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AMENDMENT # 2 TO CLINICAL TRIAL
AGREEMENT

Protocol # CT-P42 3.1

This Amendment # 2 (“Amendment”), dated as of date
of last signature and effective as of following day after
publication of the Agreement in accordance with Art 4.6
of the Agreement and 13.16 of Appendix 5 (“Effective
Date”) between

Syneos Health UK Limited, with principal offices
located in the United Kingdom at Farnborough Business
Park, 1 Pinehurst Road, Farnborough, Hampshire,
GU14 7BF, United Kingdom, including its affiliates,
subsidiaries, and specifically its parent company
Syneos Health, LLC (“CRO”) acting in its own name

and authorized to perform clinical trials for
CELLTRION, Inc. (hereinafter referred to as
“Sponsor™)

and

Fakultna nemocnica Tren¢in with its registered seat
at: Legionarska 28, 911 71 Trencin, Slovak Republic
ID No.: 00610470

VAT No.: 2021254631

EU VAT: SK 2021254631

Established by: Decision of the Ministry of Health of
the Slovak Republic No. 1970/1991-A/VIII-1 dated
June 14, 1991

Represented by: Ing. Tomas Janik, MBA, director
(“Center”)

and

(“Principal Investigator™).

WHEREAS, the Parties desire to modify the Clinical
Trial Agreement with last signature on 29 April 2021
and an effective date of 5 May 2021 as amended by
Amendment No.l with date of last signature on 26
August 2021 and effective date as of 3 Septebmer 2021
(“Agreement”) for the clinical trial with Sponsor Drug
CT-P42, encoded CT-P42 3.1 entitled ,,A Randomized,
Active-Controlled, Double-Masked, Parallel-Group,
Phase 3 Study to Compare Efficacy and Safety of CT-
P42 in Comparison with Eylea in Patients with Diabetic
Macular Edema“ (“Protocol”) to be conducted at Center
(“Trial”) to involve patients participating in the Trial
(“Trial Subjects”™).

DODATOK C.2 K ZMLUVE O KLINICKOM
SKUSANI

Protokol ¢. CT-P42 3.1

Tento dodatok ¢. 2 (,,Dodatok”), uzavrety od datumu
posledného podpisu a G¢inny diiom nasledujicim po jej
zverejneni v sulade s €l. 4.6 Zmluvy a ¢l. 13.16 Prilohy 5
(,,Datum platnosti‘) medzi spolo¢nostou

Syneos Health UK Limited, so sidlom v Spojenom
kralovstve na adrese Farnborough Business Park, 1
Pinehurst Road, Farnborough, Hampshire, GU14 7BF,
Spojené kralovstvo, vratane jej pridruzenych organizécii a
pobociek a hlavne jej materskou spolo¢nostou
Syneos Health, LLC (,,CRO*) konajuca vo vlastnom mene
a opravnena realizovat’ klinické skuSanie pre
CELLTRION, Inc. (dalej len ,,Zadavatel*)

a

Fakultna nemocnica Trencin so sidlom: Legionarska 28,
911 71 Trencin, Slovenska republika

1CO.: 00610470

DIC: 2021254631

IC DPH: SK 2021254631

zriadena Zriadovacou listinou MZ SR ¢.
A/VII-1 zo dna 14.6.1991

konajtica: Ing. Tomas Janik, MBA, riaditel’ (,,Centrum*®)

1970/1991-

a

(’,HlaVl'ly

skasajuci®).

NAKOLKO si zmluvné strany zelaji upravit' zmluvu o
klinickom skaSani s datumom posledného podpisu
z 29.aprila 2021 a s GCinnostou od 5.maja 2021 v zneni
zmien a doplneni Dodatku ¢€.1 s datumom posledného
podpisu z 26.augusta 2021 a G¢innostou od 3.septembra
2021 (,,Zmluva“) pre klinické skusanie lieku zadavatela
CT-P42 skodovym oznacenim CT-P42 3.1, sndzvom
,,Randomizované, dvojito maskované, aktivne
kontrolované, klinické skt$anie fazy 3 s paralelnymi
skupinami na vyhodnotenie G¢innosti a bezpecnosti CT-
P42 v porovnani s lickom Eylea u pacientov s diabetickym
makularnym edémom* ktoré sa vykona v Centre
(,,Klinické skuSanie*) s pacientmi, ktori sa zucastiiuju
skuiSania (,,Uéastnici skusania®).
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WHEREAS, in accordance with Section 13.12 of the
Agreement, the Parties desire to modify the specific
language and hence agree to the following
modifications to the Agreement:

1. The Appendix 1 (Payment Terms — Clinical Trial
budget) to the Agreement is deleted in its entirety and
replaced with Appendix 1 (Payment Terms — Clinical
Trial budget) as attached to this Amendment to reflect
the additional costs due to Protocol 4.0 dated 12 April
2022 (“Amended Protocol”), said costs will be payable
as of 27 September 2022 the date of the IEC and/or RA
approval of Amended Protocol in accordance with the
Applicable Law.

2. For clarity resons, as indicated in Article 4.3 of the
Agreement, the Payees of these funds are the Center,
Principal Investigator and six Sub-Investigators.
Center, Principal Investigator are parties to this
Agreement, six Sub-Investigators are not parties to this
Agreement. Sponsor’s payment obligation under this
Agreement is to pay all Payees.

3. Defined terms used in this Amendment and not
defined herein will have the same meanings assigned
such terms in the Agreement.

4. All other provisions of the Agreement shall remain
unaltered and given full force and effect.

5. In the event that the Parties execute this Amendment
by exchange of electronically signed copies or facsimile
signed copies, the Parties agree that, upon being signed
by all parties, this Amendment will become effective
from Effective Date and binding and that facsimile
copies and/or electronic signatures will constitute
evidence of a binding agreement with the expectation
that original documents may later be exchanged in good
faith. Where this Amendment is executed by Center
and/or Principal Investigator through the use of an
electronic or digital signature, Center and/or Principal
Investigator agree(s) that: (i) their electronic or digital
signature has same effect as a handwritten signature; (ii)
signature by electronic or digital means is permitted
under Applicable Law for the execution of the
Amendment; (iii) the electronic or digital signature
platform used to generate such signature meets the
requirements under Applicable Law for creating a valid
advanced electronic or digital signature; and (iv) Center
and/or Principal Investigator shall provide to CRO
and/or to Sponsor any further necessary certification or
supporting documentation around their electronically
generated signatures in compliance with this Section.

NAKOLKO v sulade s ¢astou 13.12 zmluvy, si zmluvné
strany Zelaju upravit zmenie zmluvy, sthlasia s
nasledujucimi upravami Zmluvy:

1. Priloha 1 (Platobné podmienky - Rozpocet Klinického
SkuSania) k Zmluve sa Gplne odstrani a nahradi sa Priloha
1 (Platobné podmienky - Rozpocet Klinického Skusania)
priloZenou k tomuto dodatku, aby sa zohl'adnili dodatocné
naklady z dovodov verzie protokolu 4.0 ze dne 12.aprila
2022 (,,Zmeneny protokol), uvedené naklady buda
splatné od 27.septembra 2022 datumu schvalenia
zmenené¢ho protokolu IEC a/alebo RA v sulade s
prislusnymi pravnymi predpismi.

2.7 dovodu prehladnosti, ako sa uvadza v clanku 4.3
zmluvy, prijemcami tychto prostriedkov st centrum,
hlavny skuSajuci a Sest’ spoluskuSajucich.  Centrum,
hlavny skiSajuci st stranami tejto zmluvy, Sest
spoluskusajucich nie je stranami tejto zmluvy. Platobnou
povinnostou zadavatela podla tejto zmluvy je zaplatit
vSetkym prijemcom platby.

3. Definované pojmy pouzité v tomto dodatku, ktoré nie st
definované v tomto dokumente, budi mat’ rovnaky vyznam
ako v Zmluve.

4. Vsetky ostatné ustanovenia
nezmenené a v plnej platnosti.

Zmluvy zostavaju

5. V pripade, ze zmluvné strany uzavra tato zmluvu
vzajomnou vymenou elektronicky podpisanych kopii alebo
zaslanim podpisanych kopii faxom, zmluvné strany
suhlasia, Ze po podpisani zmluvy vSetkymi zmluvnymi
stranami nadobudne tato zmluva ucinnost datumom
ucinnosti a stane sa zavéznou, aze faksimilové kopie
a/alebo elektronické podpisy budi dokazom zavéznosti
zmluvy s ocakavanim, Ze zmluvné strany si neskor
odovzdaju origindlne dokumenty bona fide. Ak je tato
zmluva uzavretd medzi Centrum a/alebo hlavnnym
skasajucim pomocou elektronického alebo digitalneho
podpisu, Centrum a/alebo hlavny skusajuci suhlasi(-ia) s
tym, ze: (i) ich elektronicky alebo digitalny podpis ma
rovnaky ucinok ako vlastnoru¢ny podpis; (ii) podla
platnych pravnych predpisov je na uzavretie zmluvy
povoleny podpis elektronickymi alebo digitalnymi
prostriedkami; (iii) platforma elektronického alebo
digitalneho podpisu pouzivand na vytvorenie takéhoto
podpisu spiiia poziadavky platnych pravnych predpisov na
vytvorenie platného zaruCeného elektronického alebo
digitalneho podpisu; a (iv) Centrumia a/alebo hlavny
skasajuci poskytne CRO a/alebo zadavatelovi vsetku
d’al$iu potrebnu certifikaciu alebo podporni dokumentéciu
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to v sulade s tymto bodom.

v stvislosti s ich elektronicky vytvoreného podpisu(-ov), a

Agreed to and accepted:
CRO

Dohodnuté a schvalené:
CENTER / CENTRUM

Signature / Podpis

Signature / Podpis

Ing. Tomas Janik, MBA

Printed Name / Meno palickovym pismom

Printed Name / Meno palickovym pismom

riaditel’ / director

Title / Funkcia

Title / Funkcia

Date / Datum:

Date / Datum:

PRINCIPAL INVESTIGATOR /
ZODPOVEDNY SKUSAJUCI

Signature / Podpis

Printed Name / Meno palickovym pismom

Principal Investigator / Hlavny skt$ajuci

Title / Funkcia

Date / Datum:
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APPENDIX 1 PRILOHA 1
Clinical Trial Budget Rozpocet Klinického Skusania
Invoice Currency / Mena na faktire: EUR

Payment Base / Platba zalozena na: Visit-based / zalozen€ na navstevach
CRO Contracting Entity / Zmluvny subjekt CRO: Syneos Health UK Limited

PIL: _ | | Center: Fakultnd neemocnica Trenéin | Celltrion Inc. | CT-P42 3.1
Doc Name: Universal Amendment (CRO) V.1.2 10Dec2020 | Amendment No.2 | Doc Final: 2Dec2022




Confidential | Doverné

PI: _ | | Center: Fakultnd neemocnica Trenc¢in | Celltrion Inc. | CT-P42 3.1

Doc Name: Universal Amendment (CRO) V.1.2 10Dec2020 | Amendment No.2 | Doc Final: 2Dec2022




Confidential | Doverné

PI: _ | | Center: Fakultnd neemocnica Trenc¢in | Celltrion Inc. | CT-P42 3.1

Doc Name: Universal Amendment (CRO) V.1.2 10Dec2020 | Amendment No.2 | Doc Final: 2Dec2022




Confidential | Doverné

PIL: _ | | Center: Fakultnd neemocnica Trenéin | Celltrion Inc. | CT-P42 3.1

Doc Name: Universal Amendment (CRO) V.1.2 10Dec2020 | Amendment No.2 | Doc Final: 2Dec2022




Confidential | Doverné

PI: _ | | Center: Fakultnd neemocnica Trenc¢in | Celltrion Inc. | CT-P42 3.1

Doc Name: Universal Amendment (CRO) V.1.2 10Dec2020 | Amendment No.2 | Doc Final: 2Dec2022




Confidential | Doverné

PI: _ | | Center: Fakultnd neemocnica Trenc¢in | Celltrion Inc. | CT-P42 3.1

Doc Name: Universal Amendment (CRO) V.1.2 10Dec2020 | Amendment No.2 | Doc Final: 2Dec2022




Confidential | Doverné

PIL: _ | | Center: Fakultnd neemocnica Trenéin | Celltrion Inc. | CT-P42 3.1

Doc Name: Universal Amendment (CRO) V.1.2 10Dec2020 | Amendment No.2 | Doc Final: 2Dec2022




Confidential | Doverné

PIL: _ | | Center: Fakultnd neemocnica Trenéin | Celltrion Inc. | CT-P42 3.1
Doc Name: Universal Amendment (CRO) V.1.2 10Dec2020 | Amendment No.2 | Doc Final: 2Dec2022




Confidential | Doverné

PIL: _ | | Center: Fakultnd neemocnica Trenéin | Celltrion Inc. | CT-P42 3.1
Doc Name: Universal Amendment (CRO) V.1.2 10Dec2020 | Amendment No.2 | Doc Final: 2Dec2022




Confidential | Doverné

PIL: _ | | Center: Fakultnd neemocnica Trenéin | Celltrion Inc. | CT-P42 3.1

Doc Name: Universal Amendment (CRO) V.1.2 10Dec2020 | Amendment No.2 | Doc Final: 2Dec2022




Confidential | Doverné

PIL: _ | | Center: Fakultnd neemocnica Trenéin | Celltrion Inc. | CT-P42 3.1

Doc Name: Universal Amendment (CRO) V.1.2 10Dec2020 | Amendment No.2 | Doc Final: 2Dec2022




Confidential | Doverné

PIL: _ | | Center: Fakultnd neemocnica Trenéin | Celltrion Inc. | CT-P42 3.1

Doc Name: Universal Amendment (CRO) V.1.2 10Dec2020 | Amendment No.2 | Doc Final: 2Dec2022




Confidential | Doverné

PI: _ | | Center: Fakultnd neemocnica Trenc¢in | Celltrion Inc. | CT-P42 3.1

Doc Name: Universal Amendment (CRO) V.1.2 10Dec2020 | Amendment No.2 | Doc Final: 2Dec2022




