DODATEK C.1KE SMLOUVIj: O KLINICKEM
HODNOCENI

Tento Dodatek &. 1 ke Smlouvé o klinickém hodnoceni
(,,Dodatek®) je uzavien mezi

Fakultni nemocnici Kralovské Vinohrady, se sidlem
Srobarova 50/1150, 100 34 Praha 10, Ceska republika, IC:
00064173, DIC: CZ00064173, zastoupena Doc. MUDT.
Robertem Grillem, PhD., MHA, feditelem (“Zdravotnické
zarizeni”), a

Quintiles Czech Republic, s.r.0., se sidlem Praha 5,
Jinonice, Radlickd 714/113a, PSC 158 00 Praha, Ceské
republika, IC: 247 68651, DIC: CZ24768651,
(“Quintiles”), a

Pharmacyclics LLC, se sidlem 995 East Arques Ave.,
Sunnyvale, CA 94085-4521, (“Zadavatel”)

Kazda samostatné jako “Strana” a spolecné jako “Strany”,
a je ucinny ode dne posledniho podpisu nize
TiMTO SE POTVRZUJE:

VZHLEDEM K TOMU, ze Quintiles, Zadavatel a
Zdravotnické zafizeni jsou smluvnimi stranami Smlouvy o
klinickém hodnoceni s nazvem  “Randomizované,
multicentrické, oteviene klinické hodnoceni 3. faze
porovnavajici inhibitor Brutonovy tyrosinkindzy ibrutinib v
kombinaci s obinutuzumabem a chlorambucil v kombinaci
s obinutuzumabem u pacientii s chronickou lymfocytarni
leukemii nebo lymfomem z malych lymfocyti, kteri dosud
nepodstoupili Zadnou lécbu”, protocol ¢islo PCYC-1130-
CA, uzaviené dne 18. 03. 2015 (,,Smlouva“), a strany si
pteji zménit tuto Smlouvu;

NYNi, Z TOHOTO DUVODU, s ohledem na
vzajemné piisliby a ujednani stanovena v této Smlouvé a na
jinou dobrou a hodnotnou uplatu, jejiz ptijeti a dostatecnost
se timto potvrzuje, se smluvni strany timto dohodly na
zmén¢ Platebniho rozvrhu Smlouvy takto:

O QUINTILES

AMENDMENT NO. 1 TO CLINICAL TRIAL
AGREEMENT

This Amendment No. 1 to Clinical Trial Agreement
(“Amendment”) is made by and between

Fakultni nemocnice Kralovské Vinohrady, having a
place of business at Srobarova 50/1150, 100 34 Praha
10, Czech Republic, Identification number: 00064173,
Tax ldentification number: CZ00064173, represented
by Doc. MUDr. Raobert Grill, PhD., MHA, Director
(the “Institution”), and

Quintiles Czech Republic, s.r.o., having a place of
business at Praha 5, Jinonice, Radlicka 714/113a, zip
code 158 00 Prague, Czech Republic, Identification
number: 247 68 651, Tax identification number:
CZ247 68 651, (“Quintiles”), and

Pharmacyclics LLC, having a place of business at 995
East Arques Ave. Sunnyvale, CA 94085-4521,
(“Sponsor”)

Each a “Party” and together the “Parties”,
and is effective as of the date last signed below.
WITNESSETH:

WHEREAS, Quintiles, the Sponsor and The
Institution are parties to a Clinical trial agreement
entitled “A Randomized, Multicenter, Open-label,
Phase 3 Study of the Bruton’s Tyrosine Kinase
Inhibitor Ibrutinib in Combination with Obinutuzumab
versus  Chlorambucil in  Combination  with
Obinutuzumab in Subjects with Treatment-naive
Chronic Lymphocytic Leukemia or Small Lymphocytic
Lymphoma”, the Protocol number PCYC-1130-CA,
effective as of 18 March 2015 (the “Agreement”), and
the parties desire to amend such Agreement;

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:

1. Jméno Zadavatele se méni z Pharmacyclics, 1. The SPOU_SOY‘S name is changed fr(?m
Incorporated. na Pharmacyclics LLC. Pharmacyclics, Incorporated to Pharmacyclics
LLC.
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O QUINTILES

Platebni rozvrh pfilohy A (Rozpocet a platebni rozvrh) 2. Attachment A (Budget and Payment Schedule)
revidovany za ucelem aktualizace nékladi za pacienta revised to update the cost per patient in ARM A,
v ramenu A, ramenu B a v nové polozce 1écby. ARM B and new line treatment.

Platebni tabulky vztahujici se k ramenu A, ramenu Ba 3. Budget tables related to ARM A, ARM B and new

nové poloZzce 1é¢by jsou nahrazeny nasledujicimi line treatment are replaced by the following tables:
tabulkami:
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Strany se dohodly na zpétné ucinnosti obsahu uvedeného v
Clanku 2. tohoto Dodatku (,,obsah*) a souhlasi s tim, ze
tento obsah se vztahuje na obdobi od uzavieni Smlouvy, tj.
18. 03. 2015.

Vsechna ustanoveni a podminky Smlouvy, které nejsou
vyslovné zménény timto Dodatkem, ziistavaji plné€ platné a
ucinné.

NA DUKAZ TOHO smluvni strany uzaviely tento Dodatek
prostfednictvim svych ftadné¢ opravnénych vedoucich
pracovniki v nize uvedeny den.

O QUINTILES

The Parties agree to the retrospective effectiveness of
the content referred to in Article 2. of this Amendment
(“Content”), and agree that Content shall apply from
the date of execution of the Agreement, ie. 18 March
2015.

All terms and conditions of the Agreement not
expressly amended by this Amendment remain in full
force and effect.

IN WITNESS WHEREOF, this Amendment has been
executed by the Parties hereto through their duly
authorized officers on the date(s) set forth below.
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O QUINTILES

Na dilkaz souhlasu pfipojuje sviij podpis opravnény ACKNOWLEDGED AND AGREED BY Quintiles

zastupce Quintiles Czech Republic, s.r.o.: Czech Republic, s.r.o.:

Jméno: By:

Funkce: Title:

Podpis: Signature:

Na zakladé plné moci Quintiles Czech Republic, s.r.o. Under a Power of Attorney Quintiles Czech Republic, s.r.o.
Datum: Date:

Na dikaz souhlasu pripojuje sviij podpis opravnény ACKNOWLEDGED AND AGREED BY Fakultni

zastupce Fakultni nemocnice Kralovské Vinohrady: nemocnice Kralovské Vinohrady:
Jméno: Doc. MUDr. Robert Grill, PhD., MHA By: Doc. MUDr. Robert Grill, PhD., MHA
Funkce: Reditel Title: Director

Podpis: Signature:

Datum: Date:

Podepsano Quintiles Czech Republic, s.r.o., na zakladé Signed by Quintiles Czech Republic, s.r.o., under

PIné moci, jménem Pharmacyclics LLC: Power of Attorney, in the name of Pharmacyclic:
LLC:
Jméno:
By:
Funkce: Title:
Podpis: Signature:
Na zéakladé plné moci Quintiles Czech Republic, s.r.o. Under a Power of Attorney Quintiles Czech Republic, s.r.o.
Datum: Date:
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ProhlaSeni Zkousejiciho

Ja, NG o :cjici t¢to Studie, timto
potvrzuji, ze jsem se seznamil s Protokolem a vSemi
dokumenty predanymi Zadavatelem k provedeni
klinického hodnoceni. Byl jsem seznamen s timto
Dodatkem ke Smlouvé, budu dodrzovat povinnosti v ném
stanovené Zkousejicimu a postupovat v souladu se
zakonem €. 378/2007 Sb., o 1éCivech, v platném znéni a
dal$imi pravnimi ptedpisy. Déle prohlaSuji a zavazuji se, ze
v souladu stimto Dodatkem ke Smlouvé a v souladu se
separatni  smlouvou uzavienou mezi mnou a
Quintiles/Zadavatelem  budu  z prosttedki  mnou
obdrzenych od Quintiles/Zadavatele vyplacet sjednané
odmény  spoluzkousejicim a  dal§im  osobam
spolupracujicim na provadéni tohoto klinického hodnoceni
a budu za to pln¢ zodpovédny.

O QUINTILES

Investigator’s Declaration

I, , the Investigator of this
Study, hereto certify, that | have duly acquainted
myself with the Protocol along with any/all
documentation submitted by the Sponsor in relation to
performance of this Study. | do further affirm, that |
have thoroughly familiarized with this Amendment to
the Agreement and that | shall observe any/all
obligations stipulated hereof to Investigator and also
to adhere to Act no. 378/2007 Coll., on Drugs, as
amended, and other applicable legal regulation. | do
further proclaim and guarantee, that in accordance with
this Amendment to the Agreement and in compliance
with the separate agreement concluded between me and
Quintiles/Sponsor, | shall distribute the resources
received from Quintiles/Sponsor and settle the agreed
remunerations to the Co-investigators and other
personnel participating on execution of this Study and
I shall be fully responsible with regard to this
obligation.

Jméno: [INENEGEEEEEE By: I
Title:
Funkce:
Signature:
Podpis:
Date:
Datum:
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