AMENDMENT 1 TO CLINICAL TRIAL
AGREEMENT

This Amendment 1 (this “Amendment”) to the
Clinical Trial Agreement (the “Agreement”) dated
16 December 2020 by and between Fakultni
Thomayerova nemocnice located at Videfiska
800 140 59 Praha 4 — Kr¢ Czech Republic
Identification  number: 00064190 Tax
identification number: CZ00064190 state
contributory organization established by the
Ministry of Health of the Czech Republic full text
of foundation deed No. MZDR 17268-1V/2012
registered in Companies Registry by Municipal
Courtin Prague Section PR inlet 1043 represented
by doc. MUDr. Zden¢k Benes CSc. Director (the
“Institution”) Merck Healthcare KGaA with
registered office at Frankfurter Strale 250 64293
Darmstadt Germany (“Sponsor”) IQVIA RDS
Czech Republic s.r.o. with registered office at
Pernerova 691/42 186 00 Praha 8 - Karlin Czech
Republic 1D number: 247 68 651 VAT number:

cz24768651 | (.'QVIA“) and
I (. 7kousejici)

is entered into as of the last signature date below
and effective from the date of its publication in the
Register of Contracts by and between Institution
and Sponsor and IQVIA and Investigator(the
“Parties”) and the Parties expressly agree that they
wish to be bound by this Amendment from 1 April
2022.

All capitalized terms used but not otherwise
defined herein shall have the meaning set forth in
the Agreement.

WHEREAS Parties entered into the Agreement
pursuant to which the parties agreed that Institution
would conduct the following clinical trial
sponsored by Merck Healthcare KGaA:

Protocol Number: MS200527_0080

Principal Investigator: || GczNz:

and
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DODATEK 1 KE SMLOUVE O PROVADENI
KLINICKEHO HODNOCENI

Tento dodatek 1 (dale jen ,,Dodatek*) ke smlouvé
0 provadéni klinického hodnoceni (dale jen
,Smlouva®) ze dne 16. prosince 2020 mezi
Fakultni Thomayerova nemocnice se sidlem
Videtiska 800 140 59 Praha 4 — Kré Ceska
republika Identifika¢ni ¢islo: 000 64 190 Danové
identifikacni  ¢islo:  CZ00064190 statni
pfispévkovd organizace zfizena Ministerstvem
zdravotnictvi CR 1ipIné znéni ziizovaci listiny &,j.
MZDR 17268-1V/2012  zapsanid v obchodnim
rejstiiku u Méstského soudu v Praze oddil Pr vl.
1043 zastoupena doc. MUDr. Zdetikem Benesem
CSc. feditelem  (dale ,,Zdravotnické
zarizeni) Merck Healthcare KGaA se sidlem
Frankfurter ~Strale 250 64293 Darmstadt
Némecko (dale ,,Zadavatel“) 1QVIA RDS Czech
Republic s.r.0. se sidlem Pernerova 691/42 186
00 Praha 8 — Karlin Ceska republika Identifikaéni
¢islo: 24768 651 Danové identifikacni Ccislo:

cz24768651 I (.'oviAY9 a
I (.7 kousejici)

je uzaviran mezi Zdravotnickym zafizenim
Zadavatelem IQVIA a Zkousejicim (,,Strany*)
k datu posledniho podpisu niZe a je G¢inny ode dne
jeho uvetejnéni v registru smluv pfi¢emz Strany si
vyslovné sjednavaji Ze si preji ridit se timto
Dodatkem ode dne 1.dubna 2022.

Vyrazy psané s velkym pocate¢nim pismenem jez
nejsou v tomto Dodatku definovany maji stejny
vyznam jako ve Smlouvé.

VZHLEDEM K TOMU 7Ze Strany uzaviely
Smlouvu vniz se dohodly Ze Zdravotnické
zafizeni provede nasledujici klinické hodnoceni
jehoz zadavatelem je spole¢nost Merck Healthcare
KgaA:

Cislo protokolu: MS200527_0080

I -

Hlavni zkouSejici:



WHEREAS the parties wish to amend the
Agreement due to a Protocol Amendment dated
03 April 2022 / Version 4.0 and required budget
changes;

NOW THEREFORE for good and valuable
consideration the sufficiency of which is hereby
acknowledged the parties agree as follows:

1. The Attachment A - Budget & Payment
Schedule Section D. BUDGET TABLE of
the Agreement is hereby deleted and
replaced with the following:

BUDGET TABLE
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VZHLEDEM K TOMU ze Strany si nyni pieji
zménit Smlouvu v souladu Dodatkem k Protokolu
ze dne 3. dubna 2022 verze 4.0 a dalsi pozadované
zmeény v roZpoctu.

NYNi S OHLEDEM NA SHORA UVEDENE
jako protiplnéni za tadna a hodnotna protiplnéni
jejichz dostate¢nost se timto uznava se strany
dohodly takto:

1. Priloha A — Rozpocet apiehled plateb
oddil D. TABULKA ROZPOCTU

Smlouvy se rusi v celém svém rozsahu a
nahrazuje se nasledujicim znénim:

D. TABULKA ROZPOCTU




2. The Attachment A - Budget & Payment 2. Piiloha A — Rozpocet apiehled plateb
Schedule Section K. CONDITIONAL oddil K. UKONY PROVADENE PODLE
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ITEMS (BASED ON INVOICE) of the POTREBY (NA ZAKLADE FAKTURY)

Agreement - of the Budget & Payment Smlouvy se rusi a nahrazuje nasledujicim
Schedule is hereby deleted and replaced by znénim:
the following:
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3. The Attachment A - Budget & Payment 3. Priloha A — Rozpocet arozpis plateb oddil G.

Schedule Section G. PATIENT TRAVEL CESTOVNIi VYDAJE PACIENTU Smlouvy se
EXPENSES of the Agreement is hereby deleted rusi vcelém svém rozsahu a nahrazuje
in its entirety and replaced by the following: nasledujicim znénim:
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The estimated value of financial payment under
the Agreement as amended shall be
approximately CZK 2 380 000.

In case of any dispute Czech language version
shall prevail.

Except as provided above all other terms and
conditions of the Agreement remain unchanged
and in full force and effect.
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Predpokladana hodnota Smlouvy ve znéni tohoto
Dodatku ¢. 1 je 2 380 000,-K¢.

V ptipadé rozporu mezi ¢eskou a anglickou verzi
tohoto Dodatku ma piednost a je rozhodujici verze
ceska.

Kromé vySe uvedenych zmén zlstavaji vSechny
ostatni podminky Smlouvy nezménéné a i nadale
plné platné a ucinné.



IN WITNESS WHEREOF the parties hereto
have caused this Amendment to be executed by
their duly authorized representatives as of the
effective date first set forth above.

ACKNOWLEDGED AND AGREED BY
IQVIA RDS Czech Republic s.r.o.

By:
Title:
Signature:

Date:

ACKNOWLEDGED AND AGREED BY
Merck Healthcare KgaA

Signed under a Power of Attorney by IQVIA
RDS Czech Republic s.r.o.

By:

Name:

Title:

Date:

ACKNOWLEDGED AND AGREED BY
Fakultni Thomayerova nemocnice

By: doc. MUDr. Zdenék Bene§ CSc

Title (must be authorized to sign on Institution's
behalf): Director

Signature:
Date:

ACKNOWLEDGED AND AGREED BY THE
INVESTIGATOR:

I consent to the publication of my personal data
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NA DUKAZ TOHO byl tento Dodatek podepsan
fadné zmocnénymi zastupci stran k datu platnosti
uvedenému vyse.

NA DUKAZ SOUHLASU PRIPOJUJE SVUJ
PODPIS OPRAVNENY ZASTUPCE IQVIA
RDS Czech Republic s.r.o.

Jméno:
Funkce:
Podpis:
Datum:

NA DUKAZ SOUHLASU PRIPOJUJE SVUJ
PODPIS OPRAVNENY ZASTUPCE Merck
Healthcare KGaA

Podepsano spole¢nosti IQVIA Czech Republic
S.r.0. na zakladé plné moci

Jméno:
Funkce:
Podpis:
Datum:

NA DUKAZ SOUHLASU PRIPOJUJE SVUJ
PODPIS OPRAVNENY ZASTUPCE Fakultni
Thomayerova nemocnice

Jméno: doc. MUDr. Zdenék Benes CSc

Funkce (musi se jednat o podpis opravnéného
zastupce Zdravotnického zafizeni): Reditel

Podpis:
Datum:

NA DUKAZ SOUHLASU PRIPOJUJE SVUJ
PODPIS ZKOUSEJICI:

Souhlasim se zveiejnénim svych osobnich udaji
(funkce jména kontaktnich tidaju a informaci



(title name contact details and information
regarding my professional qualifications) on
wwwe.clinicaltrials.gov  other public websites
and public portals for clinical documents of
EMA and other relevant agencies that inform
about clinical trials and participating
investigators study  personnel and
corresponding study results by Merck
Healthcare KGaA for the clinical trial “A Phase
111 Multicenter Randomized Parallel Group
Double Blind Double Dummy  Active
Controlled Study of Evobrutinib Compared
with Teriflunomide in Participants with
Relapsing Multiple Sclerosis to Evaluate
Efficacy and Safety”.

I am entitled to withdraw this consent at any
time with future effect.

Name: NN

Signature:

Date:
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omé odborné kvalifikaci) na  webu
www.clinicaltrials.gov ana jinych vefejnych
webech avefejnych portalech pro Kklinické

dokumenty  agentury EMA  adalSich
prislusnych instituci které  informuji
0 klinickych  hodnocenich zkousSejicich

a ¢lenech personalu a o vysledcich klinického
hodnoceni spole¢nosti Merck Healthcare KGaA
snazvem ,Multicentrické randomizované
dvojité zaslepené dvojité maskované aktivné
kontrolované Kklinické hodnoceni faze Il
s paralelnimi  skupinami porovnavajici
evobrutinib a teriflunomid u ucastniki
s relabujici roztrousenou skler6zou k posouzeni
ucinnosti a bezpe€nosti.

Tento souhlas mohu kdykoli odvolat s u¢innosti
do budoucna.

Jméno: [N
Podpis:

Datum:



