AMENDMENT 2 TO CLINICAL TRIAL
AGREEMENT

This Amendment 2 (this “Amendment”) to the
Clinical Trial Agreement dated 26 November 2020
as amended by Amendment No. 1 dated 14
October 2022 (the “Agreement”), by and between
Nemocnice Pardubického kraje, a.s., having
aplace of business at Kyjevska 44, 532 03
Pardubice, Czech Republic, Identification number:
275 20 536, Tax identification number:
CZ27520536, represented by MUDr. Tomas
Gottvald, MHA, Chairperson of the Board of
Directors responsible for the management of the
hospital and MUDr. Vladimirem Ningerem, Ph.D.,
Member of the Board of Directors, listed in the
Commercial Register at the Municipal Court of
Hradec Kralové, section B, insert 2629 (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, ID number: 247 68 651, VAT number:
CZ24768651, represented by Ing. Eva Falbrova,
Managing Director (,,IQVIA“) and | GczN
(the “Investigator”);

and 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 as stated in Paragraph 1 and 2 below.
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:” A
Phase I11l, Multicenter, Randomized, Parallel
Group, Double Blind, Double Dummy, Active
Controlled Study of Evobrutinib Compared with
Teriflunomide, in Participants with Relapsing
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DODATEK 2 KE SMLOUVE O PROVADENI
KLINICKEHO HODNOCENI

Tento dodatek 2 (dale jen ,,Dodatek) ke smlouvé
0 provadéni klinického hodnoceni ze dne 26.
listopadu 2020 ve znéni dodatku ¢. 1 ze dne 14.
fijna 2022 (dale jen ,,Smlouva‘), mezi Nemocnice
Pardubického kraje, a.s., se sidlem Kyjevska 44,
532 03, Pardubice, Ceska republika, ICO:
27520536, DIC: CZ27520536, zastoupena: MUDr.
Tomasem  Gottvaldem, @ MHA, pfedsedou
predstavenstva a MUDr. Vladimirem Ningerem,
Ph.D., Clenem  piedstavenstva, zapsana
vV Obchodnim rejstiiku vedeném Krajskym soudem
Vv Hradci Kralové oddil B, vlozka 2629
(,,Poskytovatel*“); Merck Healthcare KGaA, se
sidlem Frankfurter Strafle 250, 64293 Darmstadt,
Némecko (dale ,,Zadavatel), IQVIA RDS Czech
Republic s.r.o., se sidlem Pernerova 691/42, 186
00 Praha 8 — Karlin, Ceska republika, Identifikacni
Cislo: 247 68 651, Danové identifikacni cislo:
CZ24768651, zastoupena Ing. Evou Falbrovou,

jednatelkou  (,IQVIAY), a [ KGR

(s»ZkouSejici);

a je uzaviran mezi Poskytovatelem, Zadavatelem,
IQVIA  aZkousejicim  (,,Strany”)  kdatu
posledniho podpisu nize a je G¢inny ode dne jeho
uvefejnéni v registru smluv, pfiCemz Strany si
vyslovné sjednavaji, ze si pieji fidit se timto
Dodatkem jak je uvedeno v odstavci 1 a 2 niZe.

Vyrazy psané s velkym pocatecnim pismenem, jezZ
nejsou v tomto Dodatku definovany, maji stejny
vyznam jako ve Smlouv¢.

VZHLEDEM K TOMU, Ze Strany uzavfely
Smlouvu, vniz se dohodly, ze Poskytovatel
provede  nasledujici  klinické  hodnoceni:
,,Multicentricke, randomizované, dvojité
zaslepené, dvojité matouci, aktivné kontrolované
klinické hodnocenifaze 111 s paraleln/mi skupinami
posuzujici ucinnost a bezpecnost evobrutinibu v
porovnani s teriflunomidem u dcastnikd s relabujici



Multiple Sclerosis to Evaluate Efficacy and Safety”
sponsored by Merck Healthcare KGaA:

Protocol Number: MS200527 0080

Principal Investigator: || Gz

and

WHEREAS the parties wish to amend the
Agreement due to the Protocol version 5.3,
Amendment 4 changes to schedule of activities, to
the re-introduction of the open-label extension
period and to the related Study budget changes.

WHEREAS the parties wish to amend the
Agreement due to the Protocol version 6.0,
Amendment 5 changes to Schedule of activities, to
allow participants to stay on blinded IMP after
DBTP in a DBE period to delay the switch of
participants naive to evobrutinib treatment to the
OLE period,;

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

The Budget & Payment Schedule (Attachment A)
is hereby amended as follows::

roztrousenou sklerézou” jehoz zadavatelem je
spole¢nost Merck Healthcare KgaA:

MS200527_0080

Cislo protokolu:
Hlavni zkouSejici:

a

VZHLEDEM K TOMU, ZE Strany si nyni pieji
zménit Smlouvu podle zmén v piehledu vysetfeni
v Protokolu verze 5.3, dodatku ¢. 4 a znovu doplnit
obdobi oteviené pokracovaci lécby a souvisejici
zmény v rozpoctu Studie.

VZHLEDEM K TOMU, ZE Strany si nyni pieji
zménit Smlouvu podle zmén v piehledu vysetfeni
v Protokolu verze 6.0, dodatku ¢. 5 aby umoznily
zustat ucastnikiim na zaslepeném IMP po DBPT
v odbobi DBE, aby se oddalil ptfechod ucastnikti
naivnich na lé¢bu evobrutinib na OLE obdobi

NYNi S OHLEDEM NA SHORA UVEDENE,
jako protiplnéni za fadna a hodnotna protiplnéni,
jejichz dostatecnost se timto uznava, se strany

dohodly takto:

Rozpocet a rozpis plateb (Ptiloha A) se timto
méni takto:

Double Blind Phase

Dvojité zaslepené obdobi

The term “telephone visit” was replaced with
“telephone contact”, to clarify that a phone call
is not replacing an on-site visit

Urine collection and urinalysis (local) were
added at Week 156/ED/EOT visit

Removal of IP dispensation at Week
156/ED/EQT visit

Vyraz ,kontrolni telefonat” byl nahrazen
vyrazem ,telefonicky kontakt”, aby bylo jasné,
ze telefonat nenahrazuje navstévu v centru
klinického hodnoceni.

Do kontrolni navstévy ve 156. tydnu, resp. pFi
predéasném ukonéeni nebo ukonéeni ucasti
(T156/ED/EOT) byl doplnén odbér vzorku
moci a rozbor moci (v mistni laboratofi).

U kontrolni  navstévy T156/ED/EOT byl
odstranén vydej hodnoceného pripravku.

Single 12-lead ECG and copies of diagnostic
films added at Week 96 visit
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U kontrolni  navstévy v 96.tydnu byly
doplnény jeden 12svodovy EKG akopie
diagnostickych filma.




Data entry, Patient travel, and Meal added to
Teriflunomide level Visit

OLE Phase

Introduction of an OLE period for participants
completing the DBTP prior to approval of the
long-term follow-up study in their country to
enable an option for Evobrutinib treatment
continuation

Addition of assessments in the OLE Period

Conditional Procedures

Removal of Coagulation: Thromboplastin time,
partial (PTT) (aPTT); plasma or whole blood,
serum (local lab)

Addition of Coagulation: Prothrombin time
(PT) (local lab)

Addition of Electronic Extended Disability
Status Scale (EDSS); rater-administered

Addition of Physician - examining investigator
(assessor)

Do navstévy smérenim  koncentrace
teriflunomidu bylo doplnéno zadavani udaja,
cestovné a obcerstveni pro pacienta.

Obdobi OLE

Doplnéni obdobi OLE pro ucastniky, kteri
dokon¢i obdobi dvojité zaslepené lécby jesté
pred schvalenim dlouhodobého nasledného
klinického hodnoceni v jejich zemi, aby mohli
dal uzivat evobrutinib.

Doplnéni ukont v obdobi OLE

Ukony provadéné podle potieby

Odstranéna Koagulace: Tromboplastinovy cas,
parcialni (PTT) (aPTT); plazma nebo plna krev,
sérum (mistni laborator)

Doplnéna Koagulace: Protrombinovy ¢as (PT)
(mistni laborator)

Doplnéna Elektronicka rozsifena stupnice miry
postizeni (EDSS); vypliuje hodnotitel

Doplnén Lékar — hodinova sazba— vysetrujici
zkousejici (hodnotitel)

In the OLE period, no ECG evaluation by
central reader is required; however, ECGs will
also be transmitted and stored digitally at the
central location — language adjusted to reflect
‘central storage’

1. Effective as of 13 April 2023The Budget
& Payment Schedule (Attachment A) is

hereby amended as follows:

D.BUDGET TABLE

DouBLE BLIND PERIOD
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V obdobi OLE neni vyzadovano posouzeni EKG
centrdlnim hodnotitelem, zdznam z EKG ale
presto bude posilan v elektronické podobé
k ulozeni do centralniho mista. Znéni bylo proto
upraveno abylo do néj doplnéno ,centralni
ulozeni“.

1. S u¢innosti od 14. dubna 2023 se Rozpocet
a rozpis plateb (Priloha A) méni takto:

D. TABULKA ROZPOCTU

DVOJITE ZASLEPENE OBDOBI
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Open-label Extension Period Oteviené pokracovaci obdobi
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* SFU is not applicable for participants entering the long-
term follow-up study under a separate protocol.

Open-label Extension Period MRI SUBSTUDY

K. CONDITIONAL PROCEDURES (WITH

INVOICE)

The following conditional procedure costs will be
reimbursed on a pass-through basis upon receipt
of an invoice in the amount indicated in the table
below (which includes overhead). Subject number
and procedure dates must be included on the
invoice for payment to be issued.
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* SFU se nevztahuje na ucastniky, ktef'i vstupuji do
dlouhodobé nasledné studie na zakladé
samostatného protokolu

Oteviené pokracovaci obdobi PODSTUDIE SE
SNIMKOVANIM MR

K. UKONY PROVADENE PODLE POTREBY (NA
ZAKLADE FAKTURY)

Nasledujici ndklady na podminénd vysetieni
budou hrazeny pritbézn¢ na zékladé ptijeti faktury
na ¢astku uvedenou v tabulce nize zahrnujici
rezijni naklady. Aby mohla byt platba provedena,
musi faktura obsahovat ¢islo subjektu a datum
ukonu.
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2. Effective as of 14 July 2023 The Budget & 2. S acinnosti od 14. ¢ervence 2023 se

Payment Schedule (Attachment A) is hereby Rozpoget a rozpis plateb (Pfiloha A) méni
amended as follows: takto:
Double-blind Treatment Period(DBTP) Obdobi dvojité zaslepené léeby(DBTP)
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-

Dvojité zaslepené pokracovani lécby, cesty 1 a

Double-blind Extension Period-Path 1&2 (DBE
( 2 (DBE cesta 1 a 2)

Path 1&2)

11
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Open-label Extension Period A&B&C Oteviené pokracovaci obdobi A, Ba C

12
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Open-label Extension Period MRI SUBSTUDY Oteviené pokracovaci obdobi PODSTUDIE SE
SNIMKOVANIM MR

The estimated value of financial payment under Predpokladana hodnota Smlouvy ve znéni tohoto
the Agreement, as amended, shall be Dodatku ¢. 1 je 1900 000,-K¢
approximately CZK 1 900 000.

Except as provided above, all other terms and Krom¢ vySe uvedenych zmén zlstavaji vSechny
conditions of the Agreement remain unchanged ostatni podminky Smlouvy nezménéné a i nadale
and in full force and effect. plné platné a G¢inné.

13
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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: 11.12.2023

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: 11.12.2023

ACKNOWLEDGED AND AGREED BY
Nemocnice Pardubického kraje a.s.

By: MUDr. Tomas Gottvald, MHA

Title (must be authorized to sign on Institution's
behalf): Chairperson of the Board of Directors

Signature:

Date: 20.12.2023

By: MUDr. Vladimir Ninger, Ph.D.

Title (must be authorized to sign on Institution's
behalf): Member of the Board of Directors

Signature:
Date: 20.12.2023
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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: 11.12.2023

NA DUKAZ SOUHLASU PRIPOJUJE SVUJ
PODPIS OPRAVNENY ZASTUPCE Merck
Healthcare KGaA

Podepsano spolecnosti IQVIA Czech Republic
s.r.o., na zakladé plné moci

Jméno:
Funkce:
Podpis:

Datum: 11.12.2023

NA DUKAZ SOUHLASU PRIPOJUJE SVUJ
PODPIS OPRAVNENY ZASTUPCE
Nemocnice Pardubického kraje a.s.

Jméno: MUDr. Tomas Gottvald, MHA

Funkce (musi se jednat o podpis opravnéného
zastupce Poskytovatel): Piedseda
predstavenstva

Podpis:

Datum: 20.12.2023
Jméno: MUDr. Vladimir Ninger, Ph.D.

Funkce (musi se jednat o podpis opravnéného
zastupce Poskytovatel): Clen piedstavenstva

Podpis:

Datum: 20.12.2023



ACKNOWLEDGED AND AGREED BY THE
INVESTIGATOR:

I consent to the publication of my personal data
(title, name, contact details and information
regarding my professional qualifications) on
www.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
11, 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: 8.1.2024
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NA DUKAZ SOUHLASU PRIPOJUJE SVUJ
PODPIS ZKOUSEJICI:

Souhlasim se zvefejnénim svych osobnich udaja
(funkce, jména, kontaktnich udaji a informaci
omé odborné Kkvalifikaci) na  webu
www.clinicaltrials.gov ana jinych vefejnych
webech averejnych portalech pro Kklinické

dokumenty  agentury EMA  adalSich
prisluSnych  instituci, které  informuji
0 klinickych hodnocenich, zkousSejicich

a ¢lenech personalu a o0 vysledcich klinického
hodnoceni spole¢nosti Merck Healthcare KGaA
snazvem ,Multicentrické, randomizované,
dvojité zaslepené, dvojité maskované, aktivné
kontrolované Kklinické hodnoceni faze I,
S paralelnimi skupinami, porovnavajici
evobrutinib a teriflunomid u ucastniki
S relabujici roztrousSenou sklerézou k posouzeni
ucinnosti a bezpe€nosti“.

Tento souhlas mohu kdykoli odvolat
s acinnosti do budoucna.

Jméno: [N

Podpis:

Datum: 8.1.2024



