Ev.¢. 008/0VZ/18/061-P

AMENTMENT # 4 TO THE CLINICAL TRIAL AGREEMENT
PROTOCOL # 54767414MMY3019

DODATEK 4 KE SMLOUVE O KLINICKEM HODNOCENI
PROTOKOL # 54767414MMY3019

This Amendment #4 (“Amendment”) to the Clinical Trial
Agreement (“Agreement”) shall enter into effect on and
effective as of the date of publication into the Register of
Contracts in the Czech Republic (“Effective Date”)

Between

Tento dodatek ¢islo 4 (dodatek) ke smlouvé o klinickém
hodnoceni (,,smlouva“) je Gicinny k datu uverejnéni
v Registru smluv Ceské republiky (,,datum Géinnosti“)

Uzavieny mezi

Janssen - Cilag International N.V.,

with registered offices at: Turnhoutseweg 30, 2340 Beerse,
Belgium

Registration No.: BE0O461607459

Represented by the Power of Attorney by the company
Janssen-Cilag s.r.o.

with registered offices at Walterovo namésti 329/1, 158 00
Praha 5 — Jinonice, Czech Republic

ID No.: 27146928

Tax ID: CZ27146928

Registered in the Commercial Register at the Municipal
Court in Prague, section C, enclosure 99837

Bank details: Citibank Europe plc, Organizational Unit
Account number: 2043060205/2600

Databox: 8jvdhia

(“Janssen )

Janssen - Cilag International N.V.,

se sidlem na adrese: Turnhoutseweg 30, 2340 Beerse, Belgie
Registracni ¢.: BEO461607459

zastoupenou na zakladé plné moci spolecnosti
Janssen-Cilag s.r.o.

se sidlem na adrese Walterovo ndmésti 329/1, 158 00 Praha
5 — Jinonice, Ceska republika

IC: 27146928

DIC: CZ27146928

zapsanou v obchodnim rejstfiku vedeném Méstskym
soudem v Praze, oddil C, vlozka 99837

Bankovni spojeni: Citibank Europe plc, organizaéni slozka
Cislo G&tu: 2043060205/2600

Datova schranka:8jvdhia

(,,spolecnost Janssen”)

and

a

Fakultni nemocnice Ostrava

with registered offices at: 17. listopadu 1790/5, 708 52
Ostrava-Poruba, Czech Republic

Deed of Foundation Ministry of Health from 25 November
1990 No OP-054-25.11.90

In matters of this contract is entitled to act and sign
Associate professor MUDr. Ing. Jakub Cvek, Ph.D., MBA,
Deputy Director of Science, Research and Education

ID No: 00843989

Tax ID: 00843989

Account Name: Fakultni nemocnice Ostrava

Account number: 66332761/0710

IBAN: CZ59 0710 0000 0000 6633 2761

Name of the Bank: Ceska narodni banka

Fakultni nemocnice Ostrava

se sidlem na adrese: 17. listopadu 1790/5, 708 52 Ostrava-
Poruba, Ceska republika

Zfizovaci listina MZ CR ze dne 25. listopadu 1990 &.j. OP-
054-25.11.90

ve vécech této smlouvy je opravnén jednat a podepisovat:
doc. MUDr. Ing. Jakub Cvek, Ph.D., MBA — ndméstek
feditele pro védu, vyzkum a vyuku

IC : 00843989

DIC: 00843989

Nazev Uctu: Fakultni nemocnice Ostrava

Cislo Gétu: 66332761/0710

IBAN: CZ59 0710 0000 0000 6633 2761

Nazev banky: Ceska narodni banka
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Address of the Bank: Na Prikopé 28, 115 03 Praha 1, Czech
Republic

SWIFT: CNBACZPP

Variable symbol: 649071185

(“Institution”)

Adresa banky: Na PFikopé 28, 115 03 Praha 1, Ceskd republika
SWIFT: CNBACZPP

Variabilni symbol: 649071185

(,,poskytovatel”)

and

a

prof. MUDr. Roman Hajek, CSc.

Place of business on Hemato-oncology Clinic of Faculty
Hospital, 17. listopadu 1790/5, 708 52 Ostrava-Poruba,
Czech Republic

(“Principal Investigator”)

prof. MUDr. Roman Hajek, CSc.

s pracovistém na klinice hematoonkologie Fakultni
nemocnice Ostrava, 17. listopadu 1790/5, 708 52 Ostrava-
Poruba, Ceskd republika

(,,hlavni zkousejici“)

(Janssen, Institution and Investigator collectively as the
"Parties", individually a "Party")

(spolecnost Janssen, poskytovatel a hlavni zkousejici, dale
souhrnné jako ,,smluvni strany”, jednotlivé jako ,smluvni
strana“)

Clinical Trial

"A Phase 3 Randomized Study Comparing XXXXXXXXXXXX,
XXXXXXXXXXXXXXX  and  Xxxxxxxxxxxxxxxxx followed by
XXXXXXXXXXXX  XXXXXXXXXXXX, @ XXXXXXX  XXXX  XXXXXXXXXXXX,
XXXXXXXXXXX Directed Against XXXXXXXX VErsus XXXXXXXXXX,
XXXXXXXXXXANA XXXXXXXXXXXXXXXXX followed by XXXXXXXXXXXXX
and xxxxxxxxxxxxxRd) Therapy in Participants with Newly
Diagnosed Multiple Myeloma for Whom Hematopoietic
Stem Cell Transplant is Not Planned as Initial Therapy”

(“Clinical Trial”)

Klinické hodnoceni
klinického

XXXXXXXXXXXXXX,

,Faze 3 hodnoceni porovnavajiciho

XXXXXXX XXXXXXXXXX,
XXOOOXKXKXXXKXXXKAX S XXXXXKXXXXXK,  XXXXXXXXXXXXXX @
XUXXXXXXXXXXXXXXXXX U s dosud

subjektd nelééenym

mnohocCetnym myelomem, u nichz se nepocitd
s transplantaci kmenovych bunék krvetvorby jako s prvni

lé¢bou”

(,,klinické hodnoceni®)

Regulatory Sponsor Janssen -
N.V., with registered

Turnhoutseweg 30, 2340 Beerse, Belgium

Cilag

International offices  at:

Zadavatel Janssen — Cilag International N.V.,

se sidlem na adrese: Turnhoutseweg 30, 2340 Beerse, Belgie

Study Product XXXXXXXXXXXXXX Hodnoceny pfipravek XXXXXXXXXXXXXX
(daratumumab) (daratumumab)

(“Study Product”) (,hodnoceny pfFipravek”)

Protocol : 54767414MMY3019 Protokol 54767414MMY3019
(“Protocol”) (,,protokol”)

EUdraCT number XXXXXXXXXXXXXX Cislo EUdraCT XXXXXXXXXXXXXX

Site of the Clinical Trial :

Pracovisté klinického hodnoceni:
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Hemato-oncology Clinic FNO a LF OU, 17. listopadu 1790/5,
708 52 Ostrava-Poruba, Czech Republic
(“Study Site”)

Klinika hematoonkologie FNO a LF OU, 17. listopadu 1790/5,
708 52 Ostrava-Poruba, Ceska republika

ver s

(,,pracovisté provadéjici hodnoceni*)

Whereas, the Janssen, Institution and Principal Investigator
have executed the Agreement on 8 February 2019 effective
as of the date of publication into the Register of Contracts in
the Czech Republic 8 February 2019.

Vzhledem k tomu, Ze zadavatel, poskytovatel a hlavni
zkousejici uzavreli dne 8. inora 2019 smlouvu U¢innou dnem
jejiho uvefejnéni v registru smluv Ceské republiky 8. inora

Whereas, the parties have further expressed their desire to
amend certain terms of the Agreement, as hereinafter set
forth.

20109.
Vzhledem k tomu, Ze smluvni strany vyjadtily své prani
zménit nékterd ustanoveni smlouvy, jak je uvedeno nize.

Now therefore, in consideration of the mutual covenants set
forth herein, the parties hereto agree as follows:

Proto se smluvni strany, s ohledem na vySe uvedené as
ohledem na vzdjemné dohody a pfisliby uvedené v této
smlouvé, dohodly nasledovné:

1. Definitions

For the purpose of this Amendment all defined terms used
herein shall have the same meaning as set forth in the
Agreement, except as expressly stated otherwise herein.

1. Ustanoveni:

Pro ucely tohoto dodatku budou vsechny definované vyrazy
pouzité vtomto dodatku mit stejny vyznam, jaky je stanoven
ve smlouvé, pokud neni vyslovné uvedeno jinak.

1.1 The Parties agree that the Protocol, including any
subsequent Protocol amendments, is binding on the Parties
and constitutes an integral part of this Agreement. The
Parties have agreed the Protocol shall be available with the
Principal Investigator.

1.1
pfipadnych naslednych zmén protokolu je pro smluvni

Smluvni strany souhlasi stim, Ze protokol vcetné

strany zdvazny a predstavuje nedilnou soucdst tohoto
dodatku. Smluvni strany se dohodly na tom, Ze protokol
bude k dispozici u hlavniho zkousejiciho.

2. Change of the Annex B — Budget & Payment Schedule

XXXXXXXXXXXKEXXXXXXXKXKXXKXEXXXEXXKEXXXXKXXKEXXKXKXXEXXKKXXXXKXXX
XXXXXXXXXXXKEXXXEXXKXKXKEXXXKEXXXEXXKEXXXXEXXKEXXKEXKXXKXKXXXKKXXK
D 0,0,0,0,0,0.0.9.9.0.0.9.9,0.0.9.0.¢.0,0,0.0.9.0,¢.0,9,¢.¢.0.4

2. Zména Prilohy B smlouvy — Rozpocet a harmonogram
plateb

XXXXXXXXXXXXXXXXKXKEXXXXKXKXXKEXXXXKXXXEXXKKXKXXEXXKX XXX XX XXX
XXXXXXXXXEXXXXXXXKXKEXXXXKXKKXXKKXXXEXXXEXKKEXXXXEXXKXXXXKXX XXX
D 0,0,0,0,9.0.0.0.0,0.0.0.9.0.0.0,0.0.0.9,0,0.0,9,0.0.9.0.¢ 0.4

XXXXKXXXXEXXXXXXEXXXKXKEXXXKIEXXKIEXKXXKIEXKKKKEXEXKXKXEXXKXIIKK KHXXXKXXKXEXXXKKXKKXXKEKKXKEEKXXKEXXKXKXEXXKXKEXEXXXKKXXXXXKKK

D 0,0,0,0,0,0.0.0,0,0.0.0,0,0.0,9,0,¢,0,0,0,0,0,0,¢,0,9,¢,0.0.4
XXXXXXXXXEXXXXXXEXXXKXEXEXXXKIEXXKIIXEXKXKIEXKXKKXXXXKKXXXXKKX
D 0,0,0,0,0,0.0.0,0,0.0.0,0,0.0,0,0,¢,0,0,0,0,0,0,¢,0.0,¢,0.0.4

XXXXKXXXXEXXXXXXEXXXKXEXEXXXKIEXEXXKIIXKXXKIEKXXKKXXXXKKXXXXXKKX

XXXXKXXXXEXHXXXXXEXHXXKXEEXKKKIEXXKIEXXKXKIEXKXKEXEXKXKXEXKKXIIKK KHXXXKKXKXEXXXXKXKHXXKEKXKXKEEKXXXEXKXXKXEXKXXKEXEXXXKKXXXXKKK

D 0,0,0,0,0,0.0.0,0,0.0,0,0,0.0,0,0,¢,0,0,0,0,0,0,¢,0,0,¢,0.0.¢

XXXXXXXXXEXXXXXXEXXXKXEXEXXKKIEKXKKEXEXKXKIEHXXXKEXEXKXKXEXKXXIIKK KXXXXEXKXKXEXKXXKXEXHXXKEKKXKEEKXKIEXXXXKXEXXXXIEEXXXKKXXXXKKK

D 0,0,0,0,9,0.0.9.9.0.0.9.9,0.0.9.0.¢.0,0,0.0.0.0,¢.0,9,¢.¢.0.4

XXXXXXXXXKXKXXXXXXXEXXKEXXKKEXXKEXHKXEXEXXKEXXKEXXXXEXXKEXKKXKXKKXK KXXKEXXKXEXXXEXXKXKXXEXKKKX XXX XXKEXXXXXXKEXXKEXXXXKXKEXXKKXXXXKXXXXK
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XXXXXXXXXXXXKXXXXKXXKXXXXXKXXXX
XXXXXXXXXRXKKKXXEXXKXXKXXKKIXKXKKXKKXKIXKXKIXRXKKKIXKKXIXKK KXXIKRXKXKIKXXXKXXKKKKXXXKKKXXKKKIXKKXKIXKXKKXXKXXXKXKXXXKK
XXXXXXXXXXXXKXXXXXXXKXXXXXKXXXX

XXXXXXXXXXXXKXXEXXKXXKXXKXIXKKXKXKKXIIRXKKKIXXKKKIKKXKKRKK KXXXXKXKXXKKXKIXKXKKIXKKKIXKXKKIKKXKKXRXKKKKRXXXKIKXKXXXXKK
XXXXXXXXXXXXKXXXXKXXKXXXXXKXXXX

XXXXXXXXXRXXXKXXEXXKXXKXXKXIXKXXIXKKKIKRXKKKIXXKKKXKKKKKKKK KXXXXKXKXXKKXXXXKXKKIXKKKIKRKKXKIXKKKIXKKKKKRXXXK XXX XXXXKK
XXXXXXXXXXXXXXXXXXXXKXXXXXXKXXXX

XXXXXXXXXXXKKIXXXKKXXXKKIIXKXKKKKXXXKKIXXKKIXXXKKIXKXXKXIKKK KXXIXXKKKXKXXKKKXXKKKKXXKKIKXKXXKKIXKXKKXXKKKKXXXKIXXXXXKKK
XXXXXXXKXXXKXKXXXKXXXXXXXXKXXXKXK

XXXXXXXKXXXKKIXXXKXXKXXKKIIKXXKKKXXXKKIXXKKIXXXKKIKXXKKIKKK KXXIXXXKKXXKKKKXEXKKKKXXKKIXKXXXKIKXKKKKIXKKKKXXXKIXKXXXXXKK
XXXXXXXXXXXXXKXXXKXXXXKXXXKXXXKX

XXXXXXXIXXXKKIXEXXKKXKXXKKXIKXXKKKXKKKIIXXKKIKXXXKKIKXXKKIKKK KXXIXXXKKKXXKKKKXXKKKKXXKKIXKXKKIKXKKKKXXKKKKXXXKIXXXXXXKK
XXXXXXXXXXXXXKXXXKXXXXKKXXKXXXKX

XXXXXXXIXXXKKIXXXKXXKXXKKIIKXXKKIXKXKIIXKKKIKXXKKKIKXKKKIKKK KXXIXXXKKXKXKKKIXXKKKIXXKKIXKXXXKIKXKXKKXKXKKXKXXKKIKXKXXXXKK
XXXXXXXXXXXXXKXXXKXXXXXKXXKXXXKXK

XXXXXXXIXRXXKKIXXXKXXKXKKXIKKKKIXKKKIKXXKKIKXXXKKIKKKKIKKK KXXIXXXXKKXKXKKKKXXKKKIXXKKIXKXKKIKXKXKIIKXKKKKXXXKIKXKXXXXXKK
XXXXXXXXXXXXXKXXXKXXKXXXKXXKXXKXK

XXXXXXXKXXXKXKXXXXKKXXXXKKXXKKKXXXKKKXXKKKXXXKKKXXKXKXKK. KXXIXXXKKKXXXKXKXXKKKKXXKKKXXXKKKXXKXKIXXXKXKXXXXKXXXXXKXKXK
XXXXXXXKXXXKXKXXXXKXXXKXXXXXXKXK

XXXXXXXKXXXKXKXXXXKIXXKXKKXXKKKXXXKKKXXKKKXXXKKKXXKXKXKK. KXXIXXXKKKXXXKXKXXKKKKXXKKIXXXKKKXXXXKKXXKXKXXXXKXXXXXKKXK
XXXXXXXKXXXKXKXXXXKXXXKXXXXKXXKXK

XXXXXXXKXXXKXKXXXKKXXXKXKKXXKKKXXXKKKXXKKKXXXKKKXXXXKKKK KXXKXXXKXKXXKXKXXXKKKXEXKKIXXXKKKXXXKKIXXXKXIKXXXKXXKKXKXK
XXXXXXXKXXXKXKXXXXKXXXKXXXXXXKXK

XXXXXXXKXXXXXKXXXKKIXXKKKKXXKKKXXXKKKXXKKKXXXKKIXXKXKXKK KXXIXXXKKKXXXKXKXXKKKKXXKKIXXXKKIXXXKKKIXXXKXKXXXKKXXXXXKKXK
XXXXXXXKXXXXXKXXXXXXXXKXXXXXXXXK

XXXXXXXKXXXKXKXXXKKXXXKKKIXXKKKXXXKKIXXKKKXXKKKIXXKXKXKK. KXXIXXXKKKXXXKXKXEXKKKKXXKKIXXXKKIXXXKKKIXXKXKXXXKKXXXXXKXK
XXXXXXXXXXXXXKXXXKXXKXXXXXXKXXXKXK

XXXXXXXXXXKXKIXEXXKXXKXXKXIKXKXKXXKKKXIXKKKIXRXKKKIKXKKKIXKK KXKIXKXXKKIKXXKKXEXXKKIXKKKIXXKKKIXKKKXIKXKXKKXXKKXXXXXXXKK
XXXXXXXXXXXXKXXXXKXXKXXXXXXKXXXX

XXXXXXXXXXKKKXXEXXKKXKXXKKIXKXKXXKKKKIXKXKIXXKKKIXKKKIXKK KXXXXXXXKIKXXXKKXKKKKKXXKKKXXKXKIXKXKKIKXKXKKXXKXKXXKXXXXKXK
XXXXXXXXXXKXKKXXXKXXKXXXXXXKXXXX

XXXXXXXXXXKXKXXEXXKKXKXXKXIXKKKXXKKKXIXKKKIXRXKKKIKKXKIXKK KXKIXXXKKXRXXXKKXKXKKXXKKKKXXKKKIXKKKXIKXKXXKXK XXX XXXXKK
XXXXXXXXXXXXKKXXXKXXKXXXXXXKXXXX

XXXXXXXXX
XXXXXXXXXKXKXKXXEXXKKXKXXKXIXKXXKXKKXIKKXKXKIXKXXKKXKKXXXXKX
XXXXXXXXXXXXKKXXXKXXKXXXXXXKXXXX
XXXXXXXKXXXXXKXXXKKXXXKKIXXEXXXIXXXKKIXXKKIXEXXKKK KXXXXXIXXXKKXXXKKIXEXKKKIXXKKIXXKKKXXXKKKXXKKIKXKXKXXXKXXXK
XXXXXXXKXXXXXKXXXKKXXXKXXXXXXKX

XXXXXXXKXXXXXKXXXXXXXXKXXXKXXXKX

XXXXXXXXXXKXXKXXKXXKXXXXXXXEXKXXXEXEXXXKXEXXKXXXXXKXXKXXXXXKK

This Amendment to be executed in three (3) original copies
of which each Contracting Party shall receive one original

copy.

Dodatek je vyhotoven ve trech (3) vyhotovenich, z nichz
kazda ze smluvnich stran obdrzi po jednom (1) vyhotoveni.

This Amendment becomes valid as of the last signature
thereto and effective as of the date of publication in

Dodatek nabyva platnosti dnem podpisu posledni smluvni
stranou a ucinnosti dnem uverejnéni v Registru smluv v
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Agreement Registry in accordance to the Act No. 340/2015
Coll.,, as amended. However, the parties have expressly
agreed that they will follow this amendment retroactively
from the last date of approval of the Protocol Amendment
by SUKL and ethics commissions and subsequent expiry of
the 15-day appeal period - i.e. 9 July 2024 and consider all
their mutual fulfillment provided from this date until the
effective date of this amendment as fulfillment provided
under this amendment.

souladu s pfislusnymi ustanovenimi zakona ¢. 340/2015 Sb.
v platném znéni. Avsak strany se vyslovné dohodly, Ze se
budou timto dodatkem ftidit zpétné od posledniho data
schvaleni Dodatku Protokolu ze strany SUKLu a etickych
komisi a nasledného uplynuti 15 denni odvolaci lhaty — t.j.
9. cervence 2024 a veskera sva vzajemna plnéni poskytnutd

od tohoto data do dne nabyti Ucinnosti tohoto dodatku
povazuji za plnéni poskytnuta podle tohoto dodatku.

Annexes: Prilohy:
Annex A Pfiloha A

On behalf of/ Za spoleénost Janssen - Cilag International N. V.

Signature/ Podpis

Janssen-Cilag s.r.o.,

Represented by Vladimira Filipova, M.D., procurist, GCO Country Head/
zastoupend MUDr. Vladimirou Filipovou prokuristkou, GCO Country Head

Done at Prague date / Podepsano v Praze dne

On behalf of/ Za poskytovatele

Signature/ Podpis

doc. MUDr. Ing. Jakub Cvek, Ph.D., MBA — naméstek reditele pro védu, vyzkum a vyaku

Done at Ostrava date/ Podepsano v Ostravé dne
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On behalf of PI/ Za hlavniho zkousejiciho

Signature/ Podpis
prof. MUDr. Roman Hajek, CSc.

Done at Ostrava date/ Podepsano v Ostravé dne
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