subjects with TEAE by Final Outcome N\
Recovered Resolved 4154.47 | 23 (1?.&%./ 19¢145),21 | 83(15.7. 100
Recovering/Fesolving 5(19).5 7 {5&3 3(23).3 15(2.8), 16
Mot Recovered ™ot Resolved 4(1.5), 4 ﬁ:ﬁ}} 4{3.1).6 112.1), 1%
E;‘;:’;ﬁ“d?ﬁ“""’d with 141 | 0 1(02).1
Action Taken with the Studv Drug for Subjects wi
Diose Not Changed 3212 22(16.7), 39 14107, 15 68 (12.8), 20
Not Applicable 18 (6. 2) £(6.1), 10 12(9.2,15 3B(7.2),45
Subjects with TEAE with Seriousness c&
Hof;m;;f"lmﬁ {W 2(1.5).4 0.0 2(04). 4
AFE With an Outcome of Death 0.0 0.0 0.0 0.0
Abbreviations: AE=Adwvers e SE=Clinical Study Report; CTCAF=Common Terminology Criteria For

A dverse Events; COVIRC
MedDPA=MNedical Dicta
under Safety Set: nl o
Ewent. 3
Percentages are ba

AFE terms wete coffed u

oronavirs Disease 201%; E=Number of events meeting the condition;
 for Fegulatory Activities; N=INumber of subjects within each treatment amm
of subjects meeting the condition; TEAE=Treatment-emerzent Adverse

il ber of subjects within each treatment arm under Safety Set (IN).
g MedDF.A recent version 23.1.

Possibly Mand Probably related were considered as related to study medication. unbikely and imrelated
WeTe Co as unrelated to Stdy medication
Severe: s based on CTCAE mtensity Grades 1 to 5, Grades 3 to 5 were considered as severe.

in Death, Life threateming consequences, requires in-patient or prelongs hospitalization, results
nt or significant disability/ incapacity. congenital anomaly/ Birth defect, other medically important

Table 34 of DMB-3115-2 CSEL

At SOC level, the most frequently reported TEAEs were reported in the SOC of ‘infections and
infestations’ (9.6%) followed by ‘investigations’ (2.1%), ‘musculoskeletal and connective tissue
disorders’ (1.7%), ‘nervous system disorders’ (2.1%), ‘vascular disorders’ (1.5%), and ‘gastrointestinal
disorders’ (1.5%). The frequency of TEAEs by SOC was similar across groups.
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At PT level, the most frequent TEAEs was ‘nasopharyngitis’ (2.1%) followed by ‘headache’ (1.9%) and

O

‘COVID-19’ (1.7%). The frequency of TEAEs by PT was similar across groups.

Study DMB-3115-2: Treatment Related Adverse Events in Patients

Overall

Overall, 27 (4.5%) patients experienced 36 treatment-related TEAEs (DMB-3115: 14 [4.7, tients
and 18 related TEAEs; Stelara: 6 [3.6%] patients and 8 related TEAEs; Stelara switche, MB-3115:
7 [5.3%] patients and 10 related TEAES) in overall period. The number of patients wi AEs related

to the IP was comparable across the treatment groups.

O

ade 2 (9 [1.5%]
ross treatment

All the related TEAEs were Grade 1 (18 [3.0%] patients and 25 related TEAESNOr
patients and 11 related TEAES) in intensity. The related TEAEs were comparahble
groups when reviewed by SOC & PT.

The treatment-related TEAEs by PT reported in =1% of subjects in an ment arm were ‘injection
site induration’ (2 events reported in 2 [1.2%] subjects in the EU-S
aminotransferase increased’ (2 events reported in 2 [1.5%] subj

DMB-3115 arm) Table 17.

lara arm) and ‘aspartate
the EU-Stelara switched to

Table 17: Study DMB-3115-2: TEAESs related to treatme%}orted in =19%b of subjects in
overall period by treatment, SOC and PT (safety analysis sét)

\0 EU-
N STELARA
EU- Switched to
D 5| STELARA DMB-3115 Overall
System Organ Class N=299) (N=168) (N=131) (IN=598)
Preferred Term n¥o) E n (%) E n(%)E n (%) E
Number of Subjects with Related TEAES, (4.7). 18 6(3.6).8 7(5.3). 10 27 (4.5), 36
General disorders and administration sNitions
Injection site induration \] ‘ 0,0 ‘ 2(1.2).2 ‘ 0.0 ‘ 2(0.3),2
Investigations
Aspartate aminotransferase i11£€a§i ‘ 0.0 ‘ 1(0.6).1 ‘ 2(1.5).2 ‘ 3(0.5).3
-

Abbreviations: E=number of ev
treatment arm. n=numbe:

s: EU=European Union: N=total number of subjects in the Safety Set in each

bjects with at least one TEAE in each category: PT=preferred term;
SOC=system organ glass: E=treatment-emergent adverse event.

Adverse events were ct&using Medical Dictionary for Regulatory Activities version 25.1.

Percentages were bas€c Safety Analysis Set.

Source: DMB-311§~ Table 14.3.1.6.

All other re agolleAEs were present in <1% of the subjects.

Period 1 m Baseline to Week 28

Th ir@nce of related TEAEs was 14 [4.7%] patients and 17 related TEAEs for DMB-3115 and 13
patients and 18 related TEAEs for Stelara. The related TEAEs were comparable across

tr ent groups when reviewed by SOC & PT. The number of patients with TEAEs not related to the

IP was comparable between the treatment groups. All were non serious and either grade 1 or 2.
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Period 2 - From Week 28 to Week 52

One (0.4%) subject in the DMB-3115 arm reported possibly related TEAE (bronchitis) deemed non
serious grade 2. No related TEAEs were reported in other treatment arms.

2.6.8.3. Serious adverse events, deaths, and other significant events

O
Deaths ®®

Study DMB-3115-1: ¢

No deaths were reported in Study DMB-3115-1. é

Study DMB-3115-2: \Q

In Study DMB-3115-2, there were 2 deaths due to TEAEs in the DMB-3115 Mudden cardiac death
and COVID-19) and 1 death due to a TEAE in the EU-Stelara arm (COVID@The patient who died
due to sudden cardiac death in DMB-3115 arm had bundle branch bloc@istory, experienced a non-
serious adverse event of hypertension and clinical diagnosis in autopsy rectord is sudden cardiac death,
autopsy diagnosis was drowning, acute pancreatitis and influenciéﬁganism by alcohol. All deaths

were reported during Period 1 and no deaths were considered related to study intervention.

Study DMB-3115-1: Q

A treatment-emergent serious adverse event (SAE) o ';al field defect (PT: optic ischemic
neuropathy) was reported in 1 subject in the EU- ara arm. This was considered by the Investigator
to be unrelated to the study treatment. The even olved with treatment and resulted in a persistent

disability. It is noted that within medical history of*healthy subjects the incidence of eye disorders was
higher in the EU-Stelara group 4% compargd to DMB-3115 and US Stelara, 0% and 1% respectively.

SAEs in Healthy Subjects

No serious TEAEs related to IP were rep(ﬁ.ej.

SAEs in Patients 2 0

Study DMB-3115-2:
Overall @

Treatment-emergent SAE@ presented by system organ class (SOC) and PT for the overall period in
Table 18. A total of 18y(1.7%Y subjects experienced 13 treatment-emergent SAEs in the overall period.
Three events in 3 p X resulted in death, 1 event in the DMB-3115 arm was life threatening, 10
events in 8 (1.3% mnts (4 patients each in DMB-3115 and Stelara arms) resulted in
hospitalisationy, %gation of existing hospitalisation, and 1 event in the Stelara arm was other
medically impOrtant event. The incidence of treatment-emergent SAEs was 1.7% and 3% of subjects

for the D i
EU-Stela @
interv@ g

arm and EU-Stelara arm respectively. No treatment emergent SAEs were reported in
itched to DMB-3115 arm. None of the SAEs were considered to be related to study

Assessment report
EMA/511029/2024 Page 84/105



Table 18: Treatment-emergent SAEs reported in the overall period by SOC and PT (safety

set)
EU-STELARA
System Organ Class DMB-3115 |EU-STELARA %T;Eﬁhﬁiljltf Overall
Preferred Term (N=299) (N =168) (N=131) (N =1598) b
n (%) E n (%) E n(%)E n (%) E
g:rmi'ﬁﬂ':'““ with Any S(LT,6 5(3.0),7 0.0 0anB %Q/
Cardiac disorders 2007, 2 Q.0 0,0 20032 \\
Acute miyocardial infarction 1031 0,0 0,0 1 (02044
Atrial fibrillation 100.3),1 0.0 0,0 10.2%)
iministrafom site sondifions 103).1 0.0 0.0 s(@-l
Sudden cardiac death 1(0.3),1 0.0 0,0 0.2).1
Infections and infestations 10031 2(1.1.2 0.0 (0.5), 3
COVID-19 100.3),1 1(0.6),1 0.0 &/ 203.2
COVID-19 pneumonia 0,0 1(0.6). 1 0.4 1(0.2).1
Injury, poisoning and N
pl'::reﬂlx'nl czlu:l;lic ations 103).1 0.0 A@ 10,1
Humerus fracture 100.3).1 0.0 Wy 1(0.2, 1
. C 4
:ﬁ;‘;ﬂ:ﬂ‘f;{:‘ and connective 0.0 1(0.6).3 0.0 1(0.2).3
Back pain 0,0 1 {a.'s}‘ 0.0 1(0.2).1
Tntervertebral disc disorder 0,0 1(0.6), 0,0 1(0.2),2
Neoplasms benizm, maliznant Q)
and unspecified (incl cvsts and 10031 ’ 0,0 1(0:.1
polyps) 0
Gastric cancer 1(0.3). 0,0 0.0 100.2), 1
Nervous system disorders 0.0 f N 1 {0.6). 1 0,0 1(0.29,1
VTth nerve paralysis 0.4N | 1(06.1 0.0 1(0.2).1
Vascular disorders Q 10061 0,0 1(0.29,1
Hypertension ﬁ 1(0.6). 1 0.0 1(0.2).1

Abbreviations: COVID-1 ﬁmnam‘:ﬁ*'ue 2019; E=mumber of TEAEs in each category; EU=Furopean

Union; N=total mmber of 51.|1:|-j(-§:I

least 1 TEAE in each categ
adverse event.

Adverse events were md%g_ ical Dictionary for Regulatory Activities version 23.1.
rong within an mterval, SOC or PT were conmted only once in the mterval for that

Primary S0Cs w

Subjects with mere than
S0C or PT.
Percentages wa@ mumiber of subjects in Safety set In respective treatment arm (V).

Safety Set in each treatment arm: n=mmber of subjects with at
referred term; SOC=system organ class; TEAE=treatment-emergent

ented alphabetically; PTs were sorted within each primary S0C in descending order of

subject ﬁm@. f the frequency of the PTs were tied the PTs were ordered alphabetically.
.

TEAEs céecial Interest

St -3115-1:

adverse events of special interest (AESIs) were defined for Study DMB-3115-1.

Local tolerability

In total, 88 injection site reactions (ISRs), all of mild intensity, were reported in 27 subjects. Most ISRs

were bruising (71 events reported in 15 subjects) caused by the SC injection technique. The most
common ISR related to the study treatment was erythema (10 events reported in 10 subjects). All
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these events of erythema occurred at 1 hour after the treatment injection and were fully resolved at 12
hours after the treatment injection.

Study DMB-3115-2:

A total of 16 Treatment-emergent Adverse Events of special interest (AESI) were reported in
(2.2%) subjects and the incidence was comparable across treatment arms (DMB-3115: 7 [2.3%
subjects and 9 AESIs; EU-Stelara: 6 [2.0%] subjects and 7 AESIs). All treatment—emergen@l were
reported during Period 1. No treatment-emergent AESI were reported during Period 2,@AESIS, 12
AESIs in 10 (1.7%) patients were related to study intervention (DMB-3115: 5 [1.7% }@nts and 6
AESIs; Stelara: 5 [1.7%] patients and 6 AESISs). ‘Injection site reactions’ was the (ES
for more than 1 subject in both treatment arms. Table 19 below outlines TEA%@
T

| reported
dy DMB-3115-2.

Table 19: Treatment-emergent AESI in period 1 by category (safety%

a
DMB-3115 EU-STELARA rerall
AESI Category (N =299) (N=299) 4 \ — 598)
n(%)E n (%) E n (%) E
Confirmed Myocardial Infarction 1(0.3). 1 0,0 k 1(0.2). 1
Congestive Heart Failure 1(0.3). 1 0.7, 1(0.2). 1
Hypersensitivity Reactions 1(0.3). 1 s 1(0.2). 1
Injection Site Reactions 3(1.0).4 5 . 8 (1.3). 10
Malignancies 1(0.3). 1 0 0 1(0.2). 1
. . > J
Neurologic Or Demyelinating Events 0.0 - nl (0.3). 1 1(0.2). 1
Opportunistic Infections 1(0.3). 1 \\ 0,0 1(0.2). 1

Abbreviations: AESI=adverse event of special interest: E=m ' of TEAESs in each category: EU=European
Union: N=total number of subjects in the Safety Set in eamﬂment arm: n=number of subjects with at
least 1 TEAE in each category: TEAE = Trearment-eu@ adverse event.

AEs are coded using the MedDRA dictionary, version 25.

Source: Table 41 of DMB-3115-2 CSR. &
2.6.8.4. Laboratory findings 0
Study DMB-3115-1: b

There were no relevant tren@rved for clinical laboratory values for haematology, coagulation,
clinical chemistry, and uri . There were no clinically significant urinalysis, viral serology, urine
drug screening and cotinin st values. There were no relevant trends observed for vital signs,

physical exam findin &ECG.
Three participant ;aenced severe TEAEs of aspartate aminotransferase (AST) and/or alanine
aminotransfera é@r) elevations above 5-fold of the upper limit of normal. These were reported as
severe, non—ir’l! and resolved. Only one was considered clinically significant. One was related to
DMB-31 'oﬂ as the other two were related to US Stelara. All were considered related to physical
activity.: }

In d(@, there were AST elevations above 3-fold of the ULN observed in 4 participants. These were
as clinically significant and resolved. These LFTs elevations occurred more frequently in the
Stélara group however, with only one case in the DMB-3115 group.

Study DMB-3115-2:

Listing for laboratory measurement (haematology, blood chemistry, coagulation and urinalysis) are
provided. There were no relevant trends observed for clinical laboratory values for haematology,
coagulation, clinical chemistry, and urinalysis. There were no abnormal clinical findings related to
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coagulation parameters and urinalysis parameters. The majority of patients in the treatments’ arms
had haematology parameters and biochemistry parameters within the laboratory reference range.
None of the abnormal haematological values were considered to be clinically significant.

There were 5 TEAEs of LFTs elevations. These were reported as non-serious, and not related t@ study
intervention. In period 1, 1 patient from Stelara arm had abnormal high levels of ALT and AST|

patient from Stelara arm had abnormal high levels of bilirubin. In period 2, 1 patient in DM arm
had abnormal high levels of alanine aminotransferase and aspartate aminotransferase a
% AST. This

(transaminases increased), 2 patients in Stelara arm had abnormal high levels of ALT ax
occurred in the Stelara group for the majority, however there was 1 case of high levéls of ALT/AST in

the DMB-3115 group. O

There were no relevant trends observed for vital signs, physical exam findin G. Clinically
% h arms TEAEs
associated with increased blood pressure were reported with similar frequencigs. All the TEAEs were
non-serious and either Grade 1 or 2 in intensity. A total of 4 patients ( 3115: 1; Stelara: 3) had
abnormal, clinically significant ECG findings in Period 1, all assesseu(t/ th€ investigator as a Grade 1

significant changes in vitals, physical exam or ECG were reported as TEAEs

non-serious TEAES, only in one case in Stelara arm possibly relate the study intervention.

There was a slightly higher frequency of clinically significant p examination findings reported as
TEAEs in the DMB-3115 group compared to Stelara. During P , 13 subjects in the DMB-3115 arm
had 13 TEAEs, compared to 2 subjects in the Stelara arm @d EAEs. During Period 1, 2 subjects in
the DMB-3115 arm had 2 TEAEs. All were considered n ous. There was a higher frequency of skin
related physical exam findings in the DMB-3115 arm, (2.3%) in Period 1 and 2/267 (0.7%) in
Period 2; including vitiligo, folliculitis, urticaria, pepile wart, erythema migrans, herpes simplex and
dermatitis. All were considered non serious and G@ 1 in severity with the exception of three which
were considered Grade 2; psoriasis and eryth@nigrams (x2). Of the 9 clinically significant
dermatology physical examination findin 4 were considered related to IMP; psoriasis, Herpes
simplex, Folliculitis, and Urticaria. These ital exam findings have been reported as

TEAEs/treatment related TEAEs and a across the study groups and phases (see discussion for
more detail). 6

2.6.8.5. In vitro biomarker r patient selection for safety

Not applicable. (
2.6.8.6. Safety in @pulaﬁons

Not applicable. @
2.6.8.7. Imn'w@gical events

2 4
ADA an ;ormation in healthy subjects: DMB-3115-1

Immu city samples for analysis of ADAs and nAbs of DMB-3115 or Stelara were collected in
he bjects on Day 1 (pre-dose), and on Days 6, 14, 28, 56, and 112 (Week 16, End of Study).

e-dose on Day 1, 24 (8.1%) healthy subjects among 296 subjects were determined to be ADA
positive: 6 subjects in the DMB-3115 treatment group, 8 subjects in the EU Stelara treatment group,
and 10 subjects in the US Stelara treatment group.

Following single s.c. administration, in the 3 treatment groups DMB-3115, EU-Stelara and US-Stelara,
ADAs and nAbs progressively increased over time, reaching a maximum at Day 14, and decreased
toward the end of the study. The incidence of subjects with ADA at each timepoint was lower in the
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DMB-3115 treatment group compared to that in the EU or US Stelara treatment group. The overall

incidence of positive ADA results appeared lower for DMB-3115 treatment (17.3% on Day 14)

compared with EU-Stelara (55.6% on Day 14) and US-Stelara (55.1% on Day 14) treatment. Table 20

outlines the number of subjects with true positive results for ADA.

Table 20: Summary of positive ADA results by treatment at each measurement time

analysis set)

\"J

nADA / nTOTAL (%) a
Immunogenicity e s =
Test Visit DMB-3115 EU-STELARA US-STELARA
(N=99) (N=99) (N=98)
Day 1 (Baseline) ¢ 6/99 (6.1) 8/99 (8.1) 10/ 98(102U
Day 6 3/98G3.1) 23799 (23.2) 23/98%
DA Day 14 17/98 (17.3) 55/99 (55.6) 54 M
Day 28 16/97 (165 41799 (41.4 3 85.1
y (163) (414) AYTB5.1)
Day 56 9/97(9.3) 25 /96 (26.0) (Py97059)
End of Study 15/98 (15.3) 27/99 (27.3) 307 98 (30.6)

positive result (on ADA confirmatory test); nTOTAL=Total number of non-mis

ADA at a time point; N=Number of subjects in Safety Analysis Set.
a. Percent has been calculated specifically for the purpose of presentation in th

100].

b. Results presented are the true positive results based on confirmatory festin®
c. Last observation prior to first drug administration. 6
Source: DMB-3115-1 CSR Table 14.3.7.1.

For subjects who had positive ADAs, the incidenc
the DMB-3115 treatment group compared to t@\

Day 28. The incidence of nAbs was numerically
US-Stelara treatment arms: 47.1%, 56. 4&}@ 53.7%, respectively, on Day 14. Table 21 outlines the

number of subjects with positive results or nAb.

Table 21: Summary of positive

E@sults by treatment at each measurement time (safety

analysis set)

N

O

&f subjects with true

Abbreviations: ADA=Anti-drug Antibody; CSR=Clinical Study Report; uADANua?

mples assessed for

as [(nADA /nTOTAL) *

eshlt on confirmatory testing
servation prior to first drug administration.

MB-3115-1 CSR Table 14.3.7.1.

. nnAb / nADA (%)
ITT:? unogenieity Visit { © DMB-3115 EU-STELARA US-STELARA
O (N=99) (N=99) (N=98)

Day 1 (Basclin®¥, 0/6 0/8 5/10 (50.0)

Day G N 0/3 5/232L.7) 4/23(17.4)

b Day | 8/17 (47.1) 31/55(56.4) 29/54(53.7)
o By 2 7/16 (43.8) 16/ 41 (39.0) 10/34 (29.4)

Yy’ 56 3/9(33.3) 13 /25 (52.0) 7/25(28.0)

’\(énd of Study 6/15 (40.0) 11/27 (40.7) 15 /30 (50.0)

er of subjects with a positive nAb result; nADA=Total number of subjects with a true positive
; N=Number of subjects in Safety Analysis Set.

>

ubjects with nAb at each timepoint was lower in
the EU or US Stelara treatment group, except at
wer in the DMB-3115, compared to EU-Stelara, and
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ADA and nAb formation in plaque psoriasis patients: DMB-3115-2

Immunogenicity samples for analysis of ADAs and nAbs of DMB-3115 or EU-Stelara were collected in
subjects in study DMB-3115-2 at Week 0/Day 1 (pre-dose) and at Weeks 0/Day 2, weeks 2, 4 (pre-

dose), 8, 12, 16 (pre-dose), 28 (pre-dose), 40 (pre-dose), and 52 (End of Study).

Overall period

The proportion of subjects with confirmatory positive ADA increased from Week 0/Day1
followed by a generally gradual decline and maintained to Week 52 follow-up visit acrﬁ@
treatment groups, Table 22. At week 2 the incidences of positive ADA results were | S

O

L.

he
t Tor DMB-

3115 treatment. From a visit-by visit perspective, the proportion of subjects with Qconfirmed

positivity was higher in EU-Stelara switched to DMB-3115 arm compared to
arms at Week 0/Day 1, Week 0/Day 2, and Weeks 2, 4, 8, 12, 16, and 28,
higher in EU-Stelara arm at Weeks 40 and 52. At week 52, a lower inciden
observed for DMB-3115 arm (8.9% for the DMB-3115, 21.5% for the
Stelara switched to DMB-3115 group). The overall incidences of positi

S

g

\

ositive ADA was

and EU-Stelara
it was numerically

roup, 18.7% for the

A results were lower for

DMB-3115 treatment compared to EU-Stelara and EU-Stelara swith to DMB-3115 treatments
(positive ADA incidence of 34.2%, 60.1%, and 70.0% for DMB—3@

switched to DMB-3115 treatment groups, respectively).

Quite high proportion of subjects (n-39) had week 0/Day
3115 arm: 20 subjects (6.7 %) and Stelara arm: 19 subj

Table 22: DMB-3115-2: Summary of positive a

period (safety set)

(6.4%)).

U-Stelara, and EU-Stelara

@se) confirmed ADA positivity (DMB-

n\ antibody results by treatment overall

Visit DMB-3115 Stelara lara Switched to | Total (n=598)
(n=299) (n=168) NDMB-3115 (n=131)
Week 0/Day | 20 (6.7) 8 (4.8)x 11 (8.4) 39 (6.5)
1
Week 0/Day | 16 (5.4) 6 (3.6( ~ 1 9(6.9) 31 (5.2)
2
Week 2 70 (23.6) 8 E)s) 85 (64.9) 243 (41)
Week 4 62 (20.8) .5) 57 (43.5) 178 (29.9)
Week 8 40 (13.6) 7.1) 45 (34.6) 130 (22)
Week 12 37 (12.6) A1 (25.2) 42 (32.3) 120 (20.4)
Week 16 46 (16.1) k 5 (28.8) 42 (32.1) 133 (23.2)
Week 28 38 (13.8 33 (23.2) 38 (29) 109 (19.9)
Week 40 30 (11.6 30 (22.9) 25 (20) 85 (16.5)
Early 1 \ 4 0 5
termination
(EM)
EoS Follow- .9) 28 (21.5) 23 (18.7) 74 (14.5)
2 0 2
3 0] 3
5 0] 8
Safety 2 5 1 8
follow-up
Week 52
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Table 23 outlines the proportion of subjects with positive results for nAb. The number of subjects with
neutralising positive ADA (nAb) increased from Week 0/Dayl to Week 2 in DMB-3115 arm, in Stelara
and Stelara switch to DMB-3115 increased to Week 0/Day 2. At week 0 Day 2 Stelara group had the
highest incidence of nAb (83.3%) compared to DMB-3115 (62.5%) and Stelara switch to DMB-3115
(66.7%). The proportion of positivity then fluctuated across all groups until Week 52 follow-up Misit.
Each group had a similar number of timepoints having the highest incidence of nAb. At the :@2
follow-up visit, the proportion of subjects with positive nAb was comparable between the but,
was numerically higher in the EU-Stelara switched to DMB-3115 arm (43.5%, 43.3% anéS%
respectively).

The overall incidences of positive nAb results were lower for DMB-3115 treatment @ pared to EU-
8.5%, 46.4%,
ment groups,

Stelara and EU-Stelara switched to DMB-3115 treatments (positive nAb incidepgeNg
and 60.0% for DMB-3115, EU-Stelara, and EU-Stelara switched to DMB-3116ftree
respectively).

The trends of positive nAb did not match the timepoint trends of positi A within the EU-Stelara
switched to DMB-3115 arm. For this group the proportion of subjects witf*positive ADA was higher at
Week 0/Day 1, Week 0/Day 2, and Weeks 2, 4, 8, 12, 16, and 28, OQ

with nAb was highest at Week 8, 40 and 52 only.

ereas the proportion of subjects

With regards to the Stelara switched to DMB-3115 arm, the a nt reported that the overall
incidences of positive ADA and nAb results were higher fo telara switched to DMB-3115
treatments (positive ADA incidence of 70%; positive nAQ| ence of 60%) when compared to DMB-
3115 (34.2%, 28.5% respectively) and EU-Stelara (N , 46.4% respectively).

The ADA confirmed positivity was comparable bel@w EU-Stelara and EU-Stelara switched to DMB-
3115 arms but was higher than DMB-3115 ar ek 40 and Week 52/Eo0S.
e ADA positivity at week 28 was as follol%)MB%llS (13.8%), and Stelara (26%).
e ADA positivity at week 40 was as@vs: DMB-3115 (11.6%), Stelara (22.9%), and Stelara
switched to DMB-3115 (20%0). qj
e ADA positivity at week 52 was ollows: DMB-3115 (8.9%), Stelara (21.5%), and Stelara
switched to DMB-3115 (18&2%
There was no significant increase_| A positivity for the switch group compared to ADA positivity in
Stelara at week 28 previously @all, the arm DMB-3115 showed lower immunogenicity than Stelara
arm (EOS: 8.9% vs. 21.5% %pectively). It can be assumed that the increasing of immunogenicity
after switching from DMBQ to the Stelara is caused by Stelara.

The nAb confirmed itivity was comparable between EU-Stelara, DMB-3115 and EU-Stelara switched
to DMB-3115 ar Pbeek 40 and Week 52/Eo0S.
e nAb pe %at week 28 was as follows: DMB-3115 (65.8%), and Stelara (54.2%).
e nAb %ity at week 40 was as follows: DMB-3115 (50%), Stelara (51.8%), and Stelara
‘u&to DMB-3115 (56%).
.

ositivity at week 52/Eo0S was as follows: DMB-3115 (43.5%), Stelara (43.3%), and
@ ra switched to DMB-3115 (47.8%).
Th slight increase in nAb positivity for the switch group compared to nAb positivity in Stelara at
previously, 54.2% up to 56%. However this then reduces in line with the other treatment
groups at week 52. The nAb positivity fluctuates across all groups across the overall study period.
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Table 23: DMB-3115-2: Summary of positive nAb results by treatment overall period (safety
set)

Visit DMB-3115 Stelara Stelara  Switched to | Total (n=598)
(n=299) (n=168) DMB-3115 (n=131)

Week 0/Day | 11 (55) 4 (50) 4 (36.4) 19 (48.7) >

1

Week 0/Day | 10 (62.5) 5 (83.3) 6 (66.7) 21 (67.7) \>

: Q

Week 2 47 (66.2) 54 (61.4) 51 (60) 152 (62.3)( .~

Week 4 39 (62.9) 36 (61) 31 (54.4) 106 (59.6% ¢

Week 8 20 (50) 29 (64.4) 31 (68.9) 80 (61.§ M

Week 12 17 (45.9) 24 (58.5) 17 (40.5) 58 (48"

Week 16 26 (55.3) 32 (71.1) 20 (47.6) 7

Week 28 25 (65.8) 20 (60.6) 19 (48.7) .2)

Week 40 15 (50) 16 (51.6) 14 (56) 5 (52.3)

Early 0 1 0

termination

EoS Follow- | 10 (43.5) 13 (43.3) 11 (47.8) [ 4 34 (44.7)

up .

Safety 0 0 0 \
follow-up

Week 16 A@
Safety 0 3 0 3
follow-up 0

o

Week 20
Safety 1 2 0 O‘ 3
follow-up \

Week 40

Safety 1 1 ‘® 2
follow-up

Week 52 0\

N
In period 1, the change in geometric me ignal to noise ratio (S/N) from baseline was higher in EU-
Stelara arm compared to DMB-3115 ar, eeks 2, 4, and 8 while it was comparable at Week 0/Day
2, Weeks 12, 16, and 28 between n@satment arms. For period 2, the change in geometric mean
S/N from baseline to Week 40 an 52 was comparable between EU-Stelara and EU-Stelara
switched to DMB-3115 arms b ower in the DMB-3115 arm.

Period 1 {

The proportion of subjectsQw positive ADA in period 1 follows the overall trend. The proportion of
subjects with confirmat@ry positive ADA increased from Week 0/Dayl to Week 2 followed by a

generally gradual d and maintained at Week 28 in both groups. At week 2 the incidences of
positive ADA res re lower for DMB-3115 treatment compared to Stelara, 23.5% vs 58.4%. At
week 28 the iffei es of positive ADA results were lower for DMB-3115 treatment compared to

Stelara, 13.8%0 vs 26%. The proportion of subjects with ADA confirmed positivity was numerically
higher i Nelara arm compared to DMB-3115 arm at Weeks 2, 4, 8, 12, 16, and 28.

The py n of subjects with positive nAb fluctuated during Period 1 and increased from Week 0/Day
1 @s8. to Week 28 (58.2%) in both treatment groups. Week 0 Day 2 represented the highest

ion of subjects with nAb (67.7%). DMB-3115 had a higher frequency of nAb compared to
Stelara at baseline, week 2, week 4, and week 28. Stelara had a higher frequency of nAb compared to
DMB-3115 at week O Day 2, week 8, 12, and 16.

Period 2

The proportion of subjects with positive ADA in period 2 continued to decline. The incidences of positive
ADA results were higher for Stelara group compared to DMB-3115 and was comparable between EU-
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Stelara and EU-Stelara switched to DMB-3115 arms. The proportion of subjects with nAb declined in
period 2. The incidences of positive ADA results were higher for Stelara switch to DMB-3115 group
compared to DMB-3115 and Stelara groups across all time points.

Immunogenicity Impact on Safety

TEAEs were stratified by the presence or absence of anti-drug antibody (ADA) and neutralisi
antibody (nAb) in the safety analysis population for both studies.

Study DMB-3115-1 ‘\®

For ADA negative subjects, the overall number of participants who experience TEA&& similar across
the 3 treatment groups; DMB-3155 n=41 (E=92) (57.7%), EU-Stelara n=25 (E= 2.5%) and US-
Stelara n= 21 (E=44) (56.8%). For ADA positive subjects, the overall number, 8f participants who

experience TEAEs was similar across the 3 treatment groups; DMB-3155 n= =46) (71.4%), EU-
Stelara n=39 (E=94) (66.1%) and US-Stelara n=35 (E=83) (57.4%). Th s no PT that DMB-3115
had a significantly higher incidence of ADA positivity. fb

For nAb negative subjects, the overall number of participants who (ﬁerience TEAEs was similar across
the 3 treatment groups; DMB-3155 n=50 (E=116) (60.2%), EU-8telara n=38 (E=89) (60.3%) and US-
Stelara n=35 (E=76) (54.7%). For nAb positive subjects, the z(number of participants who
experience TEAEs was similar across the 3 treatment groups; 3155 n=11 (E=22) (68.8%), EU-
Stelara n=26 (E=62) (72.2%) and US-Stelara n=21 (E=5 .8%). There was no PT that DMB-3115
had a significantly higher incidence of nAb positivity. O

Study DMB-3115-2

For period 1, period 2 and overall, there was no nce of an impact of ADA/nAb status on the TEAE
profile for either treatment arm. The incidence{of REAEs, serious TEAEs, treatment-related TEAEs,
Grade 3+ TEAEs, and drug withdrawals due to TEAEs was broadly similar regardless of ADA/nAb
status. An analysis of TEAEs by ADA/nA in terms of system organ class (SOC) and preferred
term (PT) did not show an impact ofSﬁ‘b status on the incidence of TEAEs at the level of SOC and

PT
Overall, in the clinical Phase 111 QDMB—SllS—Z) conducted in 598 patients with moderate to
severe plaque PsO with multi &- ses of DMB-3115 or Stelara, lower incidence of overall positive ADA
was observed in the DMB—31{treatment group both at Week 28 (13.8% for the DMB-3115 and 26%
for the Stelara) and Wee 8.9% for the DMB-3115, 21.5% for the Stelara group, 18.7% for the
Stelara switched to -3171% group). At week 52 there was a lower incidence of positive nAb
observed in the DM D& treatment group (43.5% for the DMB-3115, 43.3% for the Stelara group,
47.8% for the St mitched to DMB-3115 group).

.
2.6.8.8. Sa@e ated to drug-drug interactions and other interactions
.

Not appl B\

2.6.8 Iscontinuation due to adverse events

ere no early terminations (ET) or discontinuations in Study DMB-3115-1 due to TEAEs.

In study DMB-3115-2, 32 (5.4%) subjects discontinued the study intervention due to TEAEs. 21
(3.5%) subjects were withdrawn from the study due to TEAEs. All events occurred in period 1.

A higher proportion of subjects experienced TEAEs that led to study discontinuation in the Stelara arm
(19 [6.49%0] subjects) compared with DMB-3115 arm (13 [4.3%] subjects). The most common TEAE that
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resulted in discontinuation of study intervention in Period 1 was COVID-19 (DMB-3115: 12 [4%] subjects;
EU-Stelara: 16 [5.4%] subjects).

A numerically higher proportion of subjects experienced TEAEs that led to withdrawal from the study in
the Stelara arm (4.3% subjects due to 15 TEAES) compared with DMB-3115 arm (2.7% subjegts due to
8 TEAES). The most common TEAE that led to withdrawal of subjects in Period 1 was COVID—@MB—
3115: 6 [2.0%] subjects; EU-Stelara: 10 [3.3%] subject).

2.6.8.10. Post marketing experience o\®
Not applicable. K

2.6.9. Discussion on clinical safety K\,Q

The clinical safety of DMB-3115 has been assessed in two clinical studies, ical Phase |
pharmacokinetic (PK) study in healthy subjects (DMB-3115-1) and a clp\a ase Il efficacy and
safety study in patients with moderate to severe plaque psoriasis (DMB- 5-2).

The safety analysis set of study DMB-3115-1 included 296 subje o were randomised and received
a single dose of ustekinumab with 99 subjects in each treatment p (DMB-3115, EU Stelara, or US
Stelara). Q

In Study DMB-3115-2, a total of 598 patients were randoﬁ@ in 1:1 ratio to receive either DMB-3115
or Stelara via subcutaneous (SC) injection at Week 4 and Week 16. 531 (88.8%) patients
completed 28 weeks of the study (DMB-3115: 268; St a: 263). All 598 subjects were included in the

Safety Set for Period 1. In Period 2, all 531 patie ho completed phase 1 were re-randomised to
DMB-3115-DMB-3115 (n=268), Stelara-Stelar 2), and Stelara-DMB-3115 (n=131) arms. The
Safety set included 530 patients who receive least 1 dose of the study treatment in Period 2.

Demographic and baseline characteristicz&,
The demographic and baseline chara@ s were generally comparable across the treatment groups
in both studies. t

Adverse events O

Study DMB-3115-1

In Study DMB-3115-1, ithy volunteers after single dose, the proportion of subjects who

experienced TEAEs w. imilar across the groups, 61.6%, 64.6%, and 57.1% for the DMB-3115, EU-

Stelara, and US—Ste@arms, respectively. In total, 416 treatment-related adverse events (TEAES)
1

were reported in .1%) subjects.

L 4
Most TEAEs \;C‘g mild intensity (332 events reported in 119 [40.2%] subjects). Both the EU-Stelara

group and“\ lara group had the highest frequencies of moderate and severe TEAEs respectively.

There wi evere TEAEs related to abnormal laboratory results of more than 5-fold of the upper

limit o al [ULN]; DMB-3115: transaminases increased, US-Stelara: aspartate aminotransferase

incfea and transaminases increased. All of these severe TEAEs were resolved and were considered
eYnvestigator to be unrelated to the IMPs and not serious.

There were no reported deaths, no TEAEs leading to withdrawal, and 1 serious adverse event (SAE) in
EU-Stelara.

The most frequently reported TEAEs in all treatment groups at PT level were ‘headache’,
‘nasopharyngitis’, ‘back pain’, ‘diarrhoea’, and ‘oropharyngeal pain’. The reported TEAEs corresponded
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with the known safety profile of ustekinumab and no new unexpected TEAEs related to DMB-3115 were
recorded.

The proportion of subjects who experienced TEAEs considered to be related to the IP by the
Investigator were comparable across the three treatment groups; DMB-3115: 27 events in 18,[18.2%]
subjects, EU-Stelara: 31 events in 23 [23.2%] subjects, US-Stelara: 39 events in 28 [28.6%]%&&5.
Most were considered of mild intensity, and none were considered serious. The most frequ
reported TEAEs suspected to be IP-related were ‘nasopharyngitis’ and ‘headache’; both wn
ADRs. Nasopharyngitis was reported with a comparable frequency across cohorts. He&:\%
reported with a lower frequency in the DMB-3115 group.

was

In general, the safety profile reported in Study DMB-3115-1 for DMB-3115 is co

reported and moderate TEAEs compared with the EU and US Stelara treat oups. SOC and PT
were comparable. Overall, the safety profile is consistent with the known
applicant admits that minor variations in safety profile between DMB—S@nd EU-Stelara are

expected since the micro-structure is not identical between the activ(su tances in both products.

<

Study DMB-3115-2

The safety results are presented in 3 separate time period %erall Period (n=598), period 1
(n=598), IP administration at Weeks 0, 4, 16 and perio =530) IP administration at Weeks 28 and
40.

This is acceptable.

In the Overall Period, a total of 330 (55.2%) subjegts experienced 686 TEAEs. The proportion of
patients who reported at least one TEAE is com across the treatment groups; 162 (54.2%)
DMB-3115, 95 (56.5%) EU-Stelara, and 73 (Sé) EU-Stelara switched to DMB-3115 arms.

The majority of the TEAEs were mild or erate in severity, and these incidences were comparable
across the treatment groups. Ten subjeats had 16 severe TEAEs (Grade 3 to 5) (DMB-3115: 6 [2.0%]
subjects; EU-Stelara: 4 [2.4%] subjec his was comparable across the groups. The proportion of
TEAEs related to IP and SAEs were/si r across the treatment groups. There were 3 deaths reported
in period 1 and not considered é to study intervention.

In general, the incidences argS ency of the majority of the TEAEs by SOC and PT in the DMB-3115
arm were similar to the co on groups in the Overall period. At SOC level, the most frequently
reported TEAEs were repo in the SOC of ‘infections and infestations’. At PT level, the most frequent
TEAEs was ‘nasopharNis’ followed by ‘COVID-19’ and ‘hypertension’.

Overall, 27 (4.5% nts experienced 36 treatment-related TEAEs. The number of patients with

TEAESs relatedt %P was comparable across the treatment groups; (DMB-3115: 14 [4.7%] patients

and 18 relat %&Es; Stelara: 6 [3.6%] patients and 8 related TEAEs; Stelara switched to DMB-3115:

7 [5.3% & s and 10 related TEAES). None of the treatment-related TEAEs were serious. The

treatme ted TEAEs by PT reported in 21% of subjects in any treatment arm were injection site
@Zvents reported in 2 [1.2%] subjects in the EU-Stelara arm) and aspartate

indurm
a sferase increased (2 events reported in 2 [1.5%] subjects in the EU-Stelara switched to
3115 arm).

A total of 10 (1.7%) subjects experienced 13 treatment-emergent SAEs in the overall period. The
incidence of treatment-emergent SAEs were comparable between DMB-3115 and Stelara treatment
groups, 1.7% and 3% of subjects respectively, being numerically lower for DMB-3115. No treatment
emergent SAEs were reported in EU-Stelara switched to DMB-3115 arm. At SOC level and PT level the
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frequency of SAEs was low which makes it difficult to compare groups. None of the SAEs were
considered related to study intervention. The majority of SAEs occurred in period 1.

AESI of ‘injection site reactions’ (ISR) occurred in 8 subjects. The frequency of ISR in DMB-3115 was
numerically lower than Stelara, 1% vs 1.7%. The incidence of all AESIs was comparable acro
treatment arms (DMB-3115: 7 [2.3%] subjects and 9 AESIs; EU-Stelara: 6 [2.0%] subjects a
AESIs). All AESI were reported in period 1. @

There were no device deficiency-related TEAEs. . %

TEAEs leading to discontinuation or early termination occurred in 32 patients of Stud }9-3115-2.
There was a higher proportion of subjects who experienced TEAEs that led to stud@continuation and
withdrawn from the study in the Stelara arm compared with DMB-3115 arm: %] subjects vs 13
[4.3%] subjects, and 4.3% subjects due to 15 TEAEs vs 2.7% subjects due% AEs, respectively.

Period 1

In period 1, a total of 291 (48.7%) subjects experienced 550 TEAEs. T@oportion of patients who
reported at least one TEAE is comparable across the treatment groﬁ; 142 (47.5%) DMB-3115, 149
(49.8%) EU-Stelara. The majority of the TEAEs were mild or mo in severity, and these
incidences were comparable across the treatment groups. Sev, mects had 10 severe TEAEs (Grade
3 to 5) (DMB-3115: 5 [1.7%] subjects; EU-Stelara: 2 [0.7% cts). This is small and comparable.
The proportion of TEAEs related to IP and SAEs were similéo s the treatment groups. There were 2
deaths due to TEAEs in the DMB-3115 arm (sudden car@ eath and COVID-19) and 1 death due to a
TEAE in the EU-Stelara arm (COVID-19). In general,& C

the TEAEs by SOC and PT in the DMB-3115 arm w6tcomparable to the comparison group in period 1.

idences and frequency of the majority of

None of the deaths were considered to be related udy intervention.

Period 2

In period 2, a total of 102 (19.2%) subj perienced 136 TEAEs. The proportion of patients who
reported at least one TEAE is comparakl oss the treatment groups; 50 (18.7%) DMB-3115, 28
(21.2%) EU-Stelara, and 24 (18.3% NEUSFStelara switched to DMB-3115 arms. The majority of the

TEAEs were mild or moderate in s ity, and these incidences were comparable across the treatment
groups. Three subjects had 6 s EAEs (Grade 3) (DMB-3115: 1 [0.4%] subjects; EU-Stelara: 2
[1.5%] subjects). This was ¢ able across the groups. There were no deaths reported in period 2.

In general, the incidence@frequency of the majority of the TEAEs by SOC and PT in the DMB-3115
arm were similar to twm rison groups in period 2.

In terms of causalit@ mayjority of the TEAEs were not related to IP.
Laboratory findi

In study W@S—l, there were 3 severe TEAEs of aspartate aminotransferase (AST) and/or alanine
aminotral &se (ALT) elevations above 5-fold of the upper limit of normal. These were reported as
severe herious and resolved. In addition, there were 4 AST elevations above 3-fold of the ULN.
Thesewlese reported as clinically significant and resolved. These LFTs elevations occurred more

tly in the Stelara group however, there was 1 case of each LFT increase in the DMB-3115
g . The applicant provided further analysis of these clinically significant elevations in LFTs and

concluded that it did not impact on the safety of DMB-3115. This is acceptable.

In study DMB-3115-2 there were 5 TEAEs of LFTs elevations. These were reported as non-serious, and
not related to study intervention. This occurred in the Stelara group for the majority however there
was 1 case of high levels of ALT/AST and TEAE (transaminases increased) in the DMB-3115 group. The
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applicant provided further analysis of these clinically significant elevations in LFTs AE and concluded
that they did not impact on the safety of DMB-3115. This is acceptable.

In study DMB-3115-2, clinically significant changes in vitals, physical exam or ECG were reported as

TEAEs. In both arms TEAEs associated with increased blood pressure were reported with simil

frequencies. In both arms TEAEs associated with non-serious ECG changes were reported wit ilar

frequencies. There was a slightly higher frequency of clinically significant physical examina@ dings
(S

reported as TEAEs in the DMB-3115 group compared to Stelara. All were considered nonq and

Grade 1 in severity with the exception of three which were considered Grade 2; psoria’x
migrans (x2). Of the 9 clinically significant dermatology physical examination finding$;,4 were

considered related to IMP; psoriasis, Herpes simplex, Folliculitis, and Urticaria. Thhysical exam

erythema

findings have been reported as TEAEs/treatment related TEAEs and assessed e study groups
and phases. The applicant further discussed this higher frequency of cIinicalg ificant physical
examination findings reported as TEAEs in the DMB-3115 group compared t |

that it did not impact on the safety of DMB-3115. This is acceptable.

ara and concluded

treatment groups. The DMB-3115 group had comparable frequenci

In general, the safety profile reported in Study DMB-3115-2 for DMB-3115 is comparable to the Stelara
and severity of reported TEAEs

compared with Stelara treatment group. SOC and PT were comp@e. Overall, the safety profile is

consistent with the known safety profile of Stelara. Q

Immunogenicity

Immunogenicity was a secondary objective in both @MB—SllS—l and DMB-3115-2 and was
assessed by means of monitoring development of ASDknd nAbs during the studies. The earlier plan
to provide descriptive statistic for binding antibones were not provided (see also change in SAP)
due to excessive analytical burden. The justificgrti

the correlation between antibody titre and sigﬁ
an equally acceptable assessment of anti%magnitude.

as been provided in the SAP that the assessing of
rovides a time/cost-effective alternative to achieving

Study DMB-3115-1

Incidence of ADA and nAb at eachb oint (Safety Set, Study DMB 3115-1) was submitted. ADAs

and nAbs increased over time afte sing with maximum at Day 14 and decreased towards the end of

the study. The post-dose ADA,i nce was numerically lower in the DMB-3115 treatment arm
compared to that in the EU anRgd US Stelara. For subjects who had positive ADAs, the incidence of
subjects with nAb at eac point was lower in the DMB-3115 treatment group compared to that in

the EU or US Stelarai&atm t group, except at Day 28. This indicates that the ADA status is
comparable within t study in healthy volunteers when ustekinumab is administered via the s.c.
route.

L 4
There was no nce between participants who experience TEAEs by ADA/nAb status across study
groups. Therg, was no PT that DMB-3115 had a significantly higher incidence of ADA/nAb positivity.

N

Study D 15-2

Ov, ra@ the clinical Phase 11l study (DMB-3115-2) conducted in 598 patients with moderate to

laque psoriasis with multiple doses of DMB-3115 or Stelara, lower incidence of overall positive
ADA was observed in the DMB-3115 treatment group both at Week 28 (13.8% for the DMB-3115 and
269% for the Stelara) and Week 52 (8.9% for the DMB-3115, 21.5% for the Stelara group, 18.7% for
the Stelara switched to DMB-3115 group). At week 52 there was a lower incidence of positive nAb
observed in the DMB-3115 treatment group (43.5% for the DMB-3115, 43.3% for the Stelara group,
47.8% for the Stelara switched to DMB-3115 group).
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The overall incidences of positive ADA results were lower for DMB-3115 treatment compared to EU-
Stelara and EU-Stelara switched to DMB-3115 treatments (positive ADA incidence of 34.2%, 60.1%,
and 70.0% for DMB-3115, EU-Stelara, and EU-Stelara switched to DMB-3115 treatment groups,
respectively). The overall incidences of positive nAb results were lower for DMB-3115 treatment
compared to EU-Stelara and EU-Stelara switched to DMB-3115 treatments (positive nAb incidepge of
28.5%, 46.4%, and 60.0% for DMB-3115, EU-Stelara, and EU-Stelara switched to DMB-311 b
treatment groups, respectively). @

With regards to the Stelara switched to DMB-3115 arm, the applicant reported that the Il
incidences of positive ADA and nAb results were higher for EU-Stelara switched to D@ls
treatments (positive ADA incidence of 70%; positive nAb incidence of 60%) when @oared to DMB-
3115 (34.2%, 28.5% respectively) and EU-Stelara (60.1%, 46.4% respectivewg.
However, there is no apparent increase in ADA formation after switching fr Stelara to DMB-3115.
ADA positivity continues to down trend from week 2 across all groups oveﬁ udy period. ADA
positivity in the switch group at week 40/52 was lower compared to EU- group however still
higher vs DMB-3115, (week 40: DMB-3115 (11.6%), Stelara (22.9%),®ﬂelara switched to DMB-
3115 (20%); week 52: DMB-3115 (8.9%), Stelara (21.5%), and SQra switched to DMB-3115
(18.7%)).

There is a slight increase in nAb positivity for the switch grou pared to nAb positivity in Stelara at
week 28 previously, 54.2% up to 56%. However, this then in line with the other treatment
groups at week 52. The nAb positivity fluctuates across ups across the overall study period. The
nAb confirmed positivity was comparable between E S@a, DMB-3115 and EU-Stelara switched to
DMB-3115 arms at Week 40&52, (week 40: DMB—31§60%), Stelara (51.8%), and Stelara switched
to DMB-3115 (56%); Week 52: DMB-3115 (43.5 telara (43.3%), and Stelara switched to DMB-
3115 (47.8%)). There is no apparent impact o nAb status on the safety profile of DMB-3115
when comparing EU-Stelara switched to DMB- 5 to DMB-3115 or EU Stelara. It is not expected that
switching from EU-Stelara to DMB-3115 Id have an impact on safety.

3115 arm: 20 subjects (6.7 %) al
similarly across the treatment ar has not had an impact on immunogenicity & PK parameters.

Quite high proportion of subjects (n-3 week 0/Day 1 (pre-dose) confirmed ADA positivity (DMB-
lara arm: 19 subjects (6.4%)), however this was distributed

and nAb positive/negative s roups. The ADA and nAb formation were associated with a decrease in
ustekinumab concentrati ith maximum decrease generally observed at Week 16 or 28. The

The applicant conducted a szj@l comparison of primary PK parameters between treatments by ADA

magnitude of decrease, in m concentrations at Week 28 in ADA positive patients for DMB-3115
(41% decrease) wassSi r to Stelara treatments (50% decrease for Stelara and 32% decrease for
Stelara switched m3115 treatment group). The magnitude of decrease in mean concentrations at
Week 16 or 28 ﬂ@ positive patients for DMB-3115 (46% decrease) was similar to that observed for
Stelara treat@ (58% decrease for Stelara and 48% decrease for Stelara switched to DMB-3115
treatme& .

There evidence of an impact of ADA/nAb status on the TEAE profile for either treatment arm.
The i ce of TEAEs, serious TEAEs, treatment-related TEAEs, Grade 3+ TEAEs, and drug

wals due to TEAEs was broadly similar regardless of ADA/nAb status. An analysis of TEAEs by
A nAb status in terms of system organ class (SOC) and preferred term (PT) did not show an impact
of ADA/nAb status on the incidence of TEAEs at the level of SOC and PT.

While the applicant intends to make DMB-3115 available in the same dosage forms, strengths and
presentations as approved for Stelara in the EU, in the present MAA, only the 45 mg/0.5 mL and 90
mg/1.0 mL prefilled syringe (PFS) presentations and IV 130mg are applied for. However, the proposed
formulation (45 mg prefilled syringe) is not suitable for paediatric patients that require less than a full
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45 mg dose. DMB-3115 is only indicated in children >6years & >60kg. The proposed product
information has been updated to reflect this.

2.6.10. Conclusions on clinical safety

Overall, the DMB-3115 clinical development programme and design of the studies is consider
adequate to evaluate the comparability of DMB-3115 and its reference product EU-Stelara i@ms of
safety and immunogenicity. No significant differences in safety have been detected ba’se® e
available data and the two products can be concluded to be biosimilar. \

In terms of immunogenicity, subjects (both healthy volunteers and patients) treategl't DMB-3115 had
lower overall incidences of ADA and nAb than subjects treated with Stelara. No4 ogenicity related
difference was observed in the safety profile of the two products.

2.7. Risk management plan O

2.7.1. Safety Concerns {
Table 24: Summary of safety concerns @
Summary of safety concerns Q
Important identified risks None -
Important potential risks Serious infections (in€luding mycobacterial and salmonella
infections)
Malignancy

Cardiovascular @ﬁts
Serious depr; including suicidality

Venous thrd@mbolism

Missing information Long-t fety in paediatric psoriasis patients 6 years and older
Long-term impact on growth and development in paediatric
pso patients 6 years and older
-term safety in adult patients with moderately to severely
ive Crohn’s disease

g-term safety in adult patients with moderately to
c everely active Ulcerative colitis

2.7.2. Pharmac%&nce plan

Not applicable. @
2.7.3. Ris@gmisation measures

N\
Q/b
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Table 25: Description of routine risk minimisation measures by safety concern

Safety concern

Routine risk minimisation activities

Serious infections
(including
mycobacterial

and salmonella

Routine risk communication:
= SmPC sections 4.3, 4.4, 4.5, 4.6 and 4.8
« PL section 2 and 4

Routine risk minimisation activities recommending specific clinical measure@

address the risk:

infections) = Guidance regarding evaluation of patients for TB infection, treatmept nt TB, and
administration of anti-TB therapy in patients with a history of latent ctive TB prior to
initiation of ustekinumab, is included in SmPC section 4.4.
= Recommendation to monitor patients for signs and symptoms o, tiwe TB during and
after ustekinumab treatment, is included in SmPC section 4.4. Q
« Guidance for managing patients who develop a serious in included in SmPC
section 4.4. %
= Recommendations regarding the administration of live vw to patients receiving
ustekinumab and to infants exposed to ustekinumab in u , 1S included in SmPC section
4.4. (The same recommendations are included in SmP on 4.5 [Interaction with
Other Medicinal Products and Other Forms of Intera .
= Recommendation regarding the administration of li ccines to infants exposed to
ustekinumab in utero, is included in SmPC sectiom 4.6
= Guidance for patients who have recently had f&re going to have a vaccination, is
included in PL section 2.
= Guidance for mothers who received usteki while pregnant and recommendation
regarding the administration of live vacci infants exposed to ustekinumab in utero,
is included in PL section 2.
= Guidance for patients who have ha@en infection, have any abnormal skin
openings (fistulae), are over 65 ye ge, or have recently been exposed to someone
who might have TB, is includedgin Gction 2.
= Guidance for patients who dgN gns of an infection or have open cuts or sores while
using ustekinumab, is included in PL"section 4.
Other routine risk minimisatij eyond product information:
« The prescription only st he product

Malignancy Routine risk communic

« SmPC sections 4.4 and
« PL section 2

Routine risk mini &w activities recommending specific clinical measures to address
the risk: It{

= All patients, i cular those greater than 60 years of age, patients with a medical
history of profenged immunosuppressant therapy or those with a history of PUVA

treatment, be monitored for the appearance of skin cancer, are included in section
4.4 of Absi mPC

Other r e risk minimisation beyond product information:

* The iption only status of the product

Cardiovascular events

N

Rout risk communication:

R e risk minimisation activities recommending specific clinical measures to address
the ri

ne
@)ther routine risk minimisation beyond product information:

The prescription only status of the product

N
-
Serious depressi k

including s.ui dali

>

Routine risk communication:

= SmPC section 4.8

« PL section 4

Routine risk minimisation activities recommending specific clinical measures to address
the risk:

None

Other routine risk minimisation beyond product information:

= The prescription only status of the product

thremboembolism

Routine risk communication:

None

Routine risk minimisation activities recommending specific clinical measures to address
the risk:

None

Other routine risk minimisation beyond product information:

= The prescription only status of the product

Long-term safety in

paediatric psoriasis

Routine risk communication:
None
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patients 6 years and

older

Routine risk minimisation activities recommending specific clinical measures to address
the risk:

None

Other routine risk minimisation beyond product information:

« The prescription only status of the product

Long-term impact on
growth and
development in

Routine risk communication:
None
Routine risk minimisation activities recommending specific clinical measures td @- ess

moderately to severely

paediatric psoriasis the risk:
patients 6 years and None @
older Other routine risk minimisation beyond product information: %

= The prescription only status of the product ’\
Long-term safety in Routine risk communication: N
adult patients with None

Routine risk minimisation activities recommending specific cIinicz@asures to address

adult patients with
moderately to severely
active Ulcerative colitis

active Crohn’s disease the risk:
None Q
Other routine risk minimisation beyond product informati
= The prescription only status of the product b
Long-term safety in Routine risk communication:

None \7

Routine risk minimisation activities recommending s@ clinical measures to address
the risk:

None g

Other routine risk minimisation beyond prodL@ rmation:

« The prescription only status of the product

2.7.4. Conclusion

S

The CHMP considers that the risk management plan 1.1 is acceptable.

2.8. Pharmacovigilance

2.8.1. Pharmacovigilance systemQ

It is considered that the pharmacovigilari}tem summary submitted by the applicant fulfils the

requirements of Article 8(3) of Directib

1/83/EC.

2.8.2. Periodic Safety Ur@e Reports submission requirements

The requirements for submis OQ periodic safety update reports for this medicinal product are set

dates (EURD list) provided for under Article 107c(7) of Directive

out in the list of Union ref
2001/83/EC and any sub;Qnt updates published on the European medicines web-portal.

2.9. Product i@nation
2.9.1. Use'r\gsultation

The res ;X e user consultation with target patient groups on the package leaflet submitted by the
applican @ A5mg PFS Absimky show that the package leaflet meets the criteria for readability as set
out in uideline on the readability of the label and package leaflet of medicinal products for human
us Il user consultation with target patient groups on the package leaflet has been performed for
30mg solution for infusion presentation on the basis of a bridging report making reference to

45mg PFS Absimky. The bridging report submitted by the applicant has been found acceptable.

2.9.2. Additional monitoring

Pursuant to Article 23(1) of Regulation No (EU) 726/2004, Absimky (Ustekinumab) is included in the
additional monitoring list as
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- It is a biological product that is not covered by the previous category and authorised after 1
January 2011.

Therefore, the summary of product characteristics and the package leaflet includes a statement that
this medicinal product is subject to additional monitoring and that this will allow quick identification of
new safety information. The statement is preceded by an inverted equilateral black triangle.

3. Biosimilarity assessment %Q/
.

3.1. Comparability exercise and indications claimed K\

DMB-3115 (ustekinumab) active substance has been developed as a biosimil reference

medicinal product Stelara. The active substance, ustekinumab, is presented«at the same concentration
and dose and in the same presentation as Stelara. DMB-3115 ustekinumab figiShed product is a
solution for SC injection in PFS (45 mg/0.5 mL and 90 mg/mL) and a co &1

infusion (130 mg) and contains all the excipients that are qualitatively ical to that of Stelara. All
components of the formulation and final pH have been selected to fch those in Stelara, apart from

te for solution for

differences in the sucrose and histidine levels for the PFS presentati

body weight >60kg due to the absence of the 45mg vial pr,

The applicant is claiming all approved indications and restricti aediatric posology to children with
on. Specific wording has been

included in the SmPC to highlight that specific weight-ba osing presentation is currently

unavailable. \

Claimed indications are:

adult and paediatric (6 years and older) patiﬁQh moderate to severe Ps;

adult patients with active PsA;

adult patients with moderately to seve‘& ’ctive CD,
adult patients with moderately t: s@ly active UC.

3.2. Results supportin@

Quality aspects (

The applicant has co ducteQ biosimilarity exercise in accordance with the requirements of the EMA
Guideline on similar hiolegical medicinal products containing biotechnology-derived proteins as active
@ (revision 1), (EMA/CHMP/BWP/247713/2012). A sufficient number of
biosimilar and‘r rémce product batches have been included in the study. The batches cover all three
strengths, an M iosimilar finished product batches represent independent active substance batches.
A compre n@panel of analytical tests has been presented, including relevant orthogonal tests. In
general, Q imary structure, higher order structure, content, purity and potency are comparable

imilarity

substance: quality i

betwe 3115 and Stelara. There are some minor differences in afucosylation, acidic variants,
oXi monomer content/2H1L variant and NGHC. These differences have been appropriately
j 18d not to impact on safety or efficacy. The quality data package supports biosimilarity of DMB-

313§ and Stelara.
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Clinical aspects
PK

Two clinical studies have been conducted to demonstrate biosimilarity, a phase | PK study in healthy
volunteers and a phase Il efficacy study in moderate to severe chronic plaque psoriasis. b
. The
ced

In the phase 1 trial, the trial design was standard for a biosimilar product and generally en
demographics, baseline characteristics and concomitant therapies are acceptable and welrb

between the treatment arms. The majority of subjects completed the trial and there Wi Q major or
critical deviations affecting subjects treated with DMB-3115 or EU-Stelara. The trial th
end-points of AUCO-inf, AUClast, and Cmax and some of the secondary end—pointso

primary

The phase Il1 trial was also well designed and provided supportive PK data in ieftts. Results showed
similar mean serum ustekinumab concentrations for patients treated with D, 15 and EU-Stelara.

Efficacy

The phase 111 efficacy trial was generally well-designed and the dem g:ans were well balanced
between the treatment arms. The trial met its primary end-point o rcent change in PASI at week 8.
In addition, sensitivity analyses for baseline body weight (<100 @ >100 kg), geographic region
(EU, US or ROW), the number of previous systemic therapies soriasis (<3 or =3) and Covid-19
infection demonstrated bioequivalence. There were no statjsti ignificant differences between
subgroups. The trial also met its secondary end—points.oe

Safety \

In the Phase 1 PK study in healthy volunteers, th portion of subjects with TEAEs, as well as the
proportion of subjects with treatment-related T; ; were comparable between groups. The total
number of treatment-related TEAEs was lower ythe DMB-3115 cohort compared to the EU-Stelara and
US-Stelara cohorts. There were no death AEs, severe TEAEs, or discontinuation due to TEAEs
related to the IP during the study. Overall, most TEAEs were mild in this study. The most frequently
reported TEAEs by PT across all grou%is headache followed by nasopharyngitis. Laboratory data,
vital signs, and 12-lead ECG para e ere comparable between the two groups.

In the phase Il efficacy study, idences of TEAEs, treatment related TEAEs, SAEs, and AESIs were
comparable between the DMK and Stelara treatment groups, as well as transition groups. There
were no deaths, SAEs or s TEAESs, related to the IP during the study. A higher proportion of
subjects experienced TEAgat led to study discontinuation in the Stelara arm. Overall, the majority
of TEAEs were mild or derate in severity. The most frequently reported TEAE by PT across all groups
was nasopharyngitis. oratory data, vital signs, and 12-lead ECG parameters were comparable
between the txvo ps.

Overall, no n’eoj\afety concerns have arisen from the safety assessment of DMB-3115 studies.
2 4
Immuno Ny

In the@ 1 PK study in healthy volunteers, the ADA and nAb incidences were lower in the DMB-

31 tment group compared to the EU-/US-Stelara treatment groups.

In“the phase Il efficacy study, the overall incidences of ADA & nAb results were lower for DMB-3115
treatment compared to EU-Stelara and EU-Stelara switched to DMB-3115 treatment groups.

There is no apparent impact of ADA/nAb status on the safety profile of DMB-3115.
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3.3. Uncertainties and limitations about biosimilarity

Quality

None. The data support biosimilarity of DMB-3115 and Stelara.

. >

None. The PK profile reported in the studies for DMB-3115 is comparable to the Stelara tr, @nt
groups. 0\6
None. Overall, the efficacy profile reported in the studies for DMB-3115 is cor%Qto the Stelara

treatment groups. K/
Safety Q

None. Overall, the safety profile reported in the studies for DMB-31 comparable to the Stelara
treatment groups. Further discussion was provided on some of the slight numerical imbalances observed
between DMB-3115 and Stelara reference groups for LFT elevatio®

implications on the safety of DMB-3115. :

Immunogenicity
Overall, when analysing results by ADA and nAb positivmgtive subgroups no differences were
observed on the efficacy and safety profile of DMB-3

Efficacy

d physical exam findings, without

wever some differences were observed on
PK parameters (please see discussions on PK and safety). In addition, the number of subjects that
developed ADAs was significantly lower in the DM@lS group compared to the Stelara group.

3.4. Discussion on biosimilarity Q

Quality é’

The quality data package support @Iarity of DMB-3115 and Stelara. The observed differences
between DMB-3115 and Stelara h een appropriately justified not to impact on safety or efficacy.

PK O

The DMB-3115 clinical dey, gent programme and design of the studies can be considered adequate
to evaluate the comparabi f DMB-3115 and its reference product EU-Stelara in terms of PK and no
relevant differences iNhave been detected based on the available data between DMB-3115 and EU-
Stelara.

(%
Efficacy * \Q

Overall, the @3115 clinical development programme and design of the studies is considered
adequate Xaluate the comparability of DMB-3115 and its reference product EU-Stelara in terms of
efficac o relevant differences in efficacy have been detected based on the available data

be MB-3115 and EU-Stelara.

y

Overall, the DMB-3115 clinical development programme and design of the studies is considered
adequate to evaluate the comparability of DMB-3115 and its reference product EU-Stelara in terms of
safety and immunogenicity. As regards the safety profile, no relevant differences in safety have been
detected based on the available data between DMB-3115 and EU-Stelara.
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Immunogenicity

No immunogenicity related differences were observed in the efficacy and safety profile of the two
products.

Some differences were observed on PK parameters, as discussed by the applicant, the subject humbers
in some of these sub-groups are low. The sub-group analyses are not powered to demonstra
bioequivalence. The 90% CI are close to meeting the bioequivalence limits. In addition, th ber of
subjects that developed ADAs was significantly lower in the DMB-3115 group compared e Stelara
group. These differences are acceptable considering the totality of quality, non—clinic&% clinical

evidence. O

3.5. Extrapolation of safety and efficacy K\/Q

The efficacy and safety data may be extrapolated to all the licensed indicationg of the reference
product.

Not all pharmaceutical presentations and strengths are included in this MAA, at present. The following
presentations are not included:

- 45 mg/0.5 mL vial presentation as subcutaneous administra%
- 45 mg/0.5 mL and 90 mg/1 mL pre-filled pen presentati@s bcutaneous administration.
3.6. Additional considerations \

Not applicable. O

3.7. Conclusions on biosimilarity @'benefit risk balance

Based on the review of the submitted d &imky is considered biosimilar to Stelara. Therefore, a
benefit/risk balance comparable to th ence product can be concluded.

4. Recommendationé

Outcome Q:

Based on the CHMP revieQata on quality, safety and efficacy, the CHMP considers by consensus
that the benefit-risk nce Of Absimky is favourable in the following indication(s):

Plaque psoriasis @

Absimky is indi Qor the treatment of moderate to severe plaque psoriasis in adults who failed to
respond toO, cgvﬁ have a contraindication to, or are intolerant to other systemic therapies including
\ [0}

ciclospori trexate (MTX) or PUVA (psoralen and ultraviolet A) (see section 5.1).

Paedi ue psoriasis

Is indicated for the treatment of moderate to severe plaque psoriasis in children and
scent patients from the age of 6 years and older, who are inadequately controlled by, or are
intolerant to, other systemic therapies or phototherapies (see section 5.1).

Psoriatic arthritis (PsA)

Absimky, alone or in combination with MTX, is indicated for the treatment of active psoriatic arthritis in
adult patients when the response to previous non-biological disease- modifying anti-rheumatic drug
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(DMARD) therapy has been inadequate (see section 5.1).

Crohn’s Disease

Absimky is indicated for the treatment of adult patients with moderately to severely active Crohn’s
disease who have had an inadequate response with, lost response to, or were intolerant to eit
conventional therapy or a TNFa antagonist or have medical contraindications to such therapi

Ulcerative colitis
QNO‘ ’

ABSIMKY is indicated for the treatment of adult patients with moderately to severely{g ulcerative
colitis who have had an inadequate response with, lost response to, or were intole either
conventional therapy or a biologic or have medical contraindications to such ther (see

section 5.1). &

The CHMP therefore recommends the granting of the marketing authorisa@ubject to the following
conditions:

Conditions or restrictions regarding supply and use

Medicinal product subject to restricted medical prescription (see @x I: Summary of Product
Characteristics, section 4.2).
Other conditions and requirements of the marketingéauthorisation

® Periodic Safety Update Reports O

The requirements for submission of periodic safet date reports for this medicinal product are set
out in the list of Union reference dates (EURD Iistﬁvided for under Article 107c(7) of Directive
2001/83/EC and any subsequent updates pub@ on the European medicines web-portal.

Conditions or restrictions with regar%he safe and effective use of the medicinal product

® Risk Management Plan (R

The marketing authorisation holde ) shall perform the required pharmacovigilance activities and
interventions detailed in the agree P presented in Module 1.8.2 of the marketing authorisation and
any agreed subsequent updat he RMP.

An updated RMP should va itted:
e At the requ of th&wEuropean Medicines Agency;

e Whenever @isk management system is modified, especially as the result of new
informatiompeing received that may lead to a significant change to the benefit/risk profile or
.
as th Y It of an important (pharmacovigilance or risk minimisation) milestone being
reacéey

° @ional risk minimisation measures
Not appligable.

itions or restrictions with regard to the safe and effective use of the medicinal product
to implemented by the Member States

Not applicable.

Assessment report
EMA/511029/2024 Page 105/105



