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AMENDMENT #2 TO CLINICAL TRIAL
AGREEMENT

DODATEK &. 2 KE SMLOUVF; O KLINICKEM
HODNOCENI

This Amendment # 2 (“Amendment”) to the
Clinical Trial Agreement, for conduct the study
entitled “A Phase Ill, 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
Safet”Agreement No. KHL/2022/021/Kt
(“Agreement”), dated 7 October 2022, as
amended by Amendment No. 1 dated 17 January
2023, by and between

Fakultni nemocnice u sv. Anny v Brné, having a
place of business at Pekatska 664/53, 60200 Brno,
Czech Republic, Identification number: 00159816,
Tax identification  number;: CZ00159816,
represented by Ing. Vlastimil Vajdak, Director (the
“Institution”); and

B i <Investigator”); and

IQVIA RDS Czech Republics.r.o0., having a place
of business at Pernerova 691/42, 186 00 Praha 8 -
Karlin, Czech Republic, Identification number:
247 68 651, Tax identification number:
CZ24768651, represented by Ing. Eva Falbrova,
Managing Director (“lQVIA”); and

Merck Healthcare KGaA, having aplace of
business at Frankfurter Strale 250, 64293
Darmstadt, Germany, Tax identification number:
DE811850788 (“Sponsor”).

is effective as of its publication in the Register of
Agreements, but the parties agree to be bound by
the rights and obligations arising from this
Amendment as stated in paragraph 1. and 2. below
(hereinafter “Effective Date”).

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

Tento dodatek ¢. 2 (dale jen ,,Dodatek™) ke Smlouvé
0 klinickém hodnoceni, kterou je upraveno provadéni
klinického hodnoceni s nazvem ,Multicentrické,
randomizované, dvojité zaslepené, dvojité matouci,
aktivné kontrolované klinick¢é hodnoceni faze III s
paralelnimi skupinami posuzujici G¢innost a bezpecnost
evobrutinibu v porovnani s teriflunomidem u Gc¢astniki s
relabujici  roztrousenou skleréozou“ ¢. smlouvy
KHL/2022/021/Kt (dale jen ,,Smlouva“) ze dne 7. fijna
2022, ve znéni dodatku ¢. 1 ze dne 17.ledna 2023,
uzaviené mezi

Fakultni nemocnici u sv. Anny v Brné, se sidlem
Pekaiskd 664/53, 602 00 Brno, Ceska republika,
Identifika¢ni cCislo: 00159816, Danové identifikac¢ni
Cislo: CZ00159816, zastoupena Ing. Vlastimilem
Vajdakem, feditelem (,,Zdravotnické zaiizeni*); a

I (.. Zkousejici-); a

IQVIA RDS Czech Republics.r.o., se sidlem Pernerova
691/42, 186 00 Praha 8 — Karlin, Ceskd republika,
Identifika¢ni ¢islo: 247 68 651, Danové identifikaéni
Cislo: CZ24768651, zastoupena Ing. Evou Falbrovou,
jednatelkou (,,IQVIA®); a

Merck Healthcare KGaA, se sidlem Frankfurter Strafle
250, 64293 Darmstadt, Némecko, Danové identifikacni
¢islo: DE811850788 (,,Zadavatel*)

a uzavira se s u¢innosti ode dne uvetejnéni v registru smluv,
avSak smluvni strany si pieji byt Gpravou prav a povinnosti
obsazenou v tomto Dodatku vazany jiz jak je uvedeno

V odstavci 1 a 2 niZe (dale jen ,,Den u¢innosti*).

Vsechny zde pouzivané vyrazy psané s velkym
pocatecnim pismenem, jez nejsou vtomto Dodatku
definovany, maji stejny vyznam jako ve Smlouve.

WHEREAS, Sponsor, IQVIA Institution and
Investigator entered into the Agreement, pursuant
to which the parties agreed that Institution would

VZHLEDEM K TOMU, ZE Zadavatel, IQVIA
Zdravotnické zafizeni a ZkousSejici uzavieli Smlouvu,
V niz se strany dohodly, ze Zdravotnické zatizeni bude
poskytovat sluzby pro nasledujici klinické hodnoceni,
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provide services to the following clinical trial:
sponsored by Merck Healthcare KGaA:

jehoz Zadavatelem je spole¢nost Merck Healthcare
KGaA:

Protocol Number: MS200527_0082

Cislo protokolu: MS200527_0082

Principal Investigator:

LI

Hlavni zkouSejici:

and

a

WHEREAS the parties wish to amend the
Agreement in accordance with Article 18.9. of the
Agreement due to the Protocol version 5.2,
Amendment 4 changes to schedule of activities, to
the re-introduction of the open-label extension
period and to the related Study budget changes.

VZHLEDEM K TOMU, ZE Strany si nyni pieji zménit
Smlouvu v souladu s ¢lankem 18.9. Smlouvy podle zmén
v ptehledu vysetfeni v Protokolu verze 5.2, dodatku ¢. 4
a doplnit obdobi oteviené pokracovaci 1écby
a souvisejici zmeény v rozpoctu Studie a

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

VZHLEDEM K TOMU, ZE Strany si nyni pieji zménit
Smlouvu v souladu s ¢lankem 18.9. Smlouvy podle zmén
v ptehledu vysetieni v Protokolu verze 6.0, dodatku ¢. 5,
aby umoznily zlstat ucastniklim na zaslepeném IMP po
DBPT v obdobi DBE, aby se oddalil ptechod tcastnika
naivnich na lécbu evobrutinib na OLE obdobi

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

NA ZAKLADE TOHOTO se smluvni strany za
nalezit¢  ahodnotné  protiplnéni, jehoz  pfijeti
a dostateCnost  se timto potvrzuje, dohodly na
nasledujicich zménach Smlouvy:

If invoicing has already taken place according to the
previous Amendment No. 1 to the Contract, the
amounts will be paid in addition after signing this
Amendment No. 2 on the basis of the Invoice.

Probé&hla-li jiz fakturace dle Dodatku ¢. 1 ke Smlouvé, budou
¢astky po podpisu tohoto Dodatku ¢. 2 na zaklad¢ faktury
doplaceny.

I. Change of contract from
13.4.2023

I. Zména Smlouvy od 13. 4. 2023

1. With effect from 13 April 2023, the Budget &
Payment Schedule, section D, K and H of
Attachment A is deleted in its entirety and replaced
as follows:

1. S Gt¢innosti od 13. dubna 2023 se Rozpocet a rozpis
plateb, cast D, K a H (Ptiloha A Smlouvy) timto
odstrafiuje a nahrazuje v celém rozsahu takto:

D. Budget Table
Double-blind Treatment Period

D. TABULKA ROZPOCTU
Obdobi dvojité zaslepené 1é¢by
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K. CONDITIONAL PROCEDURES (WITH
INVOICE)

K. UKONY PROVADENE PODLE
POTREBY (NA ZAKLADE FAKTURY)

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.

Nasledujici naklady na podminéné tikony budou hrazeny
ptefakturaci po obdrzeni faktury na ¢astku uvedenou

V nasledujici tabulce (Castka uz zahrnuje rezijni naklady).
Aby mohla byt platba provedena, musi faktura obsahovat
¢islo pacienta a datum tkonu.
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H. PATIENT TRAVEL EXPENSES H. CESTOVNI VYDAJE PACIENTU

I ]
Reimbursement will be made upon receipt of original
invoices and any other appropriate documentation | Uhrada bude provedena po obdrzeni originalnich faktur a
which may be requested by IQVIA. Patients will be | jakékoli dal§i prislusné dokumentace, kterou mize
reimbursed for travel expenses upon payment of the | spole¢nost IQVIA pozadovat. Pacientim budou cestovni
invoice through the Institution’s cashier. vydaje vyplaceny zpétné po Uhradé faktury pres pokladnu
Zdravotnického zafizeni.

I1. Change of contract from 13.7.2023 I1. Zména Smlouvy od 13. 7. 2023
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D, Budget table D. TABULKA ROZPOCTU
Double-blind Treatment Period(DBTP Obdobi dvojité zaslepené 1écby(DBTP)

"2
R T4
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Double-blind Extension Period-Path 1&2 (DBE
Path 1&2)

Dvojité zaslepené pokracovani 1é¢by, cesty 1 a 2 (DBE

K. CONDITIONAL PROCEDURES (WITH
INVOICE)

K. UKONY PROVADENE PODLE POTREBY (NA
ZAKLADE FAKTURY)

Procedure “Blood draw, phlebotomy, routine
venipuncture for collection of specimen(s), complex
for central laboratory (teriflunomide levels if
applicable; serum pregnancy if applicable;
tuberculosis test; ferritin and transferrin saturation;
HIV, HBV and HCV testing; Evobrutinib

Ukon ,,0dbér krve, flebotomie, béZné venepunkce pro
odbér vzorku (vzorkd), komplexni pro centralni laboratof
(koncentrace teriflunomidu, pokud je to relevantni;
téhotensky test ze séra, pokud je to relevantni; test na
tuberkulézu; feritin v séru a saturace transferinu; test na
HIV, HBV a HCV; koncentrace evobrutinibu; biochemie;
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concentration; Biochemistry; Supplemental
Hematology; LFT; Hepatic Panel; Coagulation;
Immunoglobulin levels; Novel liver function
protein/genomic biomarkes); PD substudy samples
if applicable, T, B and NK cell count : Includes
preparation of specimen; Blood Sampling” is
deleted in its entirety and replaced as follows:

hematologie; Dalsi test jaternich funkci; jaterni panel;
koagulace; koncentrace eimunoglobulind; nové proteiny
jaternich funkci / genomické biomarkery); pripadné vzorky
na FD podstudii, pocet T, B a NK bunék: Zahrnuje
pfipravu vzorkt; odbér vzorkd” se maze v celém svém
rozsahu a nahrazuje se nasledujicim znénim:
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I11. Final Provisions

II1. Zavéreéna ustanoveni

Except as provided above, all other terms and
conditions of the Agreement remain unchanged and

in full force and effect.

Svyjimkou vySe uvedeného zUstavaji vSechny dalsi
podminky Smlouvy nezménéné a platné a acinné v plném
rozsahu.
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The Amendment is drawn up in English and in
Czech language versions. In case of any dispute
Czech language version shall prevail.

This Amendment has been executed in 4
counterparts, and aeach party shall obtain one
counterpart.

The contracting parties hereby acknowledge and
confirm that the Institution is required to publish this
Addendum pursuant to Act No. 340/2015 Coll., on
the Register of Contracts

The estimated value of financial payment under the
Agreement, as amended, shall be approximately
CZK 1 656 000.

Tento Dodatek je vyhotoven v anglickém a cCeském
jazykovém znéni. V piipad¢é jakéhokoli rozporu téchto
verzi mit pfednost ceska jazykova verze.

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

Smluvni strany timto berou na védomi a potvrzuji, Ze
Zdravotnické zafizeni je povinno uvetejnit tento Dodatek
podle zékona €. 340/2015 Sb., o registru smluv.

Ptredpoklddana hodnota plnéni dle Smlouvy ve znéni tohoto
Dodatku ¢ini ptiblizné1 656 000K¢.
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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.

NA DUKAZ CEHOZ, byl tento Dodatek podepsan
prostfednictvim fadné provéfenych zastupct stran
k datu Gi¢innosti uvedenému vyse.

ACKNOWLEDGED AND AGREED BY IQVIA RDS
Czech Republic s.r.o., based on the Power of
Attorney

Name:

Title:

Signature:

Date: 22.2.2024

ACKNOWLEDGED AND AGREED BY Merck
Healthcare KgaA

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

Name:

Title:

Signature:

Date: 22.2.2024

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

Name: Ing. Vlastimil Vajdak

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

Signature:

Date: 26.2.2024

Na dudkaz souhlasu pfipojuje svij podpis
opravnény zastupce IQVIA RDS Czech Republic
S.r.o.

Jméno:

Funkce:

Podpis:

Datum: 22.2.2024

Na dikaz souhlasu pfFipojuje svij podpis
opravnény zastupce Merck Healthcare KGaA
Podepsano spolecnosti IQVIA Czech Republic s. .
0., na zakladé pIné moci

Jméno:

Funkce:

Podpis:

22.2.2024

Datum:

Na dudkaz souhlasu pripojuje svij podpis
opravnény zastupce Fakultni nemocnice u sv.
Anny v Brné

Jméno: Ing. Vlastimil Vajdak

Funkce(musi se jednat 0 podpis opravnéného
zastupce Zdravotnického zafizeni): Reditel

Podpis:

Datum: 26. 2. 20241. 3. 202

MerckAlliance Czech Republic_Amendment No. 2 to CTA_14Nov2022

FNUSA/
MS200527_0082_06Apr23

14


uziv
Psací stroj
22.2.2024

uziv
Psací stroj
22.2.2024

uziv
Psací stroj
22.2.2024

uziv
Psací stroj
22.2.2024

uziv
Psací stroj
26.2.2024

uziv
Psací stroj
26.2.20241.3.202


Khl/2022/021/Kt

ACKNOWLEDGED AND AGREED BY THE
INVESTIGATOR:

| 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 Ill, 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”.

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

Name: [N

Signature:

Date: 1.3.2024

Na dukaz souhlasu
Zkousejici:

pfipojuje sv(j podpis

Souhlasim se zvefejnénim svych osobnich udaji
(funkce, jména, kontaktnich udaji a informaci

0 mé odborné kvalifikaci) na webu
www.clinicaltrials.gov ana jinych vefejnych
webech avefejnych portalech pro klinické

dokumenty agentury EMA a dalSich pfislusnych
instituci, které informuji o klinickych
hodnocenich, zkousSejicich a ¢lenech personalu
a o vysledcich klinického hodnoceni spole¢nosti
Merck Healthcare KGaA s nazvem ,,Multicentrické,
randomizované, dvojité zaslepené, dvojité
matouci, aktivné kontrolované klinické hodnoceni
faze Ill s paralelnimi skupinami posuzujici
ucinnost a bezpeénost evobrutinibu v porovnani s
teriflunomidem u uacastniki s  relabujici
roztrousenou sklerézou“.

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

Jméno: [IIEGEGEG

Podpis:

Datum: 1.3.2024

MerckAlliance Czech Republic_Amendment No. 2 to CTA_14Nov2022

FNUSA/
MS200527_0082_06Apr23

15


uziv
Psací stroj
1.3.2024

uziv
Psací stroj
1.3.2024




