AMENDMENT #1 TO CLINICAL
TRIAL AGREEMENT

This Amendment # 1 (the “Amendment”) to the Clinical
Trial Agreement concluded on the 19 May 2014 (the
“Agreement”) is made by and between:;

e VsSeobecna fakultni nemocnice v Praze, having a
place of business at U Nemocnice 499/2, 128 08
Praha 2, Czech Republic, Identification number;
00064165, Tax identification number: CZ00064165,
represented by Mgr. Dana Juraskova, Ph.D., MBA,
director (the “Institution”), and

o , having a address at - Date of birth:
(the “Investigator”), and

¢ IQVIA RDS Czech Republic, s.r.o., having a place
of business at Pernerova 691/42, 186 00 Prague 8,
Karlin, Czech Republic, Identification number:
24768651, Tax identification number: CZ24768651,
formerly Quintiles Czech Republic, s.r.o. (“IQVIA”),
and

e Merck KGaA, having a place of business at
Frankfurter Str. 250, Darmstadt, Germany, , entered
into the B Commercial Registry kept by the Common
Court in Darmstadt under number HRB 6164
represented by Quintiles (“Sponsor”).

each a “Party” and together the “Parties”.

This Amendment is effective as of its publication in the
Register of Agreements, but the Parties followed the
changes set in this Amendment from the date 01 Jan
2016.

All capitalized terms used but not otherwise defined in
this Amendment shall have the meaning set forth in the
Agreement.

WHEREAS Institution, Investigator, IQVIA and Sponsor
entered into the Agreement, pursuant to which the
Parties agreed that Institution and Investigator would
conduct the following clinical trial sponsored by Merck
KGaA:

Protocol Number: EMR100070-001

Title: A Phase |, open-label, multiple ascending dose
trial to investigate the safety, tolerability,
pharmacokinetics, biological and clinical activity of
MSB0010718C in subjects with metastatic or locally
advanced solid tumors and expansion to selected
indications.

DODATEK €. 1 KE SMLOUVE O
KLINICKEM HODNOCENI

Tento Dodatek €. 1 (,Dodatek”) ke Smlouvé o klinickém
hodnoceni uzaviené dne 19. 05. 2014 (“Smlouva”) se
uzavira mezi nasledujicimi stranami:

o VsSeobecna fakultni nemocnice v Praze, se sidlem U
Nemocnice 499/2, 128 08 Praha 2, Ceska republika,
Identifikaéni Cislo 000 64 165, Dariové identifikacni
Cislo: CzZ00064165, =zastoupena Mgr. Danou
Juraskovou, Ph.D., MBA, feditelkou (“Zdravotnické
zarizeni’), a

, s adresou [ Jatum narozeni:
(“Zkousejici’), a

¢ IQVIA RDS Czech Republic, s.r.o., se sidlem
Pernerova 691/42, PSC 186 00, Praha 8, Karlin, Ceska
republika, Identifikacni ¢&islo: 24768651, Dariové
identifikacni ¢islo: CZ24768651, dfive Quintiles Czech
Republic, s.r.o. (IQVIA”), a

e Merck KGaA, se sidlem Frankfurter Str. 250,
Darmstadt, Némecko, zapsany v ¢asti B Obchodniho
rejstfiku vedeného Regionalnim soudem v Darmstadtu
pod €. HRB 6164, zastoupeny Quintiles (“Zadavatel”)

kazda samostatné jako “Strana” a spole¢né jako “Strany”.

Tento dodatek nabyva ucinnosti dnem uvefejnéni
vregistru smluv, ale Strany se vtomto Dodatku
upravovanymi zménami Fidily jiz od 01.01.2016.

Veskera slova s prvnim velkym pismenem pouZzita v tomto
Dodatku, ktera zde nejsou definovana jinak, maji stejny
vyznam jako ve Smlouvé.

VZHLEDEM K TOMU, Zze Zdravotnické zafizeni,
ZkouSejici, IQVIA a Zadavatel uzavieli Smlouvu, podle
které se Strany dohodly, Ze Zdravotnické zafizeni a
ZkousSejici budou provadét nasledujici klinické hodnoceni
Zadavatele spole¢nosti Merck KGaA:

Cislo protokolu: EMR100070-001

Nazev: Ofevrené klinické hodnoceni I. faze s opakovanym
zvySovanim davky ke zhodnoceni  bezpecnosti,
snasenlivosti, farmakokinetiky, biologické a klinické
aktivity MSB00107 18C u pacienti s metastazujicimi nebo
lokéalné pokrocilymi solidnimi tumory a s rozsSifenim o
vybrané indikace.
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Principal Investigator: | l.; and Hlavni zkousejici: | ; 2

WHEREAS, the Parties wish to amend the Agreement; VZHLEDEM K TOMU, ze Strany si pfeji zménit Smlouvu;

NOW THEREFORE, for good and valuable NYNi, Z TOHOTO DUVODU, za odpovidajici protipinéni,
consideration, the receipt and sufficiency of which is jehoz pfijeti a dostate¢na vySe jsou timto potvrzeny,
hereby acknowledged, the Parties agree as follows: smluvni Strany timto sjednavaji nasleduijici:

1. As of the Effective Date, Attachment A - Budget and 1. Ke Dni U&innosti tohoto Dodatku se timto v Pfiloze A
payment schedule, the ‘|l ~ of the Agreement  Smlouvy - Rozpoget a platebni prehled v plném rozsahu
is hereby deleted in its entirety and replaced with the  vymazava |, “ a nahrazuje se nasledujicim
following: znénim:
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2. As of the Effective Date, Attachment A - Budget and
payment schedule, the ‘|l of the Agreement is
hereby amended to add the following invoiceable item at
the bottom of the list :

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

Sponsor will reimburse the Institution the amount of CZK
5.000 which is used to cover the administrative tasks
associated with the closure of this Amendment No. 3. This
amount is payable based on the invoice issued by the
Institution after the conclusion of this amendment, within
30 days from its date of issue by Institution.

3. CONTRACTS REGISTRY

Notwithstanding the foregoing, Institution, Sponsor and
IQVIA hereby acknowledge that this Amendment shall be
published together with the Agreement pursuant to Act
no. 340/2015 Coll., on Agreements Register. As and
between the Parties, Instituion 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 enrollment
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
Parties have agreed that the Institution will publish the
machine-readable versions of this Amendment and the
Agreement prepared by IQVIA sent to the Institution, to
the following email address: || 'QVviA will
prepared the versions intended for publication before the
signature of this Amendment at the latest. Should IQVIA
fail to provide the version intended for publication as
specified above, the Institution will publish the
Amendment as is. The Instituion will inform IQVIA of
publishing this Amendment together with the Agreement

in the Agreements Register by designating the following
email address: i as the email address to which a

2. Ke Dni uginnosti tohoto Dodatku se timto na zavér
seznamu

I ' Friloze A Smiouvy - Rozpodet a
platebni prehled, doplfiuje nasleduijici h:

VSechny ostatni podminky Smlouvy zUstavaji v piné
platnosti.

Zadavatel uhradi Zdravotnickému zafizeni Castku ve vysi
5.000 K&, ktera slouzi k pokryti administrativnich ukon(
spojenych s uzavienim tohoto dodatku &. 1. Tato ¢astka je
splathna na zakladé faktury vystavené Zdravotnickym
zafizenim po uzavfeni tohoto dodatku, a to ve lhaté 30 dn(
ode dne vystaveni faktury Zdravotnickym zafizenim.

3. REGISTR SMLUV

Bez ohledu na vySe uvedené, Zdravotnické zafizeni,
Zadavatel a IQVIA timto berou na védomi, ze tento
Dodatek bude uverejnén spole¢né se Smlouvou v souladu
se zak. €. 340/2015, o registru smluv. Za zvefejnéni dle
pfedchozi véty odpovida Zdravotnické zafizeni.
Takovémuto zvefejnéni nepodléhaji ty udaje, které tvofri
obchodni tajemstvi nékteré ze smluvnich stran. Pro ucely
tohoto Dodatku a Smlouvy se obchodnim tajemstvim
rozumi zejména P¥iloha A Smlouvy - Rozpocet a platebni
pfehled, minimalni cilovy poc€et zafazeni, olekavany
zafazeny pocCet subjektl, oCekavana délka trvani studie,
protokol a osvédCeni o pojisténi. Dale nebudou
takovémuto uvefejnéni podiéhat osobni udaje fyzickych
osob, ledaze jsou jiz zvefejnény v jiném vefejné
pfistupném registru. Smluvni strany se dohodly, zZe
Zdravotnické zafizeni uverfejni verzi Dodatku a Smlouvy,
které mu za timto uCelem pfipravi a poskytne IQVIA
nejpozdéji v den podpisu tohoto Dodatku, a to v strojové
Citelném formatu v elektronické podobé zaslanim na
emailovou adresu Pokud IQVIA danou
povinnost nesplini, je Zdravotnické zafizeni opravnéno
uverejnit smlouvu samo. Zdravotnické zafizeni vyrozumi
IQVIA o uvefejnéni Dodatku a Smlouvy v registru smiuv
tak, ze ve formulafi pouzivaném k uvefejnéni smlouvy
zada adresu ijako emailovou adresu, na kterou
ma byt zaslana notifikace o uvefejnéni. Neni-li Dodatek
spole€né se Smlouvou uvefejnén Zdravotnickym
zafizenim ve lhuté 5 pracovnich dni od jeho podpisu v§emi
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notification of publication in the Agreements register shall smluvnimi stranami, jsou k jejich uvefejnéni opravnéni
be sent. Should the Instituion fail to publish this IQVIA &i Zadavatel.

Amendment together with the Agreement within 5

working days from its full execution by all parties, it may

be published by the Sponsor or IQVIA.

The estimated value of financial payment under this Pfedpokladana hodnota finan¢niho plnéni dle podminek
Agreement shall be approximately CZK 277 960,-. této Smlouvy Cini pfiblizné 277 960,- K&.
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IN WITNESS WHEREOF, the Parties hereto have
caused this Amendment to be executed by their duly
authorized representatives as of the Effective date first
set forth above.

ACKNOWLEDGED AND AGREED BY IQVIA RDS
Czech Republic, s.r.o.,

Name:

Title:

Signature:

Date:

ACKNOWLEDGED AND AGREED BY VsSeobecna
fakultni nemocnice v Praze:

By: Mgr. Dana Juraskova, Ph.D., MBA

Title (must be authorized to sign on Institution's behalf):
director

Signature:

Date:

ACKNOWLEDGED
INVESTIGATOR:

Name: NN

Signature:

AND AGREED BY THE

Date:

NA DUKAZ TOHO smluvni Strany uzaviely tento Dodatek
prostfednictvim svych fadné opravnénych zastupcu
k Datu ucinnosti, jak je uvedeno vyse.

Na dlikaz souhlasu pfipojuje svtj podpis opravnény
zastupce
IQVIA RDS Czech Republic, s.r.o.,

Jméno:

Funkce:

Podpis:

Datum:

Na dlikaz souhlasu pfipojuje svilj podpis opravnény
zastupce VSeobecné fakultni nemocnice v Praze

Jméno: Mgr. Dana Juraskova, Ph.D., MBA

Funkce (musi se jednat o podpis opravnéného zastupce
Zdravotnického zafizeni): reditel nemocnice

Podpis:

Datum:

Na dikaz souhlasu pfipojuje svij podpis Zkousejici:

Jméno: [IIEGEGIEG

Podpis:

Datum:
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ACKNOWLEDGED AND AGREED BY Na dakaz souhlasu pfipojuje sviij podpis opravnény

Merck KGaA zastupce Merck KGaA

Signed by IQVIA RDS Czech Republic, s.r.o., under a Podepsano spolec¢nosti IQVIA RDS Czech Republic,
Power of Attorney, for and on behalf of Merck KGaA: s.r.0., na zakladé piné moci v zastoupeni Merck KGaA:
By: Jméno:

Name: Funkce:

Title: Podpis:

Date: Datum:
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