AMENDMENT 4 TO CLINICAL TRIAL
AGREEMENT

This Amendment 4 (this “Amendment”) to the
Clinical Trial Agreement dated 30 November
2020, No. of Agreement KHL/2020/023/La, as
amended by Amendment No. 1 dated 20 December
2021 and Amendment No.2 dated 4 August 2022
and Amendment No. 3 dated 6 January 2023 (the
“Agreement”), by and between Fakultni
nemocnice u sv. Anny v Brné, with registered
office at Pekafska 664/53, 602 00 Brno, Czech
Republic, ID number: 00159816, VAT number:
CZ00159816, represented by Ing. Vlastimil
Vajdak (“Institution”), Merck Healthcare KGaA
with registered office at Frankfurter StraBle 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

B .7 kouscjicic)

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 (“Effective Date™)

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
Multiple Sclerosis to Evaluate Efficacy and Safety”
sponsored by Merck Healthcare KGaA:
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DODATEK 4 KE SMLOUVE O PROVADENI
KLINICKEHO HODNOCENI

Tento dodatek 4 (dale jen ,,Dodatek*) ke smlouvé
0 provadéni klinického hodnoceni ze dne 30.
listopadu 2020, ¢. smlouvy KHL/2020/023/La ve
znéni dodatku ¢. 1 ze dne 20. 12. 2021 a dodatku ¢.
2 ze dne 4. srpna 2022 a dodatku ¢. 3 ze dne 6.
ledna 2023 (dale jen ,,Smlouva®) mezi Fakultni
nemocnici u sv. Anny v Brné, se sidlem Pekaiska
664/53, 602 00 Brno, Ceskd republika,
Identifikacni ¢islo: 00159816, Danové
identifikacni Cislo: CZ00159816, zastoupena Ing.
Vlastimilem  Vajddkem,  feditelem  (dale
»Zdravotnické  zatizeni®), Merck Healthcare
KGaA, se sidlem Frankfurter Strafle 250, 64293
Darmstadt, Némecko (dale ,,Zadavatel), IQVIA
RDS Czech Republic s.r.0., se sidlem Pernerova
691/42, 186 00 Praha 8 — Karlin, Ceska republika,
Identifikacni ¢islo: 247 68 651, Danové
identifikacni Cislo: CZ24768651, zastoupena Ing.
Evou Falbrovou, jednatelkou (,,IQVIA®), a

N .2 cousejici),

je uzavirin mezi Zdravotnickym zafizenim,
Zadavatelem, IQVIA a ZkouSejicim (,,Strany®)
k datu posledniho podpisu niZe a je G¢inny ode dne
jeho uvetejnéni v registru smluv, pticemz Strany si
vyslovné sjedndvaji, ze si pieji fidit se timto
Dodatkem, jak je uvedeno v oddile 1 a 2 nize
(,,Datum uc¢innosti)

Vsechny zde pouzivané vyrazy S velkym
pocate¢nim pismenem, jez nejsou v tomto Dodatku
definovany, maji stejny vyznam jako ve Smlouve.

VZHLEDEM K TOMU, Ze Strany uzaviely
Smlouvu, vniz se dohodly, Ze Zdravotnické
zafizeni provede nasledujici klinické hodnoceni:
,,Multicentricke, randomizované, dvojite
zaslepené, dvojité matouci, aktivné kontrolované
klinické hodnoceni fdze 111 s paraleln/mi skupinami
posuzujici acinnost a bezpechost evobrutinibu v
porovnani s teriflunomidem u dcastnikd s relabujici
roztrousenou sklerézou” jehoz zadavatelem je
spole¢nost Merck Healthcare KgaA:



Protocol Number: MS200527_0080

Principal Investigator: || Gz

and

WHEREAS the parties wish to amend the
Agreement in accordance with Article 18.9. of the
Agreement due to the Protocol version 5.3,
Amendment 4 changes to schedule of activities and
to the related Study budget changes and

WHEREAS the parties wish to amend the
Agreement in accordance with Article 18.9. of 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:

1. Effective as of 13 April 2023 The Budget &
Payment Schedule (Attachment A), section D.
BUDGET TABLE “Double Blind Period” of the
Agreement is deleted in its entirety and replaced
as follows:

BUDGET TABLE

DouBLE BLIND PERIOD

KHL/2020/023/La

Cislo protokolu: MS200527_0080

Hlavni zkouSejici:

a

VZHLEDEM K TOMU, ZE Strany si nyni pieji
zménit Smlouvu v souladu s ¢lankem 18.9.
Smlouvy podle zmén v piehledu vySetfeni
v Protokolu verze 5.3, dodatku ¢.4 a doplnit
souvisejici zmény v rozpoctu Studie a

VZHLEDEM K TOMU, ZE Strany si nyni pieji
zménit Smlouvu Vsouladu sc¢lankem 18.9.
Smlouvy podle zmén vV piehledu vySetfeni
v Protokolu verze 6.0, dodatku ¢. 5 aby umoznily
zUstat ucastnikim na zaslepeném IMP po DBPT
v obdobi DBE, aby se oddalil ptechod ucastnikti
naivnich na lé¢bu evobrutinib na OLE obdobi.

NA ZAKLADE TOHOTO se smluvni strany za
nalezité a hodnotné protiplnéni, jehoz dostatecnost
se timto potvrzuje, dohodly takto:

1. S ucinnosti od 13. dubna 2023 se oddil D.
TABULKA ROZPOCTU  “Dvojité
zaslepené obdobi” Ptilohy A Smlouvy —
Rozpocet a rozpis plateb rusi v celém
svém rozsahu a nahrazuje se
nasledujicim znénim:

D. TABULKA ROZPOCTU

DVOJITE ZASLEPENE OBDOBI
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2. Effective as of 13 April 2023 The Budget &
Payment Schedule (Attachment A), section L.
Conditional Procedures (with invoice) of the
Agreement is deleted in its entirety and replaced
as follows:

L. CONDITIONAL PROCEDURES (WITH INVOICE)

2. S acinnosti od 13. dubna 2023 se oddil L.
UKONY PROVADENE DLE POTREBY (NA
ZAKLADE FAKTURY) Prilohy A Smlouvy -
Rozpoéet arozpis plateb rusi v celém svém
rozsahu a nahrazuje se nasledujicim znénim

L. UKONY PROVADENE PODLE POTREBY (NA

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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ZAKLADE FAKTURY)

Nasledujici ndklady na podminénd vysetieni
budou hrazeny pribézné na zakladé piijeti faktury
na Castku uvedenou v tabulce nize zahrmujici
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 ucinnosti od 14. ¢ervence 2023 se oddil

Payment Schedule (Attachment A) section D. D. TABULKA ROZPOCTU “Dvojité

BUDGET TABLE “Double Blind Period” of zaslepené obdobi” Piilohy A Smlouvy -

the Agreement is deleted in its entirety and Rozpoéet a rozpis plateb rusi v celém svém

replaced is hereby amended as follows: rozsahu a nahrazuje se nasledujicim
Znénim:

Double-blind Treatment Perlod(DBTP) Obdobi dVOJIté Zaslepené |ééby (DBTP)

| |
E——
| |
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Double-blind Extension Period-Path 1&2 (DBE
Path 1&2)

Dvojité zaslepené pokraéovani lécby, cesty 1 a
2 (DBE cestala?2)
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4. Final Provisions

Except as provided above, all other terms and
conditions of the Agreement remain unchanged
and in full force and effect.

This Amendment is prepared in the Czech and
English language versions. In case of conflict
between these versions, the Czech language
version shall prevail.

This Amendment is made in four (4) identical
counterparts, of which each Party will receive one.

The estimated value of the financial performance
under the Contract as amended by this Addendum
will be approximately 11 702 925 CZK
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3. ZavéreCna ustanoveni

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

Tento Dodatek je vyhotoven v ¢eském a anglickém
jazykovém znéni. V piipadé rozporu téchto verzi
ma prednost Ceska jazykova verze.

Tento Dodatek je vyhotoven ve Ctyfech (4)
stejnopisech, z nichz kazda Strana obdrzi po
jednom.

Odhadovana hodnota finan¢niho plnéni na zaklade
Smlouvy ve znéni tohoto Dodatku bude pftiblizné
11 702 925Ke.
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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:  22- 22024

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: 22.2.2024

ACKNOWLEDGED AND AGREED BY
Fakultni nemocnice u sv. Anny v Brné

By: Ing. Vlastimil Vajdak

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

Signature:

Date: 26.2.2024

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: 22.2.2024

NA DUKAZ SOUHLASU PRIPOJUJE SVUJ
PODPIS OPRAVNENY ZASTUPCE Merck
Healthcare KGaA

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

Jméno:
Funkce:
Podpis:

Datum: 22.2.2024

NA DUKAZ SOUHLASU PRIPOJUJE SVUJ
PODPIS OPRAVNENY ZASTUPCE Fakultni
nemocnice u sv. Anny v Brné

Jméno: Ing. Vlastimil Vajdak

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

Podpis:

Datum: 26- 2. 2024
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ACKNOWLEDGED AND AGREED BY THE
INVESTIGATOR:

Name: [N

Signature:

Date: 1.3.2024

NA DUKAZ SOUHLASU PRIPOJUJE SVUJ
PODPIS ZKOUSEJICI:

Jméno: [N
Podpis:
Datum: 1.3.2024

12
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