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FIRST AMENDMENT OF
CLINICAL TRIAL AGREEMENT FOR
PROTOCOL GS-US-296-1080

PRVNI DODATEK KE
SMLOUVE O KLINICKE STUDII PRO
PROTOKOL GS-US-296-1080

THIS FIRST AMENDMENT OF CLINICAL
TRIAL AGREEMENT FOR PROTOCOL GS-US-
296-1080  (the “Amendment”) is made and
entered into effective 21 September 2016 (the
“Effective Date”), by and between Fakultni
nemocnice Brno (Faculty Hospital Brno),
located at Jihlavska 20, Post Code 62500, Brno,
Czech Republic (the “Institution”) and
I (1 investigator for
the Trial (the “Investigator”) and Gilead
Sciences, Inc., having its principal address at 333
Lakeside Drive, Foster City, California 94404
(together with its affiliates and subsidiaries
“Gilead”). Capitalized terms used herein but not
defined herein will have the meanings ascribed to
such terms in the Agreement. Institution,
Investigator and Gilead are sometimes referred to
herein individually as a “Party” and collectively as
the “Parties.”

PRVNI DODATEK KE SMLOUVE O KLINICKE
STUDII PRO PROTOKOL GS-US-296-1080 (déle
jen ,,Dodatek®) se uzavird a nabyva udinnosti dne
21.z4¥ (dale jen ,Datum 1dinnosti) mezi
Fakultni nemocnice Brno, se sidlem Jihlavska
20, PSC 625 00, Brno, Ceska republika (dile
jen “Instituce™) a

kouSejicim v ramci studie (;,ZkouSejici”),
a spole¢nosti Gilead Sciences, Inc., se sidlem 333
Lakeside Drive, Foster City, Kalifornie 94404
(spoleéng  sjejimi  pobolkami  a dcefinymi
spolednostmi déle jako ,,Gilead”). Pojmy uvadéné
v tomto Dodatku velkym pismenem, které v ném
nejsou definovany, maji vyznam definovany ve
Smlouvé. Instituce, Zkousejici a Gilead jsou n€kdy
vtomto Dodatku uvadéni samostatné jako
,,Strana“ nebo spole¢né jako ,,Strany“.

WHEREAS, the Parties have previously entered into
and executed a CLINICAL TRIAL AGREEMENT
FOR PROTOCOL GS-US-296-1080 dated 18
April 2016 (the “Agreement”);

Strany dfive uzaviely SMLOUVU O KLINICKE
STUDII PRO PROTOKOL GS-US-296-1080 ze
dne 18.dubna 2016 (dale jen ,,Smlouva®);

WHEREAS, the Parties have the authority to amend
the Agreement pursuant to Section 8.7 of the
Agreement; and

Strany maji pravo Smlouvu zménit dle odstavee 8.7
Smlouvy;

WHEREAS, the Parties wish to amend the
Agreement to because Exhibit A of the
Agreement being revised on the basis on
Amendment 4 of Protocol.

si Strany preji zménit Pfilohu A smlouvy na
zéklad& Dodatku 4 k Protokolu

NOW THEREFORE, in consideration of the
premises, the mutual covenants contained herein
and other valuable consideration, the receipt and
sufficiency of which are hereby acknowledged, the
Parties hereby agree as follows:

se nyni na Ghradu za prostory, vzdjemné dohody
zde obsazené a dali cenné plnéni, jehoZ pfijeti a
dostate¢nost se timto uznav4, Strany dohodly takto:

1. Exhibit A of the Agreement, Budget and
Payment Schedule, is hereby deleted in its
entirety and replaced with the attached
Exhibit A.

1. Priloha A Smlouvy Rozpolet a Platebni
rozvth se timto celd rudi a nahrazuje
piiloZenou piilohou A.

2.  The Parties agree that, if required by

2. Smluvni strany se dohodly, Ze pokud je to
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applicable laws, this Agreement may be
publicly disclosed by Institution in the
contract register pursuant to the Act no.
340/2015 Coll. (the “Act™). The Parties
acknowledge that the Budget and Payment
Schedule in Exhibit A and any other
exhibits to this Agreement as well as any
other documents provided to Institution or
Investigator by Gilead per Article 4.1 are
deemed business secret of Gilead in
accordance with the Act and Institution
shall ensure that such information will not
be published in the contract register.

The Parties declare that in relation to the
Act no. 340/2015 Coll. maximum
monetary value of the Agreement is 313
917 CZK at the Effective Date of the
Agreement.

pozadovéno dle platného. prava, tato
Smlouva miZe byt uvefejnéna Instituci
v registru smluv podle zdkona &. 340/2015
Sb., (,,Zakon*). Smluvni strany potvrzuji,
Ze rozpodet a platebni rozvrh v pfiloze A a
jakékoliv dal3i piilohy této Smlouvy,
stejné jako dal§i dokumenty poskytnuté
Instituci &i ZkouSejicimu ze strany Gilead
dle &lanku 4.1 se povaZuji za obchodni
tajemstvi Gilead v souladu se Zakonem a
Instituce zajisti, Ze tyto informace nebudou
uverejnény v registru smluv.

Smluvni strany prohlasuji, Ze ve vztahu

k zdkonu ¢&. 340/2015 Sb., maximalni
penéZzni hodnota smlouvy je 313 917 K& ve
dne u€innosti Smlouvy.

3. Except as expressly amended by this
Amendment, the Agreement shall be
unchanged and shall remain in full force
and effect in accordance with its terms.

3. Krom& zmén vyslovné provedenych
vtomto Dodatku zlstdvd Smlouva beze
zmén a zistava plné v platnosti a udinnosti
v souladu se svymi podminkami.

This Amendment may be executed in three
counterparts, each of which will be deemed an
original and will be provided to each party, and all
of which will constitute one and the same
instrument.

Tento Dodatek mlZe je vyhotoven ve tiech
stejnopisu nebo v né&kolika kusech stejnopisi,
znichZz kazdy bude povaZovan za origindl a
vSechny budou predstavovat stejnou listinu. Kazda
smluvni strana obdrZi po jednom.

GSI-FORM-CR_CZE_Amendment_26Aug2016
GS-US-296-1080 TRI_AMDliZ

Page2 of 11

21 September 2016




IN WITNESS WHEREOF, . the Parties
have entered into this Amendment as of the
Effective Date by their duly

authorized representatives. Under a Special Power
of Attorney, Gilead has appointed and authorized
ICON Clinical Research Limited to execute this
Amendment in the name and on behalf of Gilead,
thus binding Gilead to the duties and obligations
set out in this Amendment.

NA DUKAZ CEHOZ Smluvni strany uzaviely
tuto Smlouvu ke dni Géinnosti, prostfednictvim
svych zplnomocnénych zastupcli. Podle zvlastni
pIné moci, Gilead jmenovala a autorizovala ICON
Clinical Research Limited k provedeni této dohody
jménem a na Gilead jeji prospéch tak zdvazné
Gilead povinnosti a povinnosti stanovenych v této
dohodg.

ICON Clinical Research Limited, on behalf of
GILEAD

By/ Podpi
Name/ Jm
Title/ Fug
Date / Dat

Fakultni ne
By/ Podpis:
Name/ Jmén
Title/ Funk/c”

INVESTIGAT

By/ Podpis:
Name/ Jméno:
Title/ Funkce:
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EXHIBIT A

BUDGET AND PAYMENT SCHEDULE

PRILOHA A

ROZPOCET A ROZVRH PLATEB

1. CRO Pay. All payments under the
Agreement shall be made by CRO on
Gilead’s behalf,

Platba ze strany CRO. Viechny platby dle
smlouvy budou  provedeny  smluvni
vyzkumnou organizaci (Contract Research
Organization, CRO) jménem spoleénosti
Gilead.

2. Payee. Institution’s payee under the | 2. Piijemce plateb. Pfijemcem plateb za
zdravotnické zafizeni bude dle smlouvy Fakultni
nemocnice Brno (Faculty Hospital Brno),
pfiemz se musi jednat o stejné jméno jako na
formuléfich BDF

Agreement shall be_ Fakultni nemocnice
Brno (Faculty Hospital Brno), which must
be the same name as on the Institution’s
BDF

3. Payments. All payments shall be made by
the CRO, and any required payment
information forms as well as applicable Tax
forms must be provided to the CRO upon
their request.

3.

Platby. Vsechny platby provede CRO a
viechny poZadované formuldfe platebnich
informaci a rovnéZz piislu§né dafiové
formulafe ji musi byt na Zadost poskytnuty.

4. Invoice Required. All payments under the
Agreement shall be by invoice within forty-
five (45) days following receipt of the
invoice accompanied by substantiating
documentation and receipts, and as
otherwise described below. In the event of
delay payment the beneficiary is obliged to

Faktura je povinni. VSechny platby dle
smlouvy budou provedeny na =zakladé
faktury se lhitou splatnosti Styficet pét (45)
dni od pfijeti faktury, pfi¢emz k faktufe je
tteba pfilozit podplrnou dokumentaci a
doklady a dal${ nize uvedené nalezitosti. V
ptipadé pozdni Ghrady je Pfijemce opravnén
uctovat trok z prodleni v zadkonné vysi.

charge penalty interests. Institution is 4. Instituce je povinna na faktufe urdit
required to specify on the invoice the terms podminky ptislu§nych poplatklt za pozdni
of the late fees applicable, according to uhradu, dle ob¢anského zakoniku &. 89/2012
Civil Code No. 89/2012 Sb. and government Sb., a nafizeni vlady ¢&. 351/2013 Sb.,
regulation No. 351/2013 Sb. Approximately pfedpokladd se, Ze trok nepiekroéi 8%
it will be no more than 8 % per year. ro¢ng.

5. Terms of Certain Payments. The 5. Podminky uréitych plateb. Nésledujici
following fees will be paid upon satisfaction poplatky budou uhrazeny po splnéni
of additional terms and conditions as nasledyjicich dodate¢nych podminek:
follows:

a. VSechny zahajovaci poplatky, které
a. All Start-up fees designated in the jsou v pfiloZené rozpoétu oznaéeny
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attached budget as payable “Upon
CTA Execution,” are conditioned
upon the following: 1) the
Agreement is fully executed and
delivered to Gilead or CRO, 2)
Gilead or CRO receives all
completed required  regulatory
documentation,  including  the
IRB/EC approval letter; and 3)
receipt by CRO of all documents
referenced in Paragraph 3 above.

Each Visit Fee is conditioned upon
1) the completion of a Trial visit by
an Enrolled Subject (as defined
below) in accordance with the
Protocol, and 2) Gilead’s
acceptance of a CRF for the visit.
“Enrolled Subject” as used herein
means a subject who meets the
Protocol eligibility criteria and has
signed an ICF and HIPAA
Authorization (or country
equivalent document) as approved
by Gilead.

A screen failure occurs when a
candidate for the Trial fails to meet
the eligibility criteria set out in the
Protocol, and is, therefore, not
enrolled in the Study. Institution
will be paid at the screen failure
rate (in the budget) for the
procedures used during screening to
determine the subject may not be
enrolled, upon satisfaction of the
same conditions as set forth in
Section 5.b above applicable to
Visit Fees. The screen failure
payment rate and the maximum # of
screen failure(s) are listed in the
attached budget. The maximum

jako splatné ,,pfi uzavieni smlouvy o
klinickém hodnoceni (Clinical Trial
Agreement, CTA)* budou uhrazeny
pod podminkou: 1) smlouva byla
fadng uzaviena a  doruCena
spole¢nosti Gilead nebo CRO, 2)
spole¢nost Gilead nebo CRO obdrZi
vegkerou vyplnénou dokumentaci
pro regula¢ni Gfady, vCetné souhlasu
etické komise (EK), a 3) CRO
obdr#i viechny dokumenty uvedené
v odstavei 3 vyse.

Kazdy poplatek za néavitévu je
podmingn 1) provedenim navstévy
zatazeného subjektu (viz definice
nize) v klinickém hodnoceni v
souladu s protokolem a 2) pfijetim
zédznamu hodnoceni subjektu (Case
Report Form, CRF) z navstévy
spole¢nosti  Gilead. ,Zafazenym
subjektem” se zde rozumi subjekt,
ktery spliiuje kritéria zpUsobilosti
stanovend v protokolu a ktery
podepsal formulaf informovaného
souhlasu (Informed Consent Form,
ICF) a souhlas dle zakona o
odpovédnosti za pienos Udaji o
zdravotnim pojisténi (Health
Insurance Portability and
Accountability Act, HIPAA) (nebo
jiny ekvivalentni dokument v dané
zemi), schvéleny spole¢nosti Gilead.

Neusp&Sny screening nastane Vv
okamziku, kdy kandidét na zafazeni
do klinického hodnoceni nesplni
kritéria zplsobilosti stanovena v
protokolu, a tudiz neni do studie
zatazen.  Zdravotnické  zafizeni
obdrzi platby na zdklad€¢ miry
neusp&snych screeningll (v
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number of screen failures may be
increased by Gilead’s prior written
approval, in which case no
amendment to the Agreement shall
be required

rozpoCtu) za postupy, které byly
provedeny pii screeningu a na
zakladé nichZz bylo zji§téno, Ze
subjekt nelze zatadit, a to po splnéni
stejnych podminek jako v oddile 5.b
vyse, které se vztahuji na poplatky
za navStévy. Mira nelspésnych
screeningdl a maximalni podet
neusp&$nych  screeningll  jsou
uvedeny v pfiloZeném rozpodtu.
Maximalni  podet  nelisp&snych
screeningd  lze na  zédkladé
pfedchoziho pisemného souhlasu
spole¢nosti Gilead navysit. Pro tento
pfipad se nevyZaduje dodatek ke
smlouvé.

6. Target Enrollment Number. Enrollment

for this Trial is competitive and the Target
Enrollment Number (referenced in the
attached budget) is intended for budgetary
purposes only. If required by Institution,
the Target Enrollment Number may be
increased upon Gilead’s prior written
authorization, in which case no amendment
to the Agreement shall be required.

Cilovy pocet zafazenych subjekti. Nabor
do tohoto klinického hodnoceni probihd
kompetitivnim zplGsobem a cilovy pocet
zafazenych subjektl (uvedeny v piiloZzeném
rozpoctu) se pouZije vyluéné pro Gdely
stanoveni rozpodtu. Na Zadost
zdravotnického zafizeni miZe byt cilovy
pocet zafazenych subjekti na zakladé
pfedchoziho pisemného souhlasu spole&nosti
Gilead zvySen, ptiCemZ v takovém ptipadé
nebude tieba uzaviit dodatek ke smlouvé.

Additional Expense Reimbursements.
CRO shall pay Trial-related expenses not
set forth in the attached budget if pre-
approved by Gilead in writing, in which
case no amendment shall be required.

Nahrady za dodate¢né vydaje. CRO uhradi
vydaje souvisejici s klinickym hodnocenim,
které nejsou uvedeny v pfiloZeném rozpodtu,
pokud budou pfedem pisemné schvéleny
spoleCnosti Gilead, pfiemZz v takovém
pfipadé nebude tfeba uzaviit dodatek ke
smlouvé.

Final Payments. Payee will have up to 120
days after the completion of the Trial to
submit any outstanding invoices and to
resolve any payment discrepancies.

Koneéné platby. Pfijemce plateb bude mit k
dispozici az 120 dni po dokonéeni
klinického hodnoceni, aby predlozil jeste
neuhrazené faktury a aby vyfteSil rozpory v
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platbach.

10. Invoicing Instructions. Invoices should
clearly identify the following:

A unique invoice number
Protocol Number
Investigator Name
Include, as applicable, subject #, visit names
and visit date
Payee Name
Remittance Details
Telephone or email address for invoice
questions
Description of Items e.g.
e Line 1 CT Scan Fees

» Line 2 Dexa Scan

« Line 3 Screen Failure for Subject #### on
Jan 12, 2xxx

Invoices missing any of the above information may
result in delayed payment. Please combine expenses
into a single invoice to facilitate more timely
payment.

10. Pokyny pro fakturaci. Faktury musi jasné
uvadst nasledujici informace:

Jedineé&né &islo faktury
Cislo protokolu
Jméno zkousejiciho
Piipadné uved'te &islo subjektu, ndzvy navstév a
data navstév
Jméno prijemce platby
Informace o platbé&
Telefonni &islo nebo e-mailovd adresa pro
otazky ohledné fakturace
Popis polozek napf.
o Radek 1 Poplatky za snimkovani CT

e Radek 2 Snimek Dexa

e Radek 3 Neusp&$ny screening za subjekt
&. ##HH# dne 12. ledna 2xxX

Platba za faktury, na kterych budou chyb&t vyse
pozadované informace, muZe byt zpoZdéna. Na
jednu fakturu prosim uvadgjte rizné vydaje, zajistite
tak rychlejsi platbu.

11. Invoices missing a unique invoice number,
Investigator Name or Protocol Number may
result in delayed payment. To expedite
timely payment, should be
itemized and combined into a single invoice

expenses

when feasible.

Institution shall send invoices together with
expense

substantiating documentation  for

reimbursement to:

Attention

Address:

11. Chybgjici jedinené &islo faktury, jméno
Zkousejiciho nebo &islo Protokolu na faktuie
miiZe vést ke zpozdéni platby. Pro urychleni
v&asné platby by mély byt, kde je to moZné,
vydaje rozepsény na polozky a uvedeny v
jedné faktufe.

Faktury spole¢né s podklady k proplaceni vydaji

bude Zdravotnické zafizeni zasilat:

K rukam:

Adresa:
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Dublin 18, Ireland

Inquiries regarding payment status or invoices can
be sent to

Attention:

osoba:

Dotazy tykajici se stavu platbv nebo faktury mohou

Start Up Fee Upon execution of this Agreement
and receipt of all completed required regulatory
documentation, including the IRB/EC approval
letter, CRO in the name of Gilead shall, in
accordance with the payment frequency listed
below, automatically pay a non-refundable
overhead-inclusive total start-up fee of

as listed in the attached budget. Submission of an
invoice is not required.

Iniciacni platba ,Nevratny Start-up Po podpisu
Smlouvy a vyhotoveni a pfijeti viech poZadovanych
regulatornich dokumentd, véetné schvaleni ze strany
IRB, vyplati CRO jménem Gilead nevratny start-
upovy poplatek ve vysi

i rezijni naklady Instituce) start-upovy poplatek ve
vy _pro kliniku k pokryti vSech
pocétecnich priprav. Instituce vystavi Gilead fakturu

na &astku start-upového poplatku.
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