AMENDMENT NO. 1 TO CLINICAL TRIAL
AGREEMENT

This Amendment No. 1 to Clinical Trial Agreement
(“Amendment No. 17) is between:

Vseobecna fakultni nemocnice v Praze, having a place
of business at U Nemocnice 499/2, 128 08 Prague 2, Czech
Republic, Identification number: 000 64 165, Tax
Identification number: CZ00064165, represented by Mgr.
Dana Juraskova, Ph.D., MBA, director (the “Institution”),
and

B heving

“Investigator”), and

an address (the

IQVIA RDS Czech Republic s.r.o., (formerly Quintiles
Czech Republic, s.r.o.) having a place of business at
Pernerova 691/42, zip code 186 00 Prague, Karlin, Czech
Republic, Identification number: 247 68 651, Tax
identification number: CZ247 68 651, represented by
Alasdair MacDonald, Managing Director (“IQVIA”), and

Astra Zeneca AB, having a place of business at 151 85
Sodertdlje, Sweden, SE-151 85, Identification number:
556011-7482, Tax identification number:
SE556011748201 (“Sponsor”)

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

and is effective as of the date of publication in the Register
of Agreements but applies to the rights and obligations of
the Parties from the date 01 April 2017.

WITNESSETH:

WHEREAS, IQVIA, Institution, Investigator and
Sponsor are parties to clinical trial agreement entitled “A
Phase 1ll, Open-label, Randomised, Multi-centre,
International Study of MEDI4736, Given as Monotherapy
or in Combination with Tremelimumab, Determined by
PD-L1 Expression, Versus Standard of Care in Patients
with Locally Advanced or Metastatic Non-Small Cell Lung
Cancer (Stage I11B -1V) who Have Received at Least Two
Prior Systemic Treatment Regimens Including One
Platinum -based Chemotherapy Regimen and Do Not
Have Known EGFR TK Activating Mutations or ALK
Rearrangements (ARCTIC)”, the Protocol number
D4191C00004, effective as of 16 February 2016 (the
“Agreement”), and the Parties desire to amend such
Agreement;

DODATEK C. 1 KE SMLOUVE O KLINICKEM
HODNOCENI

Tento Dodatek ¢. 1 ke Smlouvé o klinickém hodnoceni
(,,Dodatek €. 1°) se uzavira mezi:

VSeobecnou fakultni nemocnici v Praze, se sidlem na
adrese U Nemocnice 499/2, 128 08 Praha 2, Ceska
republika, IC: 000 64165, DIC: CZ00064165,
zastoupenou Mgr. Danou Juraskovou, Ph.D., MBA,
teditelkou (“Zdravotnické zatizeni”), a

I s ocresou I (Zkousejici”), a

Spolecnosti IQVIA RDS Czech Republic s.r.o. (diive
Quintiles Czech Republic, s.r.0.), se sidlem Pernerova
691/42, PSC 186 00 Praha, Karlin, Ceska republika, IC:
247 68 651, Danové identifikacni ¢islo: CZ24768651,
zastoupenou Alasdairem MacDonaldem, jednatelem
(“IQVIA”), a

Spolecnosti Astra Zeneca AB, se sidlem 151 85
Sodertilje, Svédsko, SE-151 85, Identifika¢ni &islo:
556011-7482, Danové identifikaéni ¢islo:
SE556011748201 (“Zadavatel”)

kazda samostatn¢ jako “Strana” a spoletné jako
“Strany”,

a je ucinny k datu uvetejnéni v registru smluv, av§ak
upravuje prava a povinnosti Stran vzniklé od 01. dubna
2017.

TIMTO SE POTVRZUJE:

VZHLEDEM K TOMU, ze IQVIA, Zdravotnické
zafizeni, ZkouSejici a Zadavatel jsou smluvnimi
stranami smlouvy o klinickém hodnoceni s nazvem
“Otevrené randomizované multicentrické mezinarodni
klinické hodnoceni faze IlI, hodnotici pripravek
MEDI4736 podavany v monoterapii nebo v kombinaci
s tremelimumabem, podle exprese PD-L1, v porovndni
se standardni lécbou u pacientii s mistné pokrocilym
nebo metastazujicim nemalobunécénym karcinomem
dva rezimy systémove lécby, vietné jednoho cyklu
chemoterapie na bazi platiny, a u nichz nebyla zjistena
aktivujici mutace TK EGFR nebo translokace genu
ALK (ARCTIC)”, protokol ¢islo D4191C00004,
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NOW THEREFORE, in consideration of the mutual
promises and covenants set forth herein, and other good
and valuable consideration, the receipt and sufficiency of
which is hereby acknowledged, the parties hereby agree to
amend the Agreement as follows:

The Attachment A “_” of the Agreement is
hereby amended as follows:

1. The Budget table ‘|l in the Attachment A
of the Agreement is hereby deleted and replaced as
follows:

uzaviené k 16. tnoru 2016 (dale jen ,,Smlouva”) a
Strany si preji zménit tuto Smlouvu,

NYNi, Z TOHOTO DUVODU, po zvaZeni
vzajemnych zévazkl uvedenych v této Smlouveé a
dalSich tadnych a hodnotnych protiplnéni, jejichz
prijeti a dostateCnost je timto potvrzena, se strany
dohodly na zméné Smlouvy takto:

piiloha A “|| [ IEGN Smlouvy se timto méni
nasledovné:

1. Rozpoctova tabulka “_“ v Priloze A
Smlouvy se timto rusi a nahrazuje nasledujicim
znénim:
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Administrative fee in the amount of CZK 5,000.00 for
negotiation and processing of the Amendment No. 1.

All terms and conditions of the Agreement not expressly
amended by this Amendment No. 1 remain in full force
and effect.

2. CONTRACT REGISTRY

Institution, Sponsor and IQVIA hereby acknowledge that
this Amendment No. 1 will be published together with the
Agreement in the Agreements Register pursuant to Act no.
340/2015 Sb., on Agreements Register. As and between
the Parties, Institution agrees to publish the Amendment
No. 1 and the Agreement pursuant to the foregoing. Any
information which constitutes trade secret of either Party
is exempted from such publication. For the purposes of the
Agreement and the Amendment No. 1, trade secrets
include, but are not limited to, Attachment A to the
Agreement — Budget and payment schedule, minimum
enrollment goal, expected number of Study subjects
enrolled and the expected duration of the Study.
Furthermore, personal data of individuals are also
exempted from such publication, unless they have been
previously published in another public register. The
Parties agreed that the Institution will publish a version of
the Amendment No. 1 and the Agreement prepared and
provided by IQVIA no later than by the date of signature
of this Amendment No. 1, in a machine-readable format in
electronic form sent to e-mail address || R 't
IQVIA fails to fulfill this obligation, the Institution is
entitled to publish this Amendment No. 1 and the
Agreement itself. The Institution will inform IQVIA of
publishing the Amendment No. 1 together with the
Agreement by designating the following email address:
h as the email address to which a notification of
publication in the Agreements register shall be sent.
Should the Institution fail to publish this Amendment No.
1 together with the Agreement within 5 working days from
its full execution, it may be published by the IQVIA or
Sponsor.

The estimated value of financial payment under the
Agreement, as amended, shall be approximately CZK 743
313.

Administrativni poplatek 5,000.00,- K¢ za projednani
a zpracovani Dodatku ¢. 1 ke Smlouvé.

Vsechny podminky Smlouvy, které nebudou vyslovné
upraveny timto Dodatkem ¢. 1, zlstavaji v plném
rozsahu platné a u¢inné.

2. REGISTR SMLUV

Zdravotnické zafizeni, Zadavatel a IQVIA timto berou
na védomi, ze tento Dodatek ¢. 1 bude uvefejnén
spole¢né se Smlouvou v souladu se zak. ¢. 340/2015, o
registru smluv. Za uvefejnéni dle predchozi véty
odpovida  Zdravotnické  zafizeni. = Takovémuto
uvetejnéni nepodléhaji ty udaje, které tvoii obchodni
tajemstvi nékteré ze smluvnich stran. Pro ucely tohoto
Dodatku ¢. 1 a Smlouvy se obchodnim tajemstvim
rozumi zejména Piiloha A Smlouvy - Rozpocet a
platebni piehled, minimalni cilovy pocet zafazeni,
ocekavany zafazeny pocet subjektli a oCekavana délka
trvani Studie. Dale nebudou takovémuto uUverejnéni
podléhat osobni udaje fyzickych osob, ledaze jsou jiz
zvetejnény v jiném vefejn¢ pristupném registru.
Smluvni strany se dohodly, ze Zdravotnické zatizeni
uvefejni verzi Dodatku €. 1 a Smlouvy, které mu za
timto ucelem ptipravi a poskytne IQVIA nejpozdéji v
den podpisu tohoto Dodatku ¢. 1, a to v strojové
Citelném formatu v elektronické podobé zaslanim na
emailovou adresu [l Pokud 1QVIA danou
povinnost nesplni, je Zdravotnické zafizeni opravnéno
uvefejnit tento Dodatek ¢. 1 a Smlouvu samo.
Zdravotnické zatfizeni vyrozumi IQVIA 0 uvefejnéni
Dodatku €. 1 spole¢né se Smlouvou tak, ze ve formulafi

ouzivaném ke zvefejnéni smlouvy zadd adresu
h jako emailovou adresu, na kterou ma byt
zaslana notifikace o uvefejnéni. Neni-li Dodatek ¢. 1
spoleén¢ se Smlouvou uvefejnén Zdravotnickym
zafizenim ve lhut¢ 5 pracovnich dni od podpisu
Dodatku ¢. 1 vSemi smluvnimi stranami, jsou k jeho
uvetejnéni opravnéni Zadavatel ¢i IQVIA.

Piedpokladand hodnota finan¢niho plnéni dle Smlouvy
ve znéni Dodatku €. 1 ¢ini ptiblizné 743 313 K¢.
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IN WITNESS WHEREOF, this Amendment No. 1 has NA DUKAZ TOHO byl tento Dodatek ¢. 1 uzavien
been executed by the parties hereto through their duly smluvnimi stranami  prostiednictvim  jejich
authorized officers on the date(s) set forth below. opravnénych zastupct k datu (datim) uvedenym nize.
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ACKNQWLEDGED AND AQREED BY IQYIA RDS Czech R,eputzlic,,s.r.p.
/ NA DUKAZ SOUHLASU PRIPOJUJE SVUJ PODPIS OPRAVNENY ZASTUPCE
IQVIA RDS Czech Republic, s.r.o.

By/ Jméno:

Titel/ Funkce:

Signature/ Podpis:

Date/ Datum:

ACKNOWLEDGED AND AGREED BY Vseobecna fakultni nemocnice v Praze: / NA DUKAZ
SOUHLASU PRIPOJUJE SVUJ PODPIS OPRAVNENY ZASTUPCE Vseobecné fakultni nemocnice

v Praze:

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

Title/ Funkce: Director / Reditelka
(must be authorized to sign on Institution's behalf)/(musi se jednat o podpis opravnéného
zastupce Zdravotnického zafizeni):

Signature/ Podpis:

Date/ Datum:

ACKNOWLEDGED AND AGREED BY THE INVESTIGATOR/ Na diikaz souhlasu pripojuje sviij
podpis ZkouSejici:

Name/ Jméno: ]

Signature/ Podpis:

Date/ Datum:

Signed by IQVIA RDS Czech Republic, s.r.o., under a Power of Attorney dated 4 August 2014, in the name
of Astra Zeneca/ Podepsano IQVIA RDS Czech Republic, s.r.0., na zakladé Plné moci vystavené dne 4.
srpna 2014, jménem Astra Zeneca

Name/ Jméno:

Title/ Funkce:

Signature/ Podpis:

Date/ Datum:
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