AMENDMENT #2
to the Clinical Trial Agreement
CRO - Institution

DODATEK €. 2

ke Smlouvé o klinickém hodnoceni
CRO - Zdravotnické zarizeni

This Amendment #2 (hereinafter called the
“Amendment”) to the Clinical Trial Agreement
(“Agreement”) dated 30 October 2015 shall enter
into force on the date of its execution by all
contractual parties and into effect on the date of
publishing of the amendment in the register of
contracts (the “Effective Date”)

Tento dodatek ¢.2 (dale jen "Dodatek”) ke
Smlouvé o klinickém hodnoceni  (ddle jen
“Smlouva”) ze dne 30. fijna 2015 vstoupi v
platnost dnem podpisu vsemi smluvnimi stranami,
v Uc¢innost pak dnem uverejnéni dodatku v registru
smluv (dale jen “ datum ucinnosti”)

and is made by and between:

a byl uzavren mezi

PAREXEL International Czech Republic s.r.o. with
registered offices at Sokolovska 136, 186 00 Praha
8, Czech Republic, Company Reg. No: 27160360,
VAT No: CZ27160360, acting ob behalf of Janssen-
Cilag International NV, a Belgium corporation with
registered offices at Turnhoutseweg 30, 2340
Beerse, Belgium (Sponsor) and in own name
(hereinafter “Parexel Czech Republic”)

PAREXEL International Czech Republic s.r.o. se
sidlem Sokolovskd 136, 186 00 Praha 8, Ceska
republika, 1€0: 27160360, DIC: CZ27160360,
jednajici  jménem  spolec¢nosti  Janssen-Cilag
International NV, Belgie, se sidlem na adrese
Turnhoutseweg 30, 2340 Beerse, Belgie (Zadavatel)
a vlastnim jménem (dale jen “Parexel Ceska
republika”)

and

PAREXEL International (IRL) Limited (“Parexel IRL"),
with registered offices at 70 Sir John Rogerson’s
Quay, Dublin 2, Ireland, Irish VAT registration No:
IE 3249971HH, acting on behalf of Janssen-Cilag
International NV, a Belgium corporation with
registered offices at Turnhoutseweg 30, 2340
Beerse, Belgium (“Sponsor”) and in own name

PAREXEL International (IRL) Limited (Parexel IRL) se
sidlem Sir John Rogerson’s Quay, Dublin 2, Irsko,
Irské DIC IE 3249971HH, jednajici jménem
Janssen-Cilag International NV, Belgie se sidlem na
adrese Turnhoutseweg 30, 2340 Beerse, Belgie
(Zadavatel) a vlastnim jménem (ddle jen “Parexel
IRL”)

and

a

VSeobecna fakultni nemocnice v  Praze
(“Institution”) located at U Nemocnice 499/2,
128 08 Praha 2, Czech Republic, Registration No:
00064165, VAT No: CZ00064165

Represented by: [

Vseobecna fakultni nemocnice v  Praze
(,Zdravotnické zatizeni“) se sidlem U Nemocnice
499/2, 12808 Praha2, Ceskd republika
IC: 00064165, DIC: CZ00064165

zastoupena: [

Clinical Trial number:
Cislo Protokolu:

Daratumumab
Daratumumab

Study Product:
Studijni IéCivo:

Protocol title:

A Phase 3, Randomized, Controlled, Open-label Study of VELCADE (Bortezomib)
Melphalan-Prednisone (VPM) Compared to Daratumumab in Combination with
VMP (D-VMP), in Subjects with Previously Untreated Multiple Myeloma who
are Ineligible for High-dose Therapy
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Nazev Protokolu:

(VELCADE (bortezomib)-

EUdra CT number:
EUDra CT ¢islo :

2014-002272-88
2014-002272-88

Study Site:
Republic
Centrum:
republika

Randomizovand, kontrolovand, oteviena studie faze Ill srovnavajici

VMP

Melfalan-Prednison) s VMP v kombinaci s

daratumumabem (D-VMP) u pacientl s dosud nelééenym mnohocetnym
myelomem, ktefi nemohou byt |é¢eni vysokodavkovanou terapii

Vseobecna fakultni nemocnice v Praze, U Nemocnice 499/2, 128 00 Praha 2, Czech

Vieobecna fakultni nemocnice v Praze, U Nemocnice 499/2, 128 00 Praha 2, Ceska

Whereas, Sponsor, Parexel Czech Republic and
Institution have executed the Agreement on 30
October 2015 and the Amendment No. 1 to the
Agreement on 04 November 2020.

Vzhledem k tomu, 7e Zadavatel, Parexel Ceska
republika a Zdravotnické zafizeni podepsali dne
30. fijna 2015 Smlouvu a nasledné Dodatek €. 1 ke
Smlouvé dne 4. listopadu 2020 .

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

Vzhledem k tomu, Ze smluvni strany dale vyjadrily
své prani zménit néktera ustanoveni Smlouvy, jak
je uvedeno nize.

Whereas, the Protocol was amended by Protocol
Amendment No. 8 on 2 June 2021 and last
regulatory approval to proceed with this Protocol
Amendment was received on 19 August 2021.

Vzhledem k tomu, Ze protokol byl zménén
dodatkem protokolu €. 8 ze dne 2. ¢ervna 2021 a
posledni  souhlas regulaéniho organu s
provedenim této zmény protokolu byl obdrzen
dne 19. srpna 2021.

Whereas the parties wish to clarify that Parexel
Czech Republic has assigned all of its respective
interests, rights, duties and obligations to Parexel
IRL;

Vzhledem k tomu, Ze smluvni strany souhlasi
stim, Ze spole¢nost Parexel Ceskd republika
postoupila své prislusné zajmy, prava, povinnosti
a zavazky spolecnosti Parexel IRL;

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

A tak, s prihlédnutim ke vzajemnym pfislibdm a
zdvazklm zde uvedenym se smluvni strany
dohodly nasledovné:

Definitions

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

Vyznam pojmu

Pro ucely tohoto Dodatku maji vSechny terminy
psané velkymi pismeny stejny vyznam jako tytéz
terminy uvedené ve Smlouvé, dle jejich definice ve
Smlouvé, pokud neni vyslovné uvedeno jinak.

1. EXHIBIT B “Budget & Payment Schedule”

The parties hereby agree to modify the Exhibit B -
“Budget and Payment Schedule” of the
Agreement with adding the Amendment Fee and
with adding the changes based on Protocol

1. Priloha B “Rozpocet a platebni kalendar”

Strany souhlasi s doplnénim Pfilohy B smlouvy -
“Rozpocet a platebni kalendar” pridanim Poplatku
za uzavieni dodatku smlouvy a déale doplnénim
plateb na zakladé dodatku protokolu €. 8, s tim Ze
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Amendment 8, with those provisions coming into
force on 19 August 2021 as follows:

uvedena ustanoveni nabyvaji platnosti dnem 19.
srpna 2021,
nasledovné:

2. In the section (2) “Other Compensation” of
the EXHIBIT B “Budget and Payment
Schedule” the following provision is added:

Amendment Fee

Non-refundable payment in the amount of for
negotiation and administrative processing of
an amendment to the Agreement will be
made upon execution of such amendment.
Payment to Institution will be made upon
receipt of the corresponding invoice.

2. V ¢lanku (2) “Ostatni odmény” Pfilohy B
smlouvy “Rozpocet a platebni kalendar”
se doplfiuje nasledujici poplatek:

Poplatek za dodatek smlouvy
Jednorazovd nevratna Uhrada ve vysi za
projednani a administrativni zpracovani
dodatku ke Smlouvé bude vyplacena po
uzavieni dodatku. Platba bude provedena
Zdravotnickému zafizeni po obdrzeni
pfislusné faktury.

3. Changes due to the Protocol Amendment 8:

3. Doplnéni vyplyvajici z dadatkd protokolu
8:

Section 2) Other Compensation
additional fee is added into the section 2)
Other Compensation:

m Continuing Treatment Visits After final OS

Bod 2) Ostatni odmény
- se pripocitava dalsi poplatek se
doplnuji do bodu 2) Ostatni odmény:

m Navstévy v ramci  pokracujici lécby po

Analysis for subjects who are benefitting from
daratumumab treatment and continue
treatment via IV after the final OS analysis
clinical cutoff date as performed in accordance
with the Protocol will be reimbursed at a rate
of per visit. This visit is not included in the per
subject fee. Processing of payment will begin
upon receipt of invoice with adequate
supporting documentation in accordance with
Section 4) Payment Terms of the Financial
Exhibit.

zavérecné analyze OS u subjekt(, pro které je
prospésna léc¢ba daratumumabem a pokracuji v
[é€bé s intravendznim podanim po datu
ukonceni a zavérecné analyzy OS provedené v
souladu s Protokolem, budou hrazeny ve vysi za
navstévu. Tato ndvstéva neni zahrnuta v
poplatku za subjekt. Uhrada bude provedena na
zakladé obdriené faktury s podplrnou
dokumentaci v souladu s bodem 4) Platebni
podminky Financni pfilohy.

4. The parties agree that all rights, duties and
obligations of Parexel Czech Republic under the
Agreement have been assigned to Parexel IRL as
from January 13 2017 and accordingly Parexel
Czech Republic shall cease to be a party to the
Agreement and Parexel IRL shall become a party
to the Agreement in its place from such date. All
references to CRO in the Agreement shall be
deemed to mean Parexel IRL as from that date.

4. Smluvni strany se dohodly, Ze veSkera prava,
povinnosti a zdvazky spole¢nosti Parexel Ceska
republika vyplyvajici ze Smlouvy presly na
spole¢nost Parexel IRL ke dni 13. leden 2017, a
proto spoleénost Parexel Ceska republika pFestava
byt smluvni stranou Smlouvy a na jeji misto se od
tohoto data stdva smluvni stranou Parexel IRL.
Veskeré odkazy na CRO ve Smlouvé se od tohoto
data povaZuji za odkazy na Parexel IRL.

5. The address to which notices should be
served for CRO under article 15. Notice of the
Agreement shall be replaced by the following:

TO CRO:

Legal address:

70 Sir John Rogerson's Quay
Dublin 2

4.. Adresa pro dorucovani ozndmeni uréenych pro
CRO podle ¢lanku 15 Oznameni se ufcuje takto:

Pro CRO:

Pravni adresa sidla:

70 Sir John Rogerson's Quay
Dublin 2
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Ireland

Actual address:

One Kilmainham Square
Inchicore Road

Kilmainham

Dublin 8

Ireland

e-mail: notices@parexel.com

Irsko

Dorucovaci adresa:

One Kilmainham Square
Inchicore Road

Kilmainham

Dublin 8

Irsko

e-mail: notices@parexel.com

All above stated provisions shall be effective as
from the Effective Date. Except as specifically
provided herein, all other terms and conditions in
the Agreement shall remain unchanged and in full
force and effect and this Amendment shall not be
construed to amend or waive any provisions of the
Agreement except as specifically set forth above.

Vsechna vySe uvedena ustanoveni nabyvaji
ucinnosti dnem ucinnosti. S vyjimkou vyslovné
uvedenych pfipadd zGstdvaji vSechny ostatni
podminky Smlouvy beze zmény a v plné platnosti
a ucinnosti a tento dodatek nelze vykladat tak, ze
by ménil nebo rusil jakdkoli ustanoveni Smlouvy, s
vyjimkou vyslovné uvedenych pripadd.
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IN WITNESS WHEREOF, the parties hereto have
caused this this Amendment to be executed in
three (3) original copies by their duly authorized
representatives, each party acknowledging
receipt of one original copy.

NA ZAKLADE SOUHLASU SE SHORA UVEDENYM
smluvni strany tento Dodatek podepsaly ve tfech
(3) stejnopisech, prostfednictvim  svych
opravnénych zastupcu, pticemz kazda smluvni
strana potvrzuje prevzeti jednoho stejnopisu.

PAREXEL International (IRL) Limited on behalf of Janssen-Cilag International NV/
PAREXEL International (IRL) Limited jménem spolecnosti Janssen-Cilag International NV

Represented by / Reprezentovano:

Signature / Podpis

Date / Datum

PAREXEL International (IRL) Limited / PAREXEL International (IRL) Limited

Represented by / Reprezentovano:

Signature/ Podpis

Date / Datum

PAREXEL International Czech Republic s.r.o. on behalf of Janssen-Cilag International NV and in own name/
PAREXEL International Czech Republic s.r.o. jménem spolecnosti Janssen-Cilag International NV a jménem

vlastnim

Represented by / Reprezentovano:

Signature / Podpis

Date / Datum

PAREXEL International Czech Republic s.r.o. /
PAREXEL International Czech Republic s.r.o.

Represented by / Reprezentovano:

Date / Datum

Signature / Podpis

V$eobecna fakultni nemocnice v Praze / V$eobecna fakultni nemocnice in Prague

Represented by / Reprezentovano: |G
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Signature / Podpis Date / Datum

Jé,_, Hlavni zkousejici tohoto klinického hodnoceni, timto potvrzuji, ze jsem

se seznamil s Dodatkem uzavienym mezi CRO a VSeobecnou fakultni nemocnici v Praze a budu dodrZovat
povinnosti v ném stanovené Hlavnimu zkousejicicmu.

l, _ Chief Investigator of this clinical study, hereby acknowledge that | have read this
Amendment as entered into by and between the CRO and General University Hospital in Prague
(VSeobecnd fakultni nemocnice v Praze) and that | shall observe all obligations set forth therein for the
Chief Investigator.

Signature Date
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