AMENDMENT NO. 1 TO CLINICAL TRIAL

O QUINTILES

DODATEK €. 1 KE SMLOUVE O KLINICKEM

AGREEMENT
By and Among

Quintiles Czech Republic s.r.o. (hereinafter referred
to as ,Quintiles), a company organized and existing
under the laws of the Czech Republic with its with
principal offices located in Radlicka 714, 158 00 Praha
5, identification number 24768651, acting on behalf of
Merck KGaA, a company organized and existing under
the laws of Germany with its registered office at
Frankfurter Str. 250, Darmstadt, Germany, entered into
the B Commercial Registry kept by the Common Court
in Darmstadt under number HRB 6164 (hereinafter
referred to as “Sponsor”) and in Quintiles’ own name;

and

Fakultni nemocnice Olomouc, having a place of
business at I.P.Pavlova 185/6, 779 00 Olomouc, Czech
Republic, Identification number: 000 98 892, Tax
identification number CZ00098892, represented by
Prof. Roman Havlik, M.D., Ph.D., director (“Institution”)

is concluded on the date of execution of this
Amendment No. 1 with the effective date as of its
publication in the Register of Agreements, but applies to
the rights and obligations of the Parties from the
date January 01, 2017 (hereinafter “Effective Date”).

WHEREAS, Sponsor has requested the Institution to
conduct a clinical study entitled “A Phase Il open-label,
multicenter trial of avelumab (MSB0010718C) as a
third-line treatment of unresectable, recurrent, or
metastatic gastric or gastroesophageal junction
adenocarcinoma” (hereinafter referred to as “Study” or
“Clinical Trial”) according to Protocol No. EMR 100070-
008 (the "Protocol);

WHEREAS, Sponsor, Quintiles and Institution entered
into the clinical trial agreement on the October 12, 2016
(the “Agreement”); and

WHEREAS, Sponsor, Quintiles and Institution wish to
amend the Agreement;

HODNOCENI
Mezi

Quintiles Czech Republic s.r.o. (dale jen ,Quintiles®),
spolegnosti zaloZenou a fungujici podle zakont Ceské
republiky s hlavnim sidlem na adrese Radlicka 714, 158
00 Praha 5, ICO 24768651, jednajici jménem
spole€nosti Merck KGaA zalozené a fungujici podle
zakonl Némecka s registrovanym sidlem na adrese
Frankfurter Str. 250, Darmstadt, Némecko, zapsané v
¢asti B Obchodniho rejstfiku vedeného Regionalnim
soudem v Darmstadtu pod ¢. HRB 6164 (dale jen
,zadavatel®) a vlastnim jménem;

a

Fakultni nemocnici Olomouc, se sidlem |.P.Pavlova
185/6, 779 00 Olomouc, Ceska republika, ICO: 000 98
892, DIC: CZ00098892, zastoupenou Prof. MUDr.
Romanem Havlikem, Ph.D., feditelem (,zdravotnické
zafizeni*)

se uzavira ke dni podpisu tohoto Dodatku €. 1, a to s
ucinnosti ode dne zvefejnéni v registru smluv, avdak
upravuje prava a povinnosti Stran vzniklé od 1. ledna
2017 (dale oznagovany jen jako ,Den ucinnosti“).

VZHLEDEM K TOMU, ZE zadavatel pozadal
zdravotnické zafizeni, aby provedlo klinické hodnoceni
nazvané ,,Oteviené multicentrické klinické hodnoceni
faze Il posuzujici avelumab (MSB0010718C) jako
lécbu treti linie neresekovatelného recidivujiciho nebo
metastazujiciho  adenokarcinomu  Zaludku  nebo
gastroezofagealni junkce“ (dale jen ,studie® nebo
.Klinické hodnoceni“) v souladu s Protokolem ¢. EMR
100070-008 (dale oznaCovany jen jako ,protokol®);

VZHLEDEM K TOMU, ZE zadavatel, Quintiles a
zdravotnické zafizeni uzavreli dne 12. fijna 2016 smlouvu
o klinickém hodnoceni (dale oznaCovana jen jako
~Smlouva®); a

VZHLEDEM K TOMU, ZE zadavatel, Quintiles a
zdravotnické zafizeni si pfeji doplnit Smlouvu;
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NOW THEREFORE, for other good and valuable
consideration, the receipt and adequacy of which is
hereby acknowledged, the parties hereto agree as
follows:

1. As of the Effective Date, Attachment A - Budget and
payment

schedule, the

I by

of the Agreement is hereby deleted in its entirety and
replaced with the following:

O QUINTILES

PROTO NYNI, vzhledem k dobré a hodnotné uplatg, jejiz
obdrZeni a dostate¢nost se timto potvrzuji, se smluvni
strany tohoto Dodatku dohodly takto:

1. Ke Dni uginnosti tohoto Dodatku se timto v Pfiloze A
Smlouvy - Rozpolet a platebni pfehled v plném

rozsahu vimazévé tabulka

a nahrazuje se nasledujicim znénim:

All other terms and conditions of the Agreement shall
remain in full force.

2. CONTRACTS REGISTRY

Notwithstanding the foregoing, Institution, Sponsor and
Quintiles hereby acknowledge that this Amendment
shall be published together with the Agreement

VS8echny ostatni podminky Smlouvy zlstavaji v plné
platnosti.

2. REGISTR SMLUV

Bez ohledu na vySe uvedené, zdravotnické zafizeni,
zadavatel a Quintiles timto berou na védomi, Ze tento
Dodatek bude zvefejnén spoleéné se Smlouvou v
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pursuant to Act no. 340/2015 Sb., on Agreements
Register. As and between the Parties, Institution agrees
to publish this Amendment together with the Agreement
pursuant to the foregoing. Any information which
constitutes trade secret of either Party is exempted from
such publication. For the purposes of this Amendment
and the Agreement, such trade secrets include, but are
not limited to, Attachment A - Budget and payment
schedule, minimum enroliment goal, expected number
of Study subjects enrolled, the expected duration of the
Study, Protocol and Certificate of Insurance.
Furthermore, personal data of individuals are also
exempt from such publication, unless they have been
previously published in another public register. The
Institution is obliged to publish this Amendment together
with the Agreement in accordance with the article herein
above. The Institution will inform Quintiles of publishing
this Amendment together with the Agreement in the
Agreements Register by designating the number of
Quintiles’ data box: |JJJJll] to which a notification of
publication in the Agreements register shall be sent.
Should the Institution fail to publish this Amendment
together with the Agreement within 10 working days
from its full execution by all parties, it may be published
by the Sponsor or Quintiles.

The estimated value of financial payment under this
Agreement shall be approximately CZK 94000.

O QUINTILES

souladu se zak. & 340/2015, o registru smluv. Za
zverejnéni dle pfedchozi véty odpovida zdravotnické
zafizeni. Takovémuto zvefejnéni nepodléhaji ty udaje,
které tvofi obchodni tajemstvi nékteré ze smluvnich
stran. Pro ucely tohoto Dodatku a Smlouvy se
obchodnim tajemstvim rozumi zejména Pfiloha A
Smlouvy - Rozpocet a platebni pfehled, minimalni cilovy
poCet zafazeni, oCekavany zafazeny pocet subjektq,
ocekavana délka trvani studie, protokol a osvédceni o
pojisténi. Dale nebudou takovémuto zvefejnéni
podléhat osobni udaje fyzickych osob, ledaze jsou jiz
zvefejnény v jiném vefejné pfistupném registru. Za
zvefejnéni Dodatku a Smlouvy dle pfedchoziho
odstavce odpovida zdravotnické zafizeni. Zdravotnické
zafizeni vyrozumi Quintiles o zvefejnéni Dodatku a
Smlouvy v registru smiuv tak, Ze ve formulafi
pouzivaném ke zvefejnéni smlouvy zada Cislo datové
schranky Quintiles: - na kterou ma byt zaslana
notifikace o uvefejnéni. Neni-li Dodatek spole¢né se
Smlouvou zvefejnén zdravotnickym zafizenim ve Ih{ité
10 pracovnich dni od jeho podpisu v8emi smluvnimi
stranami, jsou k jejich zvefejnéni opravnéni Quintiles Ci
zadavatel.

Pfedpokladana hodnota finanéniho plnéni dle

podminek této Smlouvy &ini pfiblizné 94000 K&.
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IN WITNESS WHEREOF, the parties hereto have caused
this Amendment No. 1 to be executed by their duly
authorized representatives as of the date last signed
below:

Quintiles on behalf of the Sponsor

Signature:
Under a Power of Attorney Quintiles Czech Republic, s.r.o.

Date:

Quintiles

Signature:
Under a Power of Attorney Quintiles Czech Republic, s.r.o.

Date:

Fakultni nemocnice Olomouc

Signature:

Date:

Investigator’s Declaration

l, I
Investigator of this Study, hereby confirm, that | was
informed about this Amendment between the Sponsor,
Quintiles and Fakultni nemocnice Olomouc and | will act
in accordance with obligations listed herein and
designated to the Investigator.

Name: |

Signature:

O QUINTILES

NA DUKAZ CEHOZ nechaly smluvni strany k poslednimu
nize uvedenému datu tento Dodatek €. 1 podepsat svymi
fadné zmocnénymi zastupci:

Quintiles jménem zadavatele

Podpis:
Na zakladé plné moci Quintiles Czech Republic, s.r.o.

Datum:

Quintiles

Podpis:
Na zakladé plné moci Quintiles Czech Republic, s.r.o.

Datum:

Fakultni nemocnice Olomouc

Podpis:

Datum:

Prohlaseni Zkousejiciho

Ja, |
zkouSejici této studie, timto potvrzuji, Ze jsem se
sezndmil stimto Dodatkem uzavienym mezi
zadavatelem, Quintiles a Fakultni nemocnici Olomouc a
budu dodrzovat povinnosti v ném stanovené
zkousejicimu.

sméno: I

Podpis:
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O QUINTILES

Financni pfiloha - nedilna souc¢ast smlouvy
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O QUINTILES
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