DODATEK €. 1 KE SMLOUVE O PROVEDENI KLINICKEHO HODNOCENI
AMENDMENT NO. 1 TO CLINICAL TRIAL AGREEMENT

Klinické hodnoceni: CA045-009

,Randomizovana studie faze Il hodnotici
neoadjuvantni a adjuvantni lé¢bu nivolumabem v
kombinaci s pripravkem NKTR-214 oproti lécbé
samotnym nivolumabem a oproti standardni 1é¢bé u
pacientd s karcinomem mocového méchyre
pronikajicim do svaloviny, ktefi nemohou byt Iéceni
cisplatinou”

uzaviené dne 24. dubna 2020, dale jen ,,smlouva“.

XXX
XXX

XXX

Ceska republika
Datum narozeni: xxx
dale jen ,zkousejici“

A

Fakultni Thomayerova nemocnice

Zastoupend doc. MUDr. Zderikem Benesem, CSc.,
feditelem

Videnriska 800

140 59 Praha 4 - Kr¢

Ceska republika

statni prispévkova organizace zfizena Ministerstvem
zdravotnictvi CR, Uplné znéni zfizovaci listiny €. j.
MZDR 17268-1V/2012, zapsana v obchodnim rejstfiku
u Méstského soudu v Praze, oddil Pr, vl. 1043

ICO: 00064190
DIC: CZ00064190
dale jen ,zhotovitel”

A

Bristol-Myers Squibb International Corporation
Chaussée de la Hulpe 185

1170 Brusel

Belgie

DIC: BEO415033504

dale jen ,zadavatel”,

spolecné dale také jako ,, smluvni strany” a jednotlivé
jako ,,smluvni strana“,

uzaviraji podle § 1746 odst. 2 zakona ¢. 89/2012 Sb.,
obcanského zakoniku, ve znéni pozdéjsich predpisl
tento dodatek (dale jen ,dodatek”) ke smlouvé.

Clinical Trial: CA045-009

“A Phase 3, Randomized, Study of Neoadjuvant and
Adjuvant Nivolumab Plus NKTR-214,Versus Nivolumab
Alone Versus Standard of Care in Participants with
Muscle-Invasive Bladder Cancer (MIBC) Who Are
Cisplatin Ineligible”

Executed on 24 April 2020, hereinafter “Agreement”.

XXX
XXX

XXX

Czech Republic

Date of Birth: xxx
hereinafter “Investigator”

and

Thomayer University Hospital

Represented by doc. MUDr. Zdenék Benes, CSc.,
director

Videriska 800

140 59 Praha 4 - Kr¢

Czech Republic

Government funded organization established by the
Ministry of Health, the full text of the foundation
deed ref. MZDR 17268-1V/2012, registered in the
Commercial Register maintained at the Municipal
Court in Prague, Section Pr, File 1043
Identification No.: 00064190

Tax Identification No.: CZ00064190

hereinafter “Institution”

and

Bristol-Myers Squibb International Corporation
Chaussée de la Hulpe 185

1170 Brussels

Belgium

Tax Identification No.: BEO415033504
hereinafter “Sponsor”,

Hereinafter referred to jointly as “Parties” and
individually as “Party”,

conclude, pursuant to Sec. 1746 (2) of Act No. 89/2012
Coll., Civil Code, as amended, this amendment
(“Amendment”) to the Agreement.



1) Smluvni strany se dohodly na zméné nasledujicich | 1) The Parties have agreed to amend the following
Casti smlouvy, jejichZ plvodni znéni se doplfiuje a parts of the Agreement of the original text which is
nadale zni takto: amendmed, and which shall continue to read as

follows:

a) Art. VL. sec. 3)

3) The course of the Clinical Trial, compliance

a) Cl. VI. odst. 3)
3) Pribéh klinického hodnoceni, dodrZovani

protokolu a zasad spravné klinické praxe a
vysledky klinického hodnoceni mohou byt
kontrolovany také auditory zadavatele, po
pfedchozim upozornéni a v patficné
dohodnutych terminech. Zhotovitel se
zavazuje  umoznit ¢i  zprostredkovat
zadavateli/zastupci  zadavatele  kontrolu
svého zatizeni, externiho pracovisté, lékarny,
kterd je mistem dodani hodnoceného
|éCivého pripravku a pracovistém povéreného
farmaceuta dle ¢l. IV odst. 3 této smlouvy,
pokud zhotovitel dle ¢l. IV odst. 3 této
smlouvy povéfil prislusné kvalifikovaného
zaméstnance zhotovitele nebo smluvné
zajistil prislusné kvalifikovanou osobu jako
¢lena studijniho tymu v pozici farmaceuta, a
kontrolu veskeré dokumentace vztahujici se
ke klinickému hodnoceni. Tim neni dotéeno
pravo kontroly povéfenymi pracovniky
pFislusnych statnich organt CR a zahraniénich
kontrolnich uradd.

b) Pfilohy €. 1 €. IV. pismeno c) odst. (ii)

(i) xxx
XXX
V pripadé, Ze toto vysetfeni/procedura
bude provadéno na externim pracovisti, se
zhotovitel zavazuje xxx
Pribéh a provadéni klinického hodnoceni
budou kontrolovany a sledovdny subjektem
povérenym zadavatelem, kterému
zhotovitel a  zkousejici umozni i
zprostredkuje pristup do prostor, kde je
klinické hodnoceni provadéno, a to véetné
prostor, ve kterych je uloZzena dokumentace
vztahujici se ke klinickému hodnoceni, a
pfistup ke vsem informacim ziskanym v
ramci klinického hodnoceni i k vysledkiim
laboratornich testl a jinym zaznamim o
subjektech  zarazenych do klinického
hodnoceni.
Zhotovitel a zkousejici souhlasi s tim, Ze
umozni inspekci takovych informaci, idajd a
material( opravnénymi zastupci pfislusnych
uradd nebo organ(, a to v mife nezbytné,
jak predepisuji zakony.

with the Protocol and principles of the Good
Clinical Practice and results of the Clinical Trial
may also be audited by auditors of the
Sponsor, upon prior notice and on duly
agreed dates. The Institution undertakes to
allow the Sponsor/representative of the
Sponsor or procure for it/him/her an
opportunity to inspect its facility, external
facility, pharmacy, which is the place of
delivery of the Investigational Medicinal
Product, and the workplace of the authorized
pharmacist pursuant to Article IV (3) hereof,
if the Institution has, pursuant to Article IV (3)
hereof, authorized an adequately qualified
employee of the Institution or arranged for,
on a contractual basis, an adequately
qualified person as a Study Team member
serving as a pharmacist, and to audit all
documents relating to the Clinical Trial. Thus,
the right to carry out an inspection by
authorized employees of the relevant state
authorities of the Czech Republic and foreign
supervisory bodies is not affected.

b) Exhibit 1. Art. IV., letter c) sec. (ii)

(i) xxx
XXX
In case that this examination/procedure will
be performed at an external facility, the
Institution undertakes xxx
The process and conduct of the Clinical Trial
shall be controlled and monitored by an
entity authorized by the Sponsor, to whom
the Institution and the Investigator shall
allow or provide access to the premises
where the Clinical Trial is conducted,
including premises where documentation
related to the Clinical Trial is stored.
Information obtained from the Clinical Trial
as well as the results of laboratory tests and
other records of Clinical Trial Subjects.
The Institution and the Investigator agree to
allow such information as data and
materials to be inspected by authorized
representatives of the Competent
Authorities or bodies, to the extent
necessary as required by law.



Zkousejici se v ramci spravné klinické praxe
zavazuje vést pisemnou evidenci osob,

které povéril provadénim ukolt
podstatnych  pro  pribéh  klinického
hodnoceni.

c) do Prilohy €. 1 €l. IV, pism. c. se doplnuje:
XXX

d) do Pfilohy ¢. 1 €l. IV, pism. c. se doplnuje:
XXX

3) Veskerd ostatni ustanoveni plvodni smlouvy
zUstavaji v platnosti.

4) Smluvni strany se dohodly, Ze tento dodatek
nabyva platnosti dnem podpisu posledni smluvni
stranou a ucinnosti dnem uverejnéni v registru
smluv.

5) Tento dodatek je vyhotoven ve tfech stejnopisech,
kazda smluvni strana obdrzi jedno vyhotoveni.
Tento dodatek je vyhotoven v ¢eském a anglickém
jazyce a v pripadé jakéhokoli sporu je prdvné
zavazné Ceské znéni tohoto dodatku.

6) Smluvni strany prohlasuji, Ze tento dodatek ke
smlouvé je projevem jejich urcité, vainé a
svobodné vile, na dikaz ¢éeho tento dodatek
potvrzuji svymi vlastnoruénimi podpisy.

As part of Good Clinical Practice the
Investigator undertakes to keep written
records of the persons that are authorized
to perform tasks essential for conduct of the
Clinical Trial.

c) Exhibit 1. Art. IV., letter c) is added:
XXX

d) Exhibit 1. Art. IV., letter c) is added:
XXX

3) All other provisions of the Agreement shall remain
in full force and effect.

4) The Parties agreed that this Amendment becomes
valid on the date of its execution by the last Party
and effective upon publishing at the Registry of
Agreements.

5) This Amendment is made in three counterparts,
with each Party receiving one counterpart.
This Amendment is made in Czech and English
languages and, in the event of any dispute, the
Czech language version of this Amendment shall
be legally binding.

6) The Parties represent that this Amendment to the
Agreement expresses their definite, serious and
free will, in witness whereof they attach their
signatures to this Amendment.

V Praze dne / Praha, date

Zkousejici / Investigator:

XXX

V Praze dne / Praha, date

Za zhotovitele / On behalf of Institution:

doc. MUDr. Zdenék Benes, CSc.
feditel/Director

Fakultni Thomayerova
University Hospital

nemocnice/Thomayer

V Praze dne / Praha, date

Za zadavatele / On behalf of Sponsor:

XXX
XXX
Bristol-Myers Squibb International Corporation




