ADDENDUM No. 1

to the Clinical Trial Agreement between Pfizer spol.s
r.o and Masarykuv onkologicky ustav and, dated 31
May 2012 (“Agreement”).

This addendum is made between:

PAREXEL International Czech Republic s.r.o,
Se sidlem Sokolovska 651/136 a

186 00 Praha 8

Czech Republic

Iden.number: 27160360

Tax Iden.number: CZ27160360

Represented by, pursuant to a power of attorney

(,PAREXEL*)
and

Masarykuv onkologicky ustav
Sited at Zluty kopec 9

656 53 Brno

Czech Republic

VAT ID: CZ00209805

ID: 00209805

(“Institution™)

And

(“Investigator™)

PAREXEL, Institution and Investigator may each be
referred to herein as “party” and collectively “the
parties”

WHEREAS:

@ Pfizer Inc, a Delaware corporation with a
place of business at 235 East 42nd Street, New York,
NY 10017 (“Pfizer”), being the sponsor of the clinical
trial as defined below in Czech Republic, represents
that PAREXEL International LLC together with
PAREXEL International Czech Republic s.r.o. has
been appointed to undertake clinical trial services for
the study.

(2) Pfizer is in the business of innovating, and
developing pharmaceutical products;

DODATEK €. 1

ke smlouvé o klinickém hodnoceni uzaviené mezi
Pfizer spol. s r. 0., a Masarykovym onkologickym
ustavem a dne 31. kvétna 2012 (dale jen Dodatek).

Tento dodatek se uzavira mezi:

PAREXEL International Czech Republic s.r.o.,
Se sidlem Sokolovska 651/136 a

186 00 Praha 8

Ceska republika

IC: 27160360

DIC: CZ27160360

Zastoupena, na zaklad¢ plné moci

(,PAREXEL%)
a

Masarykuv onkologicky ustav
se sidlem Zluty kopec 9

656 53 Brno

Ceska republika

DIC: CZ00209805

I1CO: 00209805

(,,Poskytovatel zdravotnich sluzeb*)

a

(»,Hlavni zkouSejici)

PAREXEL , Poskytovatel zdravotnich sluzeb a
Hlavni zkousejici mohou byt zde samostatné
uvedeny jako ,,Strana® nebo spole¢né jako ,,Strany*

PRICEMZ:

(1) Pfizer Inc, spolecnost zalozend ve staté
Delaware se sidlem 235 East 42nd Street, New York,
NY 10017 (,,Pfizer), ktera je zadavatelem nize
definovaného klinického hodnoceni v Ceské republice,
prohlasuje, ze spolecnost PAREXEL International
LLC spolecné se spolecnosti PAREXEL International

Czech Republic s.r.o. byla povéfena poskytovanim
sluzeb provadéni klinickych zkousek pro studii.

2 Spolecnost Pfizer se zabyva inovaci a
vyvojem farmaceutickych produkti;

3 PAREXEL zajistuje a provadi studii pod
3) PAREXEL is arranging and administering a | nazvem: Jednoramenné, oteviené, mezinarodni,
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study entitled: A single-arm open-label international
multi-center study of the efficacy and safety of
sunitinib malate (SU011248, Sutent®) in patients
with progressive advanced metastatic
well-differentiated unresectable pancreatic
neuroendocrine tumors (“the Study”), Protocol No:
A6181202 (“the Protocol”) to clinically evaluate
Sunitinib (“the Study Drug”).

(4) The Agreement was assigned by Pfizer spol.s r.o
to PAREXEL per Assignment effective 2 September
2014.

(5) The parties are jointly willing to amend the
above-referred Agreement;

Now, therefore the above-referred Agreement shall
be amended and the following amended wording
shall be effective as of 3 January 2017, date of the
EC/RA approval of the Protocol Amendment No. 3.

Annex | to Exhibit A — Study budget to the above
referred Agreement is being replaced with the
revised Annex | to Exhibit A attached, which forms
an integral part of this Addendum.

The Parties agree that fees for visits, examinations
and other services performed and/or provided during
the period between the approval of the Protocol
Amendment No. 3 on 3 January 2017 and the
execution of this Addendum, shall be paid in
amounts specified in the REVISED Annex 1 to
Exhibit A attached hereinafter. Until the date of the
approval of the Protocol Amendment, the original
Annex | to Exhibit A — Study budget shall be
applied.

° All other terms and conditions of the above-
referred Agreement remain unchanged and in full
force and effect.

. The Parties hereby declare that they have duly
discussed the Addendum in advance and that they
understand all the provisions thereof and express their
true and free will, in witness whereof they hereunto
attach their signatures.

multicentrické klinické hodnoceni ucCinnosti a
bezpeénosti sunitinib malatu (SU011248, Sutent®) u
pacientl s progresivnimi, pokrocilymi,
metastazujicimi, dobfe diferencovanymi,
inoperabilnimi pankreatickymi neuroendokrinnimi
tumory  (,,studie“), protokol ¢ A6181202
(,sprotokol“) za tucelem klinického hodnoceni
Sunitinibu (,,hodnoceny 1€k*).

(4) Smlouva o klinickém hodnoceni byla postoupena
spole¢nosti Pfizer spol. s r. 0. na PAREXEL
s platnostik 2. zari 2014.

(5) Strany jsou spole¢né ochotny pozménit vyse
uvedenou smlouvu;

Nyni tedy se vySe uvedend smlouva méni a
nasledujici pozménéné znéni bude uc¢inné od 3. ledna
2017, datem schvaleni dodatku protokolu ¢&. 3.
Etickou komisi/ SUKLem.

Ptiloha 1 k Ptiloze A - Rozpocet studie vySe zminéné
smlouvy se nahrazuje ptilohou 1 k piiloze A, ktera
tvoti nedilnou soucast tohoto dodatku.

Smluvni strany se dohodly, Ze navstévy, vysetieni a
dalsi sluzby provedené v obdobi od schvaleni
dodatku protokolu ¢. 3. (3.ledna 2017) do uzavieni
tohoto dodatku ke smlouvé na klinické hodnoceni
budou uhrazeny v  Castkdch  stanovenych
zrevidovanou piilohou ¢. 1- ptiloha A , ktera je
soucasti tohoto dodatku. Do dne schvaleni dodatku
protokolu plati pavodni rozpocet ‘studie uvedeny v
Ptiloze I ptiloha A — Rozpocet studie.

. Vsechny ostatni podminky vySe uvedené
smlouvy zlstavaji nezménény a v plné platnosti a
ucinnosti.

. Strany timto prohlasuji, Ze si tento dodatek
predem tadné prodiskutovaly a Zze rozumi vSem jeho
ustanovenim a vyjadiuji svou skute¢nou a svobodnou
vili, na diikaz ¢ehoz ptipojuji své podpisy.
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(1) PAREXEL International Czech Republic s.r.o.

12. 6. 2017
Date/ Datum
(2) Masarykiiv onkologicky ustav :
21. 6. 2017
prof. MUDT. Jan Zaloudik, CSc., feditel Date/ Datum

Ptecetl jsem si tento dodatek, rozumim mu a pfijimam podminky, které se vztahuji na mé ¢innosti

jako zkouSejiciho

| have read this Addendum, understand it, and accept the conditions pertaining to me as test subject.
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