Amendment # 2
to Clinical Trial Agreement

Protocol No. RPC01-3203

Dodatek # 2
ke Smlouvé o klinické studii

Cislo protokolu: RPC01-3203

This amendment (“Amendment”) is made by and
between:

Tento dodatek (dale jen ,,dodatek*) se uzavira

mezi:

Celgene International II Sarl, a limited liability
company organized under the laws of Switzerland,
having its principal office at Rue du Pré-Jorat 14,
2108 Couvet, Switzerland (the “Sponsor”)
represented for the purposes of signing this
Agreement by Power of Attorney PSI CRO Czech
Republic s. r. 0., with offices at V Parku 2343/24,
148 00 Praha 4 - Chodov, Czech Republic, ID No.:
28196775, Tax ID No.: CZ28196775, registered
with Business Register, Municipal Court in Prague,

section C, folio 132148, represented by [ Gz

Celgene International 1l Sarl, spole¢nosti
sruenim omezenym zaloZenou podle pravniho
fadu ngcarska, se sidlem: Rue du Pré-Jorat 14,
2108 Couvet, Svycarsko (dile jen ,zadavatel”)
zastoupend pro ucely uzavieni této smlouvy
spole¢nosti PSI CRO Czech Republic s.r.o., se
sidlem V Parku 2343/24, 148 00 Praha 4 - Chodov,
Ceska republika, IC: 28196775, DIC:
CZ28196775, zapsana v obchodnim rejstitku u

Méstského soudu v Praze, oddil C, vlozka 132148,

zastoupend |

and

Fakultni nemocnice Plzefi (University Hospital
Plzen) with registered offices at Edvarda Benese
1128/13, 305 99 Plzen, Czech Republic, ID No.:
00669806, Tax ID No.: CZ00669806, represented
by Véclav Simanek, MD, Ph.D., the Executive] (the

"Institution™)

Fakultni nemocnice Plzeii se sidlem Edvarda
Benese 1128/13, 305 99 Plzeti, Ceska republika,
IC: 00669806, DIC: CZ00669806, zastoupend
MUDr. Véclavem Simankem, Ph.D., feditelem

(déle jen ,,zdravotnické zaiizeni)

and

Dr. Jana KozZeluhovs, [ GG (e

"Investigator'")

MUDr. Jana Kozeluhovs, || G

(déle jen ,,zkouSejici)

(together the “Parties”™).

(déle jen souhrnné ,,smluvni strany*).

WHEREAS

VZHLEDEM K TOMU, ZE

(i) The Parties entered into a Clinical Trial

Agreement with effective date 1 June 2018

(i) Strany uzaviely Smlouvu o klinické studii

k datu nabyti G¢innosti 1. &ervna 2018
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related to the Study RPC01-3203 (the

“Agreement”);

v souvislosti se Studii RPC01-3203 (dale

jen ,,smlouva‘);

(if) The Parties now wish to amend the
Agreement as per the terms and conditions
of the Amendment due to the Study
Protocol amendment #3 dated on 10 June

2019 which results in
- Change in visit schedule;

- Change in additional

procedure list,

and which will lead to budgetary changes.

(if) Nyni si strany pfteji doplnit smlouvu
v dodatku
v disledku dodatku €. 3 k protokolu studie
ze dne 10. 6. 2019, v jehoz dusledku bude
provedena

dle podminek  uvedenych

- zména rozvrhu navstév;

- zmeéna seznamu dodate¢nych

testll a procedur,

a ktery povede ke zménam v rozpoctu.

The Parties agree as per the following:

Strany se dohodly nésledovné:

1. GENERAL

1. OBECNA USTANOVENI]

1.1 In this Amendment, unless expressly
stated herein, defined terms shall have the

same meaning as in the Agreement.

11 Pokud nebude vyslovné uvedeno jinak
v tomto dodatku, maji pojmy v ném
uvedené stejny vyznam jako ve

smlouve.

by facsimile or captured via portable
document format (.pdf) shall have the

same effect as the physical delivery of the

1.2 The Parties agree to the terms of this 1.2 Strany souhlasi s podminkami tohoto
Amendment and all other terms and dodatku a veskeré ostatni podminky
conditions shall remain in full force and zustavaji v plné platnosti a Géinnosti
effect as per the current terms of the dle aktualnich podminek smlouvy.
Agreement. If there is a conflict between V piipadé rozporu tohoto dodatku a
this Amendment and the Agreement or any smlouvy nebo piedchozich dodatka
earlier amendment, the terms of this jsou uréujici podminky  tohoto
Amendment shall prevail. dodatku.

1.3 This Amendment shall be effective as of the 1.3 Tento dodatek nabyva u¢innosti dnem
date of its publication in the contracts svého uvefejnéni v registru smluv (dale
register (the “Effective Date”). jen ,datum nabyti uéinnosti).

14 Signatures to this Agreement transmitted 1.4 Podpisy tohoto dodatku dorudené

faxem nebo ve formatu pienosnych

(.pdf) maji
jako

dokumentti stejnou

ucéinnost osobné  doruéené
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paper  document  bearing  original

signatures by their duly authorized

representatives as of the Effective Date.

dokumenty v papirovém  formatu

podepsané  tadné opravnénymi

zastupci stran k datu nabyti G¢innosti.

1.5 The Parties agree that the publication of | 1.5 Strany sjednévaji, Ze uvetejnéni tohoto
this Amendment in the contracts register dodatku  vregistru smluv  provede
shall be carried out by the Institution, instituce, a to nejpozdé&ji do 30 dnd od
within 30 days of the conclusion of this uzavieni dodatku, pficemz dodatek bude
Amendment at the latest, and the instituci uvefejnén v souladu s ptilohou #
Amendment shall be published by the 2 zahrnujici obsah tohoto dodatku v
Institution in accordance with Annex # 2 rozsahu  modifikovaném pro Gcely
hereof, which contains the content of this uvefejnéni, tj. vyjma  informaci
Amendment in the form modified for the pfedstavujicich obchodni tajemstvi a
purposes of the publication, i.e. exclusive dalsich informaci, které maji byt =z
of information constituting trade secret and uvefejnéni  vyloufeny v souladu se
other information that should be excluded zakonem o registru smluv. Pokud
from the publication in accordance with zadavatel nebude o uvefejnéni dodatku
the Contracts Register Act. In case the vyrozumén piimo spravcem registru,
Sponsor is not notified about the poskytne instituce zadavateli bez prodleni
publication directly by the contracts potvrzeni o uvefejnéni dodatku v registru
register administrator, the Institution shall smluv prostiednictvim emailu: |||
provide to the Sponsor, without delay, a B piipads, Ze zadavatel neobdrzi
confirmation of the publication of the ve vySe uvedené Ihité potvrzeni o
Amendment in the contracts register uvefejnéni dodatku, strany souhlasi, Ze
through the following email: || dodatek bude nasledn& uvefejndn
I ' case the Sponsor does not zadavatelem, a to v souladu s pfilohou #2.
obtain a confirmation about the publication
of the Amendment within the above
period, the Parties agree that the
Amendment  will  consequently  be
published by the Sponsor, in accordance
with Annex # 2.

1.6 For purposes of publication of this| 1.6 Pro  ugely  uvefejnéni dodatku

Amendment in the contracts register the
Parties represent that the estimated

aggregate financial value provided based

prostfednictvim registru smluv strany
prohlasuji, Zze predpokladané -celkové

finanéni plnéni poskytnuté na zakladé
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on the Agreement as amended by this
Amendment is 37.735,00 Eur.

smlouvy ve znéni tohoto Dodatku je

37.735,00 Eur.

2. AMENDED PROVISIONS

2. DOPLNENA USTANOVENI

2.1 The Parties hereby agree to amend the

Agreement in the following manner:

2.1 Strany se timto dohodly doplnit

smlouvu nasledujicim zptisobem:

payments for all  services
performed under the Agreement
as of its execution shall follow the
Invoicing and Payment process as
described in the new revised
Annex # 1 attached to this

Amendment.

2.1.1  From 01 June 2019, Annex 1lto the 2.1.1 Od 1. 6. 2019 se Priloha # 1 ke
Agreement shall be replaced in its smlouvé  nahrazuje v celém
entirety with the new revised Annex # rozsahu novou  revidovanou
1 attached to this Amendment, with the ptilohou # 1 ptipojenou k tomuto
exception of: dodatku, a to s vyjimkou:

- the changes to section “Screen - zmén provedenych v oddile
Failure” , which shall be deemed ,Neusp&ny screening®, které
effective as of the execution of budou povazovany za uéinné
the Agreement. k datu podpisu smlouvy.

2.1.2 The Parties agree that, unless 2.1.2  Strany se dohodly, Ze, pokud nebude
otherwise explicitly provided in this vtomto dodatku vyslovné uvedeno
Amendment, all services performed jinak, byly veskeré sluzby poskytnuté
under the Agreement before the 01 dle smlouvy pfed 1. 6. 2019
June 2019 shall follow the Annex # 1, poskytovany v souladu s pfilohou # 1,
which was effective on the date when ktera byla G¢inna k datu poskytnuti
the services were performed. sluzeb.

2.1.3 The Parties agree that the 2.1.3  Strany se dohodly, Ze platby za

veskeré sluzby poskytnuté dle
smlouvy od data jejiho podpisu
budou probihat v souladu
s procesem fakturovani a plateb
popsanym v nové revidované
Ptiloze #1 pfipojené k tomuto

Dodatku.

[Remainder of page intentionally left blank —

signature page follows]

[Zbytek strany byl zamémé ponechan prazdny —

nasleduje podpisova strana]
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Executed by the authorized representatives of the
Parties:

Podepséano opravnénymi zastupci smluvnich stran:

SIGNED BY/ PODEPSAL/A PSI CRO CZECH
REPUBLIC S.R.O.

IN THE NAME OF / JMENEM

CELGENE INTERNATIONAL Il SARL

Signed/Podpis:

Name/Jméno: [N

Title/Pozice: by Power of Attorney/na zakladé

plné moci

Date/Datum:

INSTITUTION / ZDRAVOTNICKE ZARIZENI

Signed/Podpis:

Name/Jméno: Vaclav Simanek, MD, Ph.D

Title/Pozice: Managing Director/ jednatel

Date/Datum:

Signed/Podpis:

Name/Jméno: | NS

Title/Pozice: by Power of Attorney/na zakladé

plné moci

Date/Datum:

INVESTIGATOR / ZKOUSEJICi

Signed/Podpis:

Name/Jméno: MUDr. Jana Kozeluhova

Title/Pozice: Principal Investigator

Date/Datum:
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ANNEX 1/ PRILOHA 1

BUDGET AND PAYMENT TERMS & CONDITIONS / ROZPOCET A PLATEBNI
PODMINKY
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