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CLINICAL STUDY AGREEMENT

SMLOUVA O KLINICKE STUDII

This Clinical Study Agreement (“Agreement”)
is made and entered into as of 20 October 2016
(“Effective Date”) by and between, Fakultni
nemocnice Plzen located at Edvarda Benese
1128/13, 305 99 Plzen - Bory, Czech Republic,
represented by MUDr. Vaclav Simanek, Ph.D.,
director (“Study Site”), located at Fakultni
nemocnice Plzen,, Hematologicko-onkologické
odd¢leni, Alej Svobody 80, 304 60 Plzen —
Lochotin, Czech  Republic  (“Principal
Investigator”), and Daiichi Sankyo, Inc.,
located at 399 Thornall Street, Edison, New
Jersey 08837, USA (“DSI”). Study Site,
Principal Investigator and DSl are each
referred to as a “Party” and collectively as the
“Parties.”

Tato smlouva o klinické studii (dale jen
»Smlouva”) se uzavira ke dni 20. fijna 2016
(dale jen ,,datum ucinnosti”) mezi Fakultni
nemocnice Plzen na adrese Edvarda Benese
1128/13, 305 99 Plzeii - Bory, Ceska
republika, zastoupena MUDr. Vaclavem
Simankem, Ph.D., feditelem (dale jen ,,studijni
pracoviste€”), na adrese Fakultni nemocnice
Plzen, Hematologicko-onkologické
oddéleni,Alej Svobody 80, 304 60 Plzen —
Lochotin, Cesk4 republika (dale jen ,hlavni
zkousSejici”), aspolecnosti Daiichi Sankyo,
Inc., se sidlem na adrese 399 Thornall Street,
Edison, New Jersey 08837, Spojené staty
Americké (dale jen ,DSI”). Na studijni
pracoviste, hlavniho zkousSejiciho a spolecnost
DSI se dale jednotlivé odkazuje jako na
»smluvni stranu” a spole¢né jako ,,smluvni
strany”.

WITNESSETH:

TATO SMLOUVA DOSVEDCUIJE:

WHEREAS, DSI desires that Study Site and
Principal Investigator participate in the conduct
of a multi-center clinical study (the “Study”),
based on Protocol No. AC220-A-U302 entitled
“A PHASE 3, DOUBLE-BLIND, PLACEBO-
CONTROLLED STUDY OF QUIZARTINIB
(AC220) ADMINISTERED IN
COMBINATION WITH INDUCTION AND
CONSOLIDATION CHEMOTHERAPY,
AND ADMINISTERED AS MAINTENANCE
THERAPY IN SUBJECTS 18 TO 75 YEARS
OLD WITH NEWLY DIAGNOSED FLT3-
ITD (+) ACUTE MYELOID LEUKEMIA

JELIKOZ si spoleénost DSI pieje, aby se
studijni pracovisté a hlavni zkouSejici tcastnili
provadéni multicentrické klinické studie (dale
jen ,studie”), na zaklad¢ protokolu ¢. AC220-
A-U302 s nazvem ,,DVOJITE ZASLEPENA,
PLACEBEM KONTROLOVANA STUDIE
FAZE 3 PRIPRAVKU QUIZARTINIB
(AC220) PODAVANEHO V KOMBINACI
S INDUKCNI A KONSOLIDACNT{
CHEMOTERAPII A JAKO UDRZOVACI
LECBA U PACIENTU VE VEKU 18 AZ 75
LET SNOVE DIAGNOSTIKOVANOU
AKUTNI MYELOIDN{ LEUKEMII FLT3-

(QUANTUM-First)” (the “Protocol™); ITD (+) (QUANTUM  First)” (dale jen
,,protokol”);
WHEREAS, the  Study  will utilize | JELIKOZ tato studie bude pouzivat
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QUIZARTINIB/AC220 (the “Study Drug”);

QUIZARTINIB/AC220 (dale jen ,.hodnoceny
1¢k™);

WHEREAS, the performance of the Study will
benefit the Study Site and Principal
Investigator and will further the Study Site’s
and Principal Investigator’s goals of research,
teaching, education and public service; and

JELIKOZ provadéni studie bude ku prospéchu
studijniho pracovisté¢ a hlavniho zkousSejiciho
adale podpoii cile studijniho pracovisté
a hlavniho zkouSejiciho v oblasti vyzkumu,
vyuky, vzdélavani a sluzeb vefejnosti; a

WHEREAS, the Study Site and Principal
Investigator have represented that they have
the resources to perform the Study in a
competent manner, and in accordance with
applicable law and industry practice.

JELIKOZ studijni pracovi§té a hlavni
zkousSejici prohlasili, ze maji k dispozici zdroje
k odbornému provadéni této studie v souladu
S platnymi zédkony a zavedenou praxi v oboru;

NOW, THEREFORE, for good and valuable
consideration, the receipt and sufficiency of
which is hereby acknowledged, the Parties
agree as follows:

TIMTO se smluvni strany za fadné a piiméfené
protiplnéni, jehoZ piijeti a dostatecnost se timto
uznavaji, dohodly na nésledujicim:

1. Scope of Work. The Study Site and
Principal Investigator agree to conduct the
Study in accordance with the Protocol, based
on the use of the Study Drug as described in
the Investigators’ Brochure. To the extent any
terms of the Protocol are inconsistent with
those of the Agreement, the terms of the
Agreement shall govern the conduct of the
Parties.

1. Rozsah praci. Studijni pracovisté
a hlavni zkouSejici souhlasi s tim, ze budou
provadét tuto studii v souladu s protokolem
zalozeném na pouziti hodnoceného piipravku,
jak je popsano v souboru informaci pro
zkousSejiciho. V rozsahu, v némzZz se nékteré
podminky protokolu mohou lisit od podminek
této smlouvy, bude se chovani smluvnich stran
fidit podminkami smlouvy.

2. Principal Investigator. The Study will
be conducted under the direction of the
Principal Investigator.

2. Hlavni  zkouSejici. Studie  bude
provadéna pod vedenim hlavniho zkousejiciho.

In the event the Principal Investigator becomes
unwilling or unable to perform the duties
required by this Agreement, a replacement
investigator, if acceptable to both Parties, shall
assume direction of the Study. The new

V pftipadé, ze hlavni zkouSejici pfestane byt
ochoten nebo schopen vykonéavat povinnosti
vyzadované touto smlouvou, vedeni této studie
pfevezme ndhradni zkousSejici, pokud bude
pfijatelny pro ob& smluvni strany. Novy
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investigator shall be required to sign a new
agreement relating to the investigator’s tasks
and obligations.

zkousejici je povinen podepsat novou smlouvu
tykajici se ukolii a povinnosti zkousejiciho.

3. Study Site, Principal
and Training of Personnel.

Investigator

3. Studijni pracovisté, hlavni zkouSejici
a Skoleni personalu.

A The Study Site and Principal
Investigator represent and warrant that the
Principal Investigator is an employee of Study
Site. Principal Investigator shall ensure that
himself/herself and all other employees and
agents who perform services under this
Agreement (i) have the necessary experience,
qualifications and training to perform such
services, including implementing the Protocol,
and dispensing and administering the Study
Drug safely and effectively, (ii) are aware of
the obligations contained in this Agreement
that pertain to Study Site and Principal
Investigator and their respective
responsibilities, and (iii) shall initiate, conduct
and complete in a diligent manner each step of
the Study for which they are responsible. The
Study Site and Principal Investigator shall not
outsource, subcontract or delegate any of its
obligations hereunder to a third party without
the prior written consent of DSI.

A Studijni pracovisté a hlavni zkousSejici
prohlasuji a zaruCuji, Ze hlavni zkousejici je
zamé&stnancem studijniho pracovisté. Hlavni
zkouSejici zajisti, aby hlavni zkouSejici
a vSichni dal§i zaméstnanci a zastupci, ktefi
poskytuji sluzby podle této smlouvy, (i) méli

pottebné zkuSenosti, kvalifikaci a Skoleni
k poskytovani  takovych  sluzeb, vcetné
implementace protokolu a efektivniho

a bezpec¢ného vydeje a podavani hodnoceného
piipravku, (ii) byli si védomi zéavazka
obsazenych v této smlouvé, které se tykaji
studijniho pracovisté, hlavniho zkousejiciho
a jejich ptislusnych povinnosti, a (iii) zahdjili,
provadéli a peclivé dokoncili kazdy krok
studie, za ktery jsou odpovédni. Studijni
pracovisté a hlavni zkouSejici nebudou externé
zajiStovat, nezadaji subdodavateli ani nebudou
delegovat zadny ze svych zavazkl podle této
smlouvy na tfeti stranu bez ptedchoziho
pisemného souhlasu spole€nosti DSI.

B. The Study Site and Principal
Investigator will notify DSI and DSI’s
designee Covance CAPS (“CRO”) promptly by
telephone and subsequently in writing, of any
significant changes in Study Site personnel,
Principal Investigator, or physical location that
occur during the Study, including, without
limitation any change in the Principal
Investigator’s employment by Study Site.

B. Studijni pracovisté a hlavni zkouSejici
budou informovat spolecnost DSI a ji ur¢eného
zastupce, spole¢nost Covance CAPS, (dale jen
»CRO”) bezodkladné telefonicky a nésledné
pisemné o veskerych vyznamnych zménach
v persondlu studijniho pracovisté, hlavniho
zkouSejictho nebo o zménidch fyzického
umisténi, ke kterym dojde v pribéhu studie,
mimo jiné vcetné jakékoli zmény ohledné
zamé&stnani hlavniho zkouSejiciho ze strany
studijniho pracoviste.
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4, Conduct of Study.

4, Provadéni studie.

The Study Site and Principal Investigator agree
to devote their best efforts to accurately and
efficiently perform the work required under this
Agreement, which efforts shall include but are
not limited to the following:

Studijni pracovisté a hlavni zkousejici souhlasi
s tim, Ze vyvinou plné usili za Gcelem presného
a efektivniho provedeni prace vyzadované
touto smlouvou, pficemz toto usili bude
zahrnovat zejména nasledujici:

A The Study will be performed in strict
accordance with all applicable state laws and
regulations, institutional guidelines and the
Protocol. A properly executed Informed
Consent Form, approved by DSI and the Study
Site’s Institutional Review Board (“IRB”) or
Ethics Committee (“EC”), which complies
with such laws and regulations, shall be
obtained from all subjects entered into the
Study. Additionally, Study Site and Principal
Investigator agree to ensure that patient
enrollment does not commence until this
Agreement is fully executed and applicable
regulatory approvals are obtained.

A. Studie bude provadéna v pfisném
souladu se vSemi platnymi statnimi zakony
a predpisy, smérnicemi studijniho pracoviste
a protokolem. Od vSech subjektid zatfazenych
do studie bude ziskdn ftadné podepsany
formular informovaného souhlasu schvaleny
spolecnosti  DSI  akontrolnim  vyborem
instituce (dale jen ,,IRB”’) nebo etickou komisi
(dale jen ,,EK™), ktery je v souladu s takovymi
zakony a predpisy. Dale studijni pracoviste
a hlavni zkousSejici souhlasi s tim, Ze zajisti, Ze
nabor pacientll nezacne diive, nez bude tato
smlouva pln¢ uzaviena anez budou ziskana
ptislusna schvéleni regulacnich Gradu.

B. The Study shall be conducted in strict
compliance with generally accepted standards
of good clinical research and medical practices,
and in compliance with all applicable laws and
regulations pertaining to the administration of
drugs, the conduct of clinical investigations,
the retention of records, the non-use of specific
patient names on clinical report forms, and
other guidelines and laws pertaining to patient
confidentiality, including but not limited to
those in the Federal Food, Drug and Cosmetic
Act, as amended, Council Directive 95/46/EC
of the European Parliament and of the Council
of 24 October 1995 on the protection of
individuals with regard to the processing of
personal data and on the free movement of
such data, ICH Regulations and all regulations
promulgated thereunder, and those issued by
state and local authorities, professional
associations and the Study Site.

B. Studie bude provadéna ptisné v souladu
Sobecné piijatymi  standardy = spravného
klinického  vyzkumu  alékafské  praxe
avsouladu se vSemi platnymi zakony
a predpisy vztahujicimi se na podavani 1éku,
provadéni klinickych hodnoceni, uchovéavani
zdaznami,, nepouzivani jmen konkrétnich
pacientti v klinickych zaznamech, a s dalSimi
smérnicemi a zakony tykajicimi se divérnosti
udajii o pacientech, mimo jiné vcetné¢ téch,
které jsou uvedeny v americkém federalnim
zakoné o potravinach, lécich a kosmetice,
Vv platném znéni, ve smérnici 95/46/ES Rady
Evropského parlamentu a Rady ze dne
24. tijna 1995 o ochrané jedincti pii zpracovani
osobnich udajii a o volném pfenosu téchto
udajii, v predpisech mezinarodni konference
pro harmonizaci (International Conference on
Harmonization, ICH) ave vsSech ptedpisech
vyhldSenych na jejich zakladé, a dale
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S predpisy  statnich a mistnich ufadd,
odbornych asociaci a studijniho pracoviste.

C. Prior to initiation of the Study,
Principal Investigator will obtain approval for
the Protocol from its IRB, EC or similar
committee formally designated by the Study
Site to review biomedical research, in
conformance with U.S. FDA Regulation 21
CFR Part 56 and applicable local regulations.

C. Predtim, nez zahdji realizaci studie,
hlavni zkouSejici zajisti schvaleni protokolu
IRB, EK nebo podobnou komisi formaln¢
povefenou studijnim pracovistém k dohledu
nad vyzkumem v oboru biomediciny, a to
v souladu s predpisem 21 CFR, oddilem 56, ze
Sbirky federalnich piedpisi (Code of Federal
Regulations, CFR) amerického Ufadu pro
kontrolu potravin a 1é€iv (Food and Drug
Administration, FDA), a platnymi mistnimi
ptedpisy.

D. Study Site and Principal Investigator
shall ensure that each patient enrolling in the
Study gives his/her informed consent to such
participation in accordance with the Study
Site’s informed consent policies, and in
conformance with U.S. FDA Regulation 21
CFR Part 50 and European Directive
2001/20/EC. A copy of the Informed Consent
Form shall be given to each participating
patient or the patient’s legal representative, if
applicable.  Study Site and  Principal
Investigator also agree to comply with the
applicable laws.

D. Studijni pracovisté a hlavni zkousSejici
zajisti, aby kazdy pacient zatfazovany do studie
poskytl svlij informovany souhlas s ucasti
Vv souladu se zdsadami informovaného souhlasu
studijniho pracovisté¢ a ve shod¢ s predpisem
americké agentury FDA 21 CFR, cast 50,
a evropskou smérnici 2001/20/ES. Kopie
formuladfe informovaného souhlasu bude
poskytnuta kazdému pacientovi, ktery se studie
ucastni, pfipadné jeho pravnimu zastupci, dle
situace. Studijni pracovisté a hlavni zkousSejici
rovnéz souhlasi stim, ze budou dodrzovat
platné zakony.

E. Independent medical judgment shall be
exercised as to the compatibility of each Study
subject with the Protocol requirements.

E. Slucitelnost kazdého z pacienti studie
s pozadavky protokolu bude zvazena na
zaklad€ nezavislého 1ékarského tisudku.

F. The Study Site and Principal
Investigator shall provide notification to DSI
and/or CRO and the IRB within twenty-four
(24) hours after learning of any unanticipated
or serious adverse reactions to the Study Drug
or any control drug, and/or any unauthorized
deviations from the Protocol.

F. Studijni pracovisté a hlavni zkouSejici
vyrozumi spole¢nost DSI a/nebo CRO a EK do
dvaceti Ctyf (24) hodin od okamziku, kdy se
dozvi o jakychkoli neoCekdvanych nebo
zavaznych neZadoucich uéincich hodnoceného
ptipravku nebo jakéhokoli kontrolniho léku
a/nebo o jakychkoli nepovolenych odchylkach
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od protokolu.
G The Study Site and Principal | G. Studijni pracovisté a hlavni zkousejici

Investigator shall interact directly with CRO
for issues relating to contractual agreements,
payment administration, patient enrollment,
clinical monitoring and overall study site
management issues.

budou v piimém styku s CRO, pokud jde
0 otazky tykajici se smluvnich ujednani, spravy
plateb, naboru pacientq, klinického
monitorovani a celkové problematiky fizeni
studijniho pracoviste.

H. The Study Site and Principal
Investigator shall ensure that at no time during
the conduct of the Study will any patient
confidential information be disclosed to DSI.

H. Studijni pracovisté a hlavni zkousSejici
zajisti, aby v prub&hu provadéni studie nedoslo
k pteddni Zzadnych davérnych informaci
pacientll spolecnosti DSI.

l. The Principal Investigator shall
complete electronic Case Report Forms
(“eCRFs”) provided by CRO accurately and
submit these forms via remote data entry
within forty-eight (48) hours of obtaining the
data. The Principal Investigator shall provide
paper copies of these forms and any source
documents related to the Study to
representatives of DSI and/or CRO upon
request.

l. Hlavni zkousSejici bude ptesné
vypliovat elektronické zdznamy subjekt
hodnoceni (electronic Case Report Form, dale
jen ,,eCRF”) poskytnut¢é CRO a odeSle tyto
formulare prostfednictvim dalkového zadavani
dat do ctyficeti osmi (48) hodin od ziskéani
udajii. Na vyzadani poskytne hlavni zkousejici
papirové kopie téchto formulaii a veSkerou
zdrojovou dokumentaci tykajici se studie
zastupctim spolecnosti DSI a/nebo CRO.

J. The Principal Investigator shall assist
CRO representatives in resolving any
discrepancies, errors or missing information in
eCRFs. Principal Investigator shall assist CRO
in conducting audits of original case records,
laboratory reports, and raw data sources
underlying data recorded in the eCRFs. Such
audits shall be conducted with due regard for
patient confidentiality.

J. Hlavni  zkouSejici bude pomadhat
zastupcim CRO pifi  feSeni veSkerych
nesrovnalosti, chyb nebo chybé&jicich informaci
v zaznamech eCRF. Hlavni zkouSejici bude
pomahat CRO pii provadéni  auditd
origindlnich zaznamii pfipadl, laboratornich
zprav a podkladovych dat primarnich udajt
zaznamenanych v zdznamech eCRF. Takové
audity budou provadény s patficnym ohledem
na divérnost udaji o pacientech.

K. Principal Investigator shall complete
and return to DSI and/or CRO, in a timely
manner, financial certification or disclosure
forms and FDA-1572 forms, provided to
Principal Investigator by DSI/CRO. Principal

K. Hlavni zkousejici v€as vyplni a preda
spolecnosti  DSI a/nebo CRO formuléfe
0 finanénim  prohlaSeni nebo  zvefejnéni
aformulate FDA-1572, které hlavnimu
zkouSejicimu poskytla spolecnost DSI/CRO.

AC220-A-U302_EMEA_CZECH REPUBLIC_3WAY INST INV TEMPLATE_FINAL_ENG_CL_07MAR2016_TRANSLATED INTO CZECH 13-APR-2016

Sponsor version: 17Dec15
Covance version: 07Mar16
Study Site version: 190ct16

AC220-A-U302_EMEA_CZECH REPUBLIC_3WAY INST INV 07262016. Translated into English for United Kingdom_02

Aug 2016




Sponsor_|Institution and Investigator Agreement

EMEA

Smlouva mezi zadavatelem_zdravotnickym zafizenim a zkousSejicim

Protocol No: AC220-A-U302
Country: Czech Republic

Investigator shall also complete and return to
DSI/CRO all updated disclosure/certification
and FDA 1572 forms for the duration of the
Study and for one year thereafter. Principal
Investigator shall ensure that all sub-
investigators, as listed on Form FDA 1572,
complete, return and update all financial
certification/disclosure forms and FDA 1572
forms.

Hlavni zkouSejici bude rovnéz vypliovat
apreda  spolecnosti  DSI/CRO  veskeré
aktualizované formuléie o zvetejnéni/
prohldseni a formuldfe FDA 1572 po dobu
trvani studie a po dobu jednoho roku poté.
Hlavni  zkouSejici  zajisti, aby vSichni
spoluzkousejici uvedeni na formulafi FDA
1572 vyplnili, odevzdali a aktualizovali
vSechny formulaie finan¢niho
prohldseni/zvetejnéni udajii a formulaie FDA
1572.

L. Any notifications concerning safety,
medical, or similar patient-related matters may
be communicated between the Parties and with
CRO through electronic means.

L. Veskera  oznameni  tykajici  se
bezpec¢nosti, zdravotnich nebo obdobnych
zalezitosti tykajicich se pacientll si smluvni
strany mohou sdélovat mezi sebou navzijem
a s CRO elektronickou formou.

M. DSI shall be obliged to conduct the
initiation visit with the authorized pharmacist
of the relevant Study Site Pharmacy prior to
commencing the Study. Within the scope of
the initiation visit, the pharmacist must be
provided with:

1. any and all information required for their
cooperation on this Study;

2. associated documentation set forth under
applicable legislation, by the State Institute
for Drug Control or other regulatory
authority (namely the Protocol summary,
Study file, approval by the State Institute
for Drug Control and the Ethics
Committee, etc.);

3. requirements and guidelines concerning
record keeping;

4. Delegation Log containing a list of all

M.

Zadavatel je povinen provést iniciani
navstévu povéfeného farmaceuta ptislusné
lékarny FN Plzen pted zahdjenim piislusného
navs§tévy musi byt povérenému farmaceutovi
predany:

1. veskeré informace nezbytné pro jeho
spoluti¢ast na tomto klinickém hodnoceni

2. souvisejici dokumentace stanovena
legislativou, Statnim tGstavem pro kontrolu
1é¢iv nebo jinym regulacnim organem
(zejména souhrn protokolu, studijni soubor,
schvaleni SUKL a etickou komisi atd.)

3. pozadavky a pokyny tykajici se vedeni
evidence

4. tzv. Delegation log, obsahujici seznam vSech
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individuals authorized to handle the Study
Drug; DSI shall inform the authorized
pharmacist of its potential updates without
undue delay.

DSl acknowledges that no Study Drug
shipment shall be accepted by the authorized
pharmacist prior to conducting the initiation
visit.

Monitor of the Study is obliged to notify the
pharmacist when the Study Drug was shipped
and about expected date of delivery either by
email at or phone at.

Unless otherwise expressly arranged under a
bilateral written agreement, the authorized
pharmacist shall inform the Investigator once
the delivery acceptance is confirmed and
forward the Study Drug to the Study Site as
soon as possible.

Until the time of forwarding the Study Drug to
the Study Site, the authorized pharmacist shall
remain responsible for overseeing compliance
with the principles of Good Pharmacy Practice
and DSI’s instructions concerning the Study
Drug handling, including relevant record
keeping.

Payments for the pharmacy services must be
made separate from other payments in the
Study.

DSI undertakes to, at its own cost, take back
any Study Drug packages that remain unused
upon the Study termination. The pharmacy
shall not be responsible for arranging
disposal of these drugs or paperwork

osob opravnénych zachézet s hodnocenymi
1é¢ivymi piipravky, jehoz piipadnou
aktualizaci bude zadavatel nasledné
povéfenému farmaceutovi 0znamovat bez
zbyte¢ného odkladu.

Zadavatel bere na védomi,
farmaceut  nepievezme

Ze poveétfeny
zaddnou  zasilku

.....

navstévy.

Monitor studie je povinen oznamit lékarnikovi,
kdy bylo hodnocené 1éCivo odeslan a
predpokladané datum doruceni a to bud
emailem na nebo telefonicky na.

Neni-li pisemnou oboustrannou dohodou
vyslovné stanoveno jinak, povéfeny farmaceut
po potvrzeni prevzeti dodavky informuje
zkousejiciho a pfeda hodnocené lé¢ivo do
mista klinického hodnoceni v nejbliz§im
mozném terminu.

Do doby ptedani 1é¢iv na misto klinického
hodnoceni je povéfeny farmaceut odpovédny
za kontrolu zachazeni s hodnocenym lé€ivym
pfipravkem podle zasad spravné lékarenské
praxe a pokynil zadavatele vcetné¢ vedeni
pfisluSné dokumentace.

Platby za sluzby I¢karny musim byt odd€leny
od ostatnich plateb ve studii.

Zadavatel se zavazuje po ukonceni klinického
hodnoceni odebrat nespotiebovand baleni
hodnocenych 1é¢ivych piipravki na vlastni
naklady zpét. Lékarna nezodpovida za
zajisténi  likvidace  téchto  1éCiv  ani
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associated with it.

DSI shall be liable for ensuring that the above
terms are met even if a different entity is
delegated to communicate with the authorized
pharmacist or conduct a part of the Study tasks
(deliveries, monitoring, etc.). For the purpose
of reducing organizational and health risks,
DSI shall be obliged to demonstrably inform
each such entity of the particular terms
arranged.

DSI shall ensure the delivery to an address of
the Site location where the clinical study is to
be conducted, labelling it with the authorized
pharmacist’s name.

administrativu s ni souvisejici.

Zadavatel je povinen zajistit splnéni vyse
uvedenych podminek 1 v pfipade, ze
komunikaci s povéienym farmaceutem nebo
provadénim casti tkonli v rdmci klinického
hodnoceni (dodavky, monitoring atd.) povéii
jiny subjekt. Za ticelem snizeni organizacnich a
zdravotnich rizik je zadavatel povinen kazdy
takovy subjekt o konkrétnich dohodnutych
podminkach prokazateln¢ informovat.

Zadavatel zajisti dodavku na adresu podle
mista centra, kde bude klinickd studie probihat
a oznaci ji jménem odpovédného farmaceuta.

Plzeii University Hospital, Institution | Ustavni lékarna FN Plzeii-Lochotin
Pharmacy — Lochotin alej Svobody 80

alej Svobody 80 304 60 Plzen - Lochotin

304 60 Plzen — Lochotin

5. Protocol Modifications. In the event | 5. Zmény protokolu. V pfipadé€, ze bude

future modifications in the Protocol appear
desirable, such changes may be made only with
the approval of DSI, which shall have sole
overriding discretion in such matters, and the
subsequent approval of the Study Site’s IRB. If
such modifications can be expected to affect
the cost for the Study, Study Site and Principal
Investigator will submit a written estimate to
DSI for approval. Notwithstanding the
foregoing, in the course of performing the
Study, if deviation from the Protocol is
necessary based on generally accepted
standards of clinical research and medical
practice relating to the benefit, well-being and
safety of patients, the Study Site shall notify

v budoucnu potfebné provést zmény
Vv protokolu, je moZzné takové zmény provést
pouze se souhlasem spolecnosti DSI, ktera
bude mit v téchto zalezitostech pravo hlavniho
rozhodnuti s naslednym schvalenim EK
studijniho pracovisté. Pokud lze ocekavat, Ze
takové zmény negativné ovlivni néklady této
studie, ptedlozi studijni pracovisté a hlavni
zkouSejici spolecnosti DSI ke schvaleni
pisemny odhad nakladi. Bez ohledu na vyse
uvedené, pokud se v pritbé¢hu provadéni studie
ukaze, ze je nezbytna odchylka od protokolu na
zakladé obecné pfijatych standardl klinického
vyzkumu a Iékaiské praxe tykajici se
prospéchu, zdravi a bezpecnosti pacientd,

AC220-A-U302_EMEA_CZECH REPUBLIC_3WAY INST INV TEMPLATE_FINAL_ENG_CL_07MAR2016_TRANSLATED INTO CZECH 13-APR-2016

Sponsor version: 17Dec15
Covance version: 07Mar16
Study Site version: 190ct16

AC220-A-U302_EMEA_CZECH REPUBLIC_3WAY INST INV 07262016. Translated into English for United Kingdom_02

Aug 2016




Sponsor_|Institution and Investigator Agreement EMEA
Smlouva mezi zadavatelem_zdravotnickym zafizenim a zkousSejicim

Protocol No: AC220-A-U302

Country: Czech Republic

DSI and CRO in writing prior to implementing | studijni  pracovi§t¢  pisemné  vyrozumi

such deviation, or in emergency situations,
within twenty-four (24) hours thereafter.

spolecnost DSI a CRO pted zavedenim takové
odchylky nebo v nouzovych situacich do
dvaceti ¢ty (24) hodin poté.

6. ACCESS.

6. Pristup.

A. Authorized representatives of DSl
and/or CRO shall have the right to inspect the
progress of the Study on the premises of the
Study Site and Principal Investigator at
reasonable times during the term of this
Agreement. Prior to any inspection, DSI or
CRO will notify the Study Site and Principal
Investigator of the date and time of such
inspection. Representatives of DSI and/or CRO
may review and/or request copies of data
derived from the Study at reasonable times,
and the Study Site and Principal Investigator
shall promptly provide such data. The Study
Site and Principal Investigator agree to
cooperate with representatives of the FDA, the
European Medicines Agency (“EMA”) or any
other regulatory agency in the event of an
inspection of the Study, and to provide
regulatory agency representatives with access
to the above-described records. During the
term of this Agreement, the Study Site and
Principal Investigator shall provide written
notification to DSI within twenty-four (24)
hours after receiving notice from the FDA or
any other governmental or regulatory body of
an inspection of Study Site’s and Principal
Investigator’s facilities or research records.
Study Site shall provide DSI with copies of all
materials, correspondence, statements, forms
and records received by Study Site and
Principal Investigator pursuant to such
inspection. Notwithstanding Section 4 hereof,
any release of patient information and data
shall be made within the bounds of legal

A. Opravnéni zastupci spolecnosti DSI
a/nebo CRO budou mit pravo kontrolovat
pribéh  studie v prostordch  studijniho
pracovisté a hlavniho zkousejictho v rozumné
dobé bcéhem platnosti této smlouvy. Pied
kazdou kontrolou oznami spolec¢nost DSI nebo
CRO  studijnimu pracoviSti a hlavnimu
zkousejicimu datum a cas kontroly. Zastupci
spole¢nosti  DSI  a/nebo CRO  mohou
v rozumné dob¢ kontrolovat udaje odvozené
z této studie a/nebo si vyzadat jejich kopie
a studijni pracovisté a hlavni zkousejici bez
odkladu tyto udaje poskytne. Studijni
pracovisté a hlavni zkouSejici souhlasi s tim, ze
budou spolupracovat se zastupci FDA,
Evropské  lékové  agentury  (European
Medicines Agency, dale jen ,,EMA”) nebo
jakékoli jiné regulacni agentury v pfipadé
kontroly této studie aumozni zéstupcim
regulacni agentury pfistup k vySe popsanym
zdaznamim. Po dobu platnosti této smlouvy
bude studijni pracovisté a hlavni zkousSejici
pisemné informovat spolecnost DSI do dvaceti
Ctyf (24) hodin poté, co obdrzi ozndmeni od
FDA nebo od jakéhokoli jiného spravniho
nebo regula¢niho organu o kontrole studijniho
pracovisté¢ a prostor hlavniho zkousSejiciho
nebo zaznaml o vyzkumu. Studijni pracoviste
poskytne spolecnosti DSI  kopie vSech
materiald, korespondence, prohléaseni,
formulait a zdznam, které studijni pracovisteé
a hlavni zkouSejici obdrZeli na zdkladé takoveé
kontroly. Bez ohledu na oddil 4 této smlouvy
budou veskerd sdéleni udaji a dat pacientl

10
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requirements, including, without limitation,
those relating to patient confidentiality under
applicable laws.

provadéna v mezich zdkonnych pozadavki,
mimo jiné vcetné téch, které se tykaji
divérnosti udaji o pacientech podle platnych
zakond.

B. DSl shall have the right, but not the
obligation, to be present at any Study-related
inquiry, inspection or audit. Study Site and
Principal Investigator agree to take any
reasonable actions requested by DSI to cure
deficiencies noted during any audit or
inspection. In addition, DSI shall have the right
to review and approve any correspondence to
FDA or any other regulatory agency generated
as a result of a Study-related inspection prior to

B. Spole¢nost DSI bude mit pravo, ale
nikoli povinnost byt pfitomna pii jakémkoli
Setfeni, kontrole nebo auditu tykajicim se
studie. Studijni pracovisté¢ a hlavni zkousejici
souhlasi s tim, ze pifijmou veskerd piiméfena
opatieni, ktera si spole¢nost DSI vyzada
S cilem odstranit nedostatky zjisténé béhem
jakékoliv kontroly nebo inspekce. Spole¢nost
DSI navic bude mit pravo kontroly a schvéleni
veskeré korespondence adresované FDA nebo

submission by Study Site or Principal | jinému regulaénimu organu, ktera byla

Investigator. ptipravena v disledku kontroly souvisejici se
studii, a to pfed tim, nez ji studijni pracovisté
nebo hlavni zkousejici odeslou.

7. Records; Data Ownership. All raw | 7. Zaznamy; vlastnicka prava k datim.

data, source data work sheets, written records,
accounts, notes, reports and other material
relating to the Study shall be kept confidential
and recorded in source documents used solely
for determinations made pursuant to the
Protocol. All such material shall be available
for inspection by DSI and CRO at reasonable
times.

Veskeré primarni Udaje, pracovni listy se
zdrojovymi daty, pisemné zdznamy, ucty,
poznamky, zpravy a dal$i materialy souvisejici
se studii budou povazovany za divérné
abudou  zaznamenavany ve  zdrojové
dokumentaci pouzivané vyhradné pro zjiSténi
ucinénd podle protokolu. Veskeré takové
materialy budou k dispozici pro kontrolu
spole¢nosti DSI a CRO v rozumnou dobu.

A. Principal Investigator and Study Site
agree to maintain complete and up-to-date
Study records during the Study, including but
not limited to eCRFs, drug supply and
reconciliation documentation and the Study
Site  file containing all  Study-related
correspondence. All records for the Study shall
be retained for fifteen (15) years after
completion or termination of the Study or for
the duration required by local regulations, at

A Hlavni zkouSejici a studijni pracovisté
souhlasi s tim, ze povedou béhem studie
kompletni a aktudlni zdznamy o studii, mimo
jiné vcetné zaznaml eCRF, dokumentace
0 dodavkach 1€kt a odsouhlaseni a slozky
studijniho pracovist¢ obsahujici veskerou
korespondenci souvisejici se studii. Veskeré
zaznamy  souvisejici  se  studii  budou
uchovavany po dobu patnacti (15) let po
dokonceni nebo ukonceni studie, pfipadné po

11
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DSI’s expense. In the event that it becomes
necessary to retain records for longer than
fifteen (15) years, DSI will notify Study Site
and Principal Investigator of such longer
retention period:

dobu vyzadovanou mistnimi ptfedpisy, a to na
naklady spolec¢nosti DSI. V pfipad¢, ze bude
nezbytné zaznamy uchovavat po dobu delsi
patnacti  (15)let, bude spolecnost DSI
informovat studijni pracovist¢ a hlavniho
zkous$ejiciho o tomto prodlouzeném obdobi
uchovavani:

B. Principal Investigator and Study Site
shall contact DSI in the event of loss or
destruction of any Study records, or prior to the
removal of any Study records to another
location.

B. Studijni pracovisté a hlavni zkousSejici
budou spolecnost DSI kontaktovat v ptipadé
ztraty nebo zniceni jakychkoli zdznami studie
nebo pfed prest€thovanim zaznamu studie na
jiné misto.

C. Study Site and Principal Investigator
warrant that all hardware, software, operating
systems, mechanical devices, electronic
devices, and any other components of
computer systems which are used to produce
reports and data under this Agreement, and all
documents and data provided to DSI or CRO
under this Agreement shall be free of bugs,
viruses and errors and compliant with
applicable regulation.

C. Studijni pracovisté a hlavni zkouSejici
zaruCuji, ze vSechen hardware, software,
operacni  systémy, mechanickd zafizeni,
elektronicka zafizeni a vSechny dalsi soucasti
pocitatovych systémil, které se pouzivaji
k tvorbé zprav a dat podle této smlouvy, jakoz
1 vSechny dokumenty a data poskytovana
spolecnosti DSI nebo CRO podle této smlouvy
budou prosty chyb a viri a budou v souladu
S platnymi zékony.

D. All case report forms and other data
(including without limitation, written, printed,
graphic, video and audio material, and
information contained in any computer data
base or computer readable form) generated by
the Study Site and Principal Investigator in the
course of conducting the Study (the “Data”)
shall be the property of DSI, which may utilize
the Data in any way it deems appropriate,
subject to and in accordance with applicable
laws and Section 4(D) of this Agreement. Any
copyrightable work created in connection with
performance of the Study and contained in the
Data (except any publication by the Principal
Investigator as provided in Section 12 hereof)
shall be property of DSI as author and owner
of the copyright in such work.

D. VSechny zadznamy subjekt hodnoceni
ajina data (mimo jiné vcetné¢ psanych,
tisténych, grafickych, video a audio materialt
a informaci obsazenych ve vSech pocitacovych
databazich nebo v pocitaCem Ccitelné formg),
které studijni pracovisté¢ a hlavni zkouSejici
vytvoii V prubehu provadéni studie (dale jen
»data”), budou vlastnictvim spolec¢nosti DSI,
ktera je muze vyuzit jakymkoli zplsobem,
ktery bude povazovat za vhodny pod
podminkou, Ze bude v souladu s platnymi
zdkony a s oddilem 4, pism. D této smlouvy.
Jakékoli dilo, na které se mohou vztahovat
autorskd prava, vytvofené v souvislosti
S provadénim studie a obsazené v datech
(s vyjimkou jakékoli publikace hlavniho
zkousejiciho, jak je uvedeno v oddilu 12 této

12
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smlouvy) bude majetkem spolecnosti DSI
jakozto autora a vlastnika autorskych prav
k takovému dilu.

8.

An estimated total value of the reimbursement
to be paid under this Agreement will be 4 594
160 CZK.

8.

Ptiblizna celkova hodnota uhrad, které maji byt
vyplaceny v ramci této smlouvy je 4 594 160
CZK.

A. A
B. B.
C. C.
D. D.
9. Term. This Agreement shall be | 9. Doba platnosti. Tato smlouva vstoupi

effective as of the date first set forth above, and
shall continue until the Study is completed,
unless terminated sooner in accordance with
Section 10 hereof. The obligations of Sections
6 (Access), 7 (Records; Data Ownership), 11
(Inventions), 12 (Publications), 13
(Confidentiality), 14 (Use of Party’s Name and
Logo), 17 (Indemnification and Insurance), 21
(Notice) and 23 (Governing Law) continue
beyond termination of the Agreement.

v platnost k datu uvedenému vyse na pocatku
textu smlouvy a bude platnd po dobu, dokud
nebude studie dokoncena, pokud nebude
ukoncena diive podle oddilu 10 této smlouvy.
Zavazky oddild 6 (Pfistup), 7 (Zéaznamy;
vlastnickd prava k datim), 11 (Vynalezy),
12 (Publikace), 13 (Zachovani duavérnosti),
14 (Pouziti jména a loga smluvni strany),
17 (OdSkodnéni a pojisténi), 21 (Oznameni)
a 23 (Rozhodné pravo) pretrvaji i po ukonceni
této smlouvy.

10. Termination.

10. Ukonceni platnosti.

A. This Agreement may be terminated by
either Party immediately upon prior written
notice to the other Party if any of the following
conditions occur: (i) the authorization and
approval to perform the Study in the United

A. Tato smlouva mitze byt ukoncena
kteroukoli smluvni stranou okamzit¢ po
predchozi pisemné vypovédi druhé smluvni
strané v pfipad¢, Ze nastane kterakoli
Z nasledujicich  skutecnosti: (i) schvaleni

13
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States or the European Union is withdrawn by
the U.S. Food and Drug Administration or by
EMA,; or (ii) DSI terminates the Study.

asouhlas s provadénim studie ve Spojenych
statech americkych nebo v Evropské unii
budou odvolany americkym ufadem FDA nebo
evropskou agenturou EMA, nebo
(ii) spole¢nost DSI ukonc¢i studii.

B. This Agreement may be terminated by
either Party upon ten (10) days prior written
notice to the other Party if any of the following
conditions occur: (i) the other Party breaches
any material obligation under this Agreement
and fails to remedy such breach within thirty
(30) days after receiving written notice of such
breach from the non-breaching Party; or (ii) the
Principal Investigator is unwilling or unable to
continue to serve, and a replacement
investigator acceptable to both the Study Site
and DSI is not available.

B. Tato smlouva mize byt ukoncena
kteroukoli smluvni stranou po piedchozi
pisemné vypoveédi druhé smluvni strané
s lhiitou deset (10) dnli v piipadé, Ze nastane
kterakoli z nasledujicich skute¢nosti: (i) druha
smluvni strana porusi kterykoli podstatny
zavazek podle této smlouvy a takovéto
poruseni nenapravi do tiiceti (30) dnli poté, co
obdrzi pisemné ozndmeni o takovém poruseni
od smluvni strany, kterd se poruSeni
nedopustila; nebo (ii) hlavni zkousSejici neni
ochoten nebo schopen dale poskytovat sluzby
a ndhradni zkousSejici akceptovatelny jak pro
studijni pracovisté, tak 1 pro spole¢nost DSI
neni k dispozici.

C. This Agreement may be terminated by
DSI upon twenty (20) days prior written notice
to Study Site and Principal Investigator for any
reason, other than those listed in Section 10 A
and B.

C. Spolecnost DSI mize vypovédét tuto
smlouvu na zaklad¢ pisemné vypovédi predané
studijnimu pracovisti a hlavnimu zkouSejicimu
s vypoveédni lhatou dvaceti (20) dni, a to
z jakéhokoli jiného divodu, nez jsou diavody
uvedené v oddilu 10 A a B.

D. Upon the effective date of termination,
there shall be an accounting conducted by the
Study Site and Principal Investigator, subject
to verification by CRO. Within thirty (30) days
after receipt of adequate documentation, DSI
will make payment to the Study Site and
Principal Investigator for (i) all services, not
yet paid for, but properly rendered and monies
properly expended by the Study Site and
Principal Investigator until the date of
termination; and (ii) reasonable non-cancelable
obligations properly incurred for the Study by
the Study Site and Principal Investigator prior

D. Po datu ucinnosti ukonceni smlouvy
provede studijni pracovisté a hlavni zkouSejici
ucetni vypotadani, které podléhd ovéfeni ze
strany CRO. Do tficeti (30) dnli po obdrZeni
odpovidajici  dokumentace zaplati CRO
studijnimu pracovisti a hlavnimu zkouSejicimu
za (i) vSechny sluzby, které jesté¢ nebyly
zaplaceny, ale jiz byly fadné¢ poskytnuty,
apenézni Castky fadn€ vynaloZené studijnim
pracoviStém a hlavnim zkousSejicim az do data
ukonceni platnosti smlouvy; a (ii) pfimétené
nezrusitelné zavazky tadné vzniklé ve studii
studijnimu pracovisti a hlavnimu zkousSejicimu

14
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to the effective date of termination. If CRO | pifed datem ucinnosti ukonceni smlouvy.

objects to any charge, the Parties shall use best
efforts to resolve any disagreement as
expeditiously as possible. Any funds paid to
Study Site and Principal Investigator in
advance will be prorated, and any unearned
funds will be returned by Study Site and
Principal Investigator to DSI.

Jestlize ma CRO namitky vici jakémukoli
poplatku, vynalozi smluvni strany maximalni
usili, aby jakoukoli neshodu co nejrychleji

vyfesily.  Jakékoli  finan¢ni  prostfedky
zaplacené studijnimu pracovisti a hlavnimu
zkousSejicimu  ptedem  budou  pomérné

rozpocCitany a studijni pracovisté¢ a zkousejici
1ékat vrati spolecnosti DSI veskeré nevydélané
finan¢ni prostiedky.

E. If this Agreement is terminated prior to
completion of the Study, Principal Investigator
shall furnish to DSI an acceptable
investigator’s  report for the research
completed, and will cooperate fully in
providing completed Case Report Forms and
access to appropriate records.

E. Pokud bude tato smlouva ukoncena
pfed dokoncenim studie, poskytne hlavni
zkousSejici spolecnosti DSI akceptovatelnou
zpravu zkousejiciho za provedeny vyzkum
abude pIn¢ spolupracovat za ucelem
poskytnuti  vyplnénych zaznama subjektt
hodnoceni a umoznéni pfistupu k piisluSnym
zaznamum.

F. Study Site and Principal Investigator
shall return to DSI any unused Study Drug and
all DSI confidential information, as defined in
Section 13 hereof, at the earlier of the
conclusion of the Study or termination of this
Agreement.

F. Studijni pracovisté a hlavni zkouSejici
vrati spolecnosti DSI veSkeré nespotiebované
hodnocené piipravky a veSkeré divérné
informace spolecnosti DSI podle definice
voddile 13 této smlouvy, a to bud pfi
ukonceni studie, nebo pii ukonceni platnosti
této smlouvy, podle toho, co nastane diive.

G. In the event DSI provides and/or pays
for any equipment (e.g., computer hardware,
lab equipment) to enable Study Site or
Principal Investigator to conduct the Study,
such equipment shall be included in Exhibit A
(including the description and cost thereof),
and shall be returned to DSI upon completion
of the Study. Any equipment provided and/or
paid for by DSI that is not returned to DSI is
subject to DSI’s disclosure requirements under
applicable regulations.

G. V ptipadé, ze spolecnost DSI poskytne
a/nebo zaplati za jakékoli vybaveni (napf.
pocitatovy hardware, laboratorni vybaveni),
aby studijnimu pracovisti nebo hlavnimu
zkouSejicimu umoznila provadét studii, bude
toto vybaveni uvedeno v ptiloze A (véetné jeho
popisu a ceny) a po ukonceni studie vraceno
spole€nosti DSI. Jakékoli vybaveni poskytnuté
a/nebo zaplacené spolecnosti DSI, které ji neni
vraceno, podléhd pozadavkim spolecnosti DSI
na zvefejiiovani udaju podle platnych piedpist.

11. Inventions. It is expressly agreed that

11. Vynalezy. Strany se vyslovné dohodly
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all inventions shall be promptly and fully
disclosed and described to DSI in writing, and
shall be the property of DSI. For purposes of
this Agreement, inventions shall mean
discoveries, improvements or ideas (whether
patentable or not) made by the Study Site, the
Principal Investigator, or other Study Site
personnel performing services in connection
with the Study, either solely or jointly with
others, conceived and reduced to practice in the
course and scope of this Agreement. DSI shall
have the sole and exclusive right to obtain, at
its option, patent protection in the United
States and other countries on any such
invention or discovery. Principal Investigator
and Study Site hereby agree to assign to DSI
all rights, title, and interest in and to any such
invention, and provide reasonable assistance to
obtain patents on such inventions, for which
DSI will pay all related expenses.

na tom, ze vSechny vynalezy budou promptné
a uplné¢ sdéleny a pisemné popsany spolecnosti
DSI a stanou se majetkem spolecnosti DSI. Pro
ucely této smlouvy budou vynalezy znamenat
objevy, zlepSeni nebo néavrhy (patentovatelné
¢1 nikoliv), které ucini studijni pracoviste,
hlavni  zkouSejici nebo jini pracovnici
studijniho pracovisté, kteti poskytuji sluzby
V souvislosti s touto studii, bud’ sami, nebo
spolecné s ostatnimi, vytvoiené a upravené pro
praxi v dob¢ platnosti a v ramci této smlouvy.
Spole¢nost DSI bude mit jako jediny subjekt
vyluéné pravo obstarat si — podle vlastni volby
— patentovou ochranu ve Spojenych statech
ajinych zemich pro kterykoli takovy vynalez
¢i objev. Hlavni zkouSejici a studijni pracovisté
timto souhlasi, ze postoupi spolecnosti DSI
vSechna prava, pravni tituly a podil na
jakémkoli takovém vynalezu a poskytnou
piimétenou soucinnost pfi ziskdvani patentii na
takové vynalezy, za coz spole¢nost DSI zaplati
vSechny souvisejici vydaje.

12. Publication. Study Site and Principal
Investigator acknowledge that the Study is a
multicenter study, and that the information and
data generated by Study Site or individual
Principal Investigators or study sites are not
sufficient to draw meaningful conclusions.
Accordingly, Study Site and Principal
Investigator agree that any results of the Study
shall not be published individually or
collectively in whole or part by Study Site,
Principal Investigator and its employees or
agents until after the coordinated multicenter
publication or one year after the termination of
the Study, whichever occurs first. After such
time, Study Site and Principal Investigator
shall submit any publication to DSI for review
at least forty-five (45) days prior to
submission. If during this review, DSI

12. Publikace. Studijni pracovisté a hlavni
zkouSejici berou na védomi, Ze tato studie je
multicentrickou studii a Ze informace a data

vytvofend  studijnim  pracoviStém  nebo
jednotlivymi  hlavnimi  zkouSejicimi nebo
studijnimi  pracoviSti  nejsou  dostatecné

K ucinéni smysluplnych zavérd. Z tohoto
divodu souhlasi studijni pracovisté a hlavni
zkousejici s tim, ze studijni pracovisté, hlavni
zkousSejici a jejich zaméstnanci ani zastupci
nezvetejni zadné vysledky této studie
jednotlivé ¢i spolecné€, veelku nebo Céstecné,
az do doby koordinovaného zvetejnéni
vysledkli za vSechna zucastnéna pracovisté
nebo za rok po skonceni studie, podle toho, co
nastane diive. Po uplynuti této doby ptedlozi
studijni pracovist¢ a hlavni zkouSejici
spolecnosti DSI  jakoukoli publikaci ke
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identifies its confidential information as
defined in Section 13 hereof, it shall be
deleted. If during this review DSI identifies
any patentable material requiring protection,
then Study Site and Principal Investigator
agree to delay publication for an additional
sixty (60) days for the purpose of permitting
DSl to seek appropriate legal protection,
including without limitation, patent protection.
Any publication shall comply with the
International Committee of Medical Journal
Editors (ICMJE) Criteria for Authorship. In
addition, potential conflicts of interest as
defined in the ICJME Form for Disclosure of
Potential Conflicts of Interest shall be
disclosed in manuscripts, journal submissions
and related documents. Nothing in this Section
12 shall be taken as giving DSI any right of
editorial control over any publication prepared
by Study Site and Principal Investigator.

kontrole, a to alesponi Ctyficet pét (45) dnti pred
jejim odeslanim ke zvefejnéni. Pokud béhem
této kontroly spole¢nost DSI zjisti, ze se
Vv publikaci  vyskytuji davérné informace
spole¢nosti, jak jsou tyto definovany v oddilu
13 této smlouvy, budou vymazany. Pokud
béhem této kontroly spolecnost DSI zjisti, ze
se v  publikaci  vyskytuje  jakykoli
patentovatelny  material, ktery vyzaduje
ochranu, souhlasi studijni pracovisté¢ a hlavni
zkousejici s odlozenim publikace o dalSich
Sedesat (60) dni, aby spole¢nost DSI mohla
usilovat o piislusnou pravni ochranu, mimo
jiné vcetné patentové ochrany. VSechny
publikace budou odpovidat kritériim pro
autorstvi podle Mezinarodniho vyboru editori
1ékaiskych Casopisti (International Committee

of Medical Journal Editors, ICMJE).
V rukopisech, pfispévcich do  casopist
a souvisejicich dokumentech navic budou

uvedeny potencidlni stfety zajmt definované
ve formulati ICMJE pro  zvefejnéni
potencialnich stietii z4jmu. Nic v tomto oddilu
12 nebude interpretovano jako poskytnuti
spolecnosti DSI prava redakcni kontroly nad
jakymikoliv  publikacemi  vypracovanymi
studijnim pracovistém a hlavnim zkousSejicim.

13.  Confidentiality. Except as permitted
under Section 12, the Study Site and Principal
Investigator shall not use or disclose to any
person or entity, other than those persons
directly connected with the Study and the
Protocol, any data, material or information
disclosed to the Study Site and Principal
Investigator by DSI or CRO for a period of ten
(10) years from the date of this Agreement
without obtaining the prior written consent of
DSI. The obligations of non-disclosure shall
not apply to information that (a) was at the
time of disclosure by DSI or CRO in the public

13. Zachovani divérnosti. S vyjimkou
toho, co je povoleno podle oddilu 12, studijni
pracoviSté¢ a hlavni zkouSejici nepouziji ani
nesd€li Zadné osobé ani subjektu, kromé& osob
pfimo spojenych se studii a protokolem, zadné
udaje, materidly ani informace sdélené
studijnimu pracovisti a hlavnimu zkouSejicimu
spolecnosti DSI nebo CRO bez ziskani
pfedchoziho pisemného souhlasu spolecnosti
DSI, a to po dobu deseti (10) let od data této
smlouvy. Zavazky ohledné nesdélovani se
nebudou tykat informaci, které (a) v dobé
sdéleni spole¢nosti DSI nebo CRO byly
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domain; (b) after disclosure by DSI or CRO
lawfully becomes part of the public domain by
publication or otherwise except by breach of
this Agreement; (c) was lawfully in possession
of Study Site and Principal Investigator at the
time of disclosure by DSI or CRO and was not
acquired, directly or indirectly, from DSI or
CRO; provided such prior possession was
lawful as proven by documentary evidence; (d)
was lawfully received from third parties;
provided such information was not unlawfully
obtained by such parties, directly or indirectly,
from DSI or CRO on a confidential basis; or
(e) was independently developed lawfully by
Study  Site  personnel and  Principal
Investigator, not connected with the Study;
provided such independent development can be
proven by documentary evidence.

vetejné¢ dostupné; (b) po sdéleni spolecnosti
DSI nebo CRO se legaln¢ staly soucasti
vetejné¢ dostupnych informaci diky zvefejnéni
¢1 jinym zpusobem, vyjma diky poruSeni této
smlouvy; (c¢) byly legdln¢ ve vlastnictvi
studijniho pracovisté a hlavniho zkousejiciho
Vv dobé jejich sdéleni spolecnosti DSI nebo
CRO a nebyly ziskany, pfimo ani nepiimo, od
spole¢nosti DSI nebo CRO, pokud takové
predchozi vlastnictvi bylo legalni, jak je
dolozeno dokumentarnimi dikazy; (d) byly
legalné ziskany od tieti strany; za ptedpokladu,
ze takové informace nebyly takovymi stranami
ziskany nelegalné, pfimo nebo nepiimo, od
spole¢nosti DSI nebo CRO jako divérné; nebo
(e) byly nezavisle a legalné¢ vytvofeny
pracovniky studijniho pracovist¢ a hlavnim
zkousSejicim, nikoli v souvislosti se studii; za
ptedpokladu, ze takové nezéavislé vytvoreni lze
prokazat dokumentarnimi dikazy.

14. Use of Party’s Name and Logo.
Neither Party shall use in advertising,
publicity, or otherwise, the name, trademark,
logo, symbol, or other image of the other Party,
or of CRO, without obtaining the prior written
consent of the affected Party. Principal
Investigator and Study Site agree that they will
not issue, nor allow their employees, agents or
representatives to issue, any press release or
statement, nor initiate any written or oral
communication regarding the Study to the
media or any other third party without the prior
written consent of DSI/CRO.

14. Pouziti nazvu a loga smluvni strany.
Bez ziskani ptredchoziho pisemného souhlasu
dot¢ené smluvni strany nebude zadnd ze
smluvnich stran pouZivat v reklamé, propagaci
ani jinde néazev, ochrannou znamku, logo,
symbol ani jiné zobrazeni druhé smluvni strany
nebo CRO. Hlavni zkouSejici a studijni
pracoviSté souhlasi s tim, ze bez ptredchoziho
pisemného souhlasu spole¢nosti DSI/CRO
nebudou vydavat, ani nedovoli svym
zaméstnanciim, zastupciim ani predstaviteltim,
aby vydavali jakékoli tiskové zpravy ¢i
prohlaSeni, ani nebudou iniciovat Zadnou
pisemnou ¢i ustni komunikaci s médii ¢i
s jakoukoli dalsi tfeti stranou ohledné studie.

15.  Conflict of Interest. The Principal
Investigator and Study Site certify that (i) there
is no conflict of interest between them and DSI

15. Stiet zajmu. Studijni pracovisté
a hlavni zkouSejici potvrzuji, Ze (i) neexistuje
zadny stiet zajma mezi nimi a spolecnosti DSI
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or CRO which would inhibit or affect
performance of the work specified in this
Agreement; (ii) no collateral benefit has been
offered for participation in the Agreement,
such as promises of gifts, future employment,
or travel that is not related to the Agreement;
and (iii) no gifts or other benefits have been
offered to any of their family members.
Principal Investigator and Study Site will
promptly advise DSI and CRO in the event that
any conflict of interest arises during the term of
this Agreement. Performance of the work
specified in this Agreement does not violate
any other agreement that Principal Investigator
may have with his/her employer or other third
parties.

nebo CRO, ktery by bréanil nebo ovliviioval
provadéni prace specifikované v této smlouve,
(i) za ucast v této smlouveé nebyl nabidnut
zadny vedlejsi pfinos, jako je napiiklad slib
dari, budouciho zameéstnani nebo cestovani,
které nesouvisi s touto smlouvou; a (iii) zadné
dary ani jiné pozitky nebyly nabidnuty Zadnym
jejich rodinnym pfisluSnikim. Pokud béhem
platnosti této smlouvy vznikne jakykoli stfet
z4jmu, hlavni zkousejici a studijni pracovisté
budou ihned informovat spole¢nost DSI
a CRO. Provadéni prace specifikované v této
smlouvé neporusuje zadnou jinou smlouvu,
kterou hlavni zkouSejici miize mit uzavienou
se svym zaméstnavatelem nebo s dal§imi
tretimi stranami.

16. Debarment and Disqualification.
Study Site and Principal Investigator certify
that neither the Study Site, Principal
Investigator nor any person directly employed
by them in the performance of the Study has
been charged or convicted of any offense
(related to healthcare services or to his/her
medical license), debarred or disqualified from
participating in clinical research under any
applicable laws or by any regulatory authority,
or governmental agency or excluded by any
governmental agency from participation in any
health care program. After execution of this
Agreement, if the Study Site or Principal
Investigator become aware that the Study Site,
Principal Investigator or any employee has
been, or is in the process of being charged,
convicted, debarred, disqualified or excluded
in accordance with the aforementioned
provisions, the Study Site and Principal
Investigator hereby certify it will promptly
notify DSI in writing during the term of this
Agreement and for three (3) years following its
termination or expiration. Study Site and

16. Zakaz Cinnosti a nezpusobilost.
Studijni pracoviSté a hlavni zkouSejici timto
potvrzuji, ze studijni pracovisté, hlavni
zkousSejici a ani Zaddnd jind osoba, kterou pfi
provadéni studie pifimo zameéstndva, nebyli
obvinéni nebo odsouzeni za jakykoli pfe€in
(souvisejici se zdravotnimi sluzbami nebo
jejich lékatskou licenci), nebyla jim zakazana
¢innost ani nebyli u¢inéni nezpisobilymi pro
ucast v klinickém vyzkumu podle jakychkoli
platnych pravnich ptedpisit nebo jakymkoli
regula¢nim Ufadem nebo vladni agenturou, ani
nebyli jakoukoli vladni agenturou vylouceni
zGcasti v libovolném programu zdravotni
péce. Jestlize se po uzavieni této smlouvy
studijni pracovist¢ nebo hlavni zkouSejici
dozvi, ze studijni pracovisté, hlavni zkouSejici
nebo kterykoli zaméstnanec byli nebo jsou
pfedmétem procesu obvinéni, odsouzeni,
zdkazu cinnosti, uéinéni nezplsobilym nebo
vylouceni  vsouladu svySe uvedenymi
ustanovenimi, studijni pracovist¢ a hlavni
zkous$ejici timto potvrzuji, ze o tomto budou
bezodkladné pisemné informovat spolecnost
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Principal Investigator also certify that no
debarred or disqualified person will in the
future be employed by the Study Site and
Principal Investigator in connection with any
work to be performed for or on behalf of DSI.

DSI po dobu platnosti této smlouvy a po dobu
tfi (3) let po jejim ukonceni nebo po uplynuti
jeji platnosti. Studijni pracovist¢ a hlavni
zkouSejici rovnéz potvrzuji, ze v budoucnu
nezaméstnaji zadnou osobu, jiz byla zak4zéna
¢innost nebo kterd se stala nezpusobilou,
v souvislosti s jakymikoli pracemi, které maji
byt provadény jménem spolecnosti DSI.

17. Indemnification and Insurance

17. OdsSkodnéni a pojiSténi

A. DSI will indemnify, defend and hold
harmless Study Site, Principal Investigator, the
subinvestigators identified in the Form FDA
1572 corresponding to the Protocol, and their
respective employees and agents (collectively
“Indemnitees”) from any third party claim,
expense or loss (“Claim”) incurred by or
imposed upon the Indemnitees, or any one of
them, resulting from bodily injury to patients
enrolled in the Study incurred as a direct result
of the Study conducted pursuant to the Protocol.
This indemnity shall not apply to any such
Claim which results from (i) the negligence or
willful misconduct of one or more of the
Indemnitees, (ii) the failure of one or more of
the Indemnitees to comply with accepted
medical practices, the terms of the Protocol or
any instructions relating to the use and
administration of the Study Drug, (iii) the failure
of one or more of the Indemnitees to comply
with any applicable laws or regulations, or (iv)
the use of any FDA approved drug as a
comparative agent in the Study. This Agreement
does not address or extinguish any rights DSI
may have to indemnification by any Indemnitee.

A. Spolecnost DSI  odskodni, bude
obhajovat a zprosti odpovédnosti studijni
pracoviste, hlavniho zkousejiciho,
spoluzkousejici vyslovné uvedené ve formulati
FDA 1572 ve shodé¢ s danym protokolem,
a jejich pfislusné zaméstnance a zastupce (dale
jen ,,chranéné osoby”) za jakykoli narok, vydaj
nebo ztratu tfeti strany (dale jen ,,narok”)
vznikly nebo uloZzeny chranénym osobéam,
nebo kterékoliv z nich jednotliveé, v disledku
zdravotni 0jmy pacientll zafazenych do této
studie, ke které doSlo v pfimém duasledku
studie provadéné podle protokolu. Toto
odskodnéni se nebude tykat zddné¢ho naroku,
ktery je disledkem (i) nedbalosti nebo
umyslného nespravného pocindni jedné nebo
vice chranénych stran, (ii) nedodrZeni piijaté
lékarské praxe, podminek protokolu nebo
jakychkoli pokynt tykajicich se pouzivani
a podavani hodnocené¢ho piipravku ze strany
jedné  nebo  vice chranénych  stran,
(iii) nedodrzeni jakychkoli platnych zakont
nebo piredpisit ze strany jedné nebo vice
chranénych stran, nebo (iv) pouZiti jakéhokoli
léku schvaleného FDA jako srovnavaciho
lé¢iva ve studii. Tato dohoda se netyka
zadnych prav, ani neru$i Zadna préava, ktera
spolecnost DSI muze mit na odSkodnéni ze
strany kterékoliv chranéné osoby.

20

AC220-A-U302_EMEA_CZECH REPUBLIC_3WAY INST INV TEMPLATE_FINAL_ENG_CL_07MAR2016_TRANSLATED INTO CZECH 13-APR-2016

Sponsor version: 17Dec15
Covance version: 07Mar16
Study Site version: 190ct16

AC220-A-U302_EMEA_CZECH REPUBLIC_3WAY INST INV 07262016. Translated into English for United Kingdom_02

Aug 2016




Sponsor_|Institution and Investigator Agreement

EMEA

Smlouva mezi zadavatelem_zdravotnickym zafizenim a zkousSejicim

Protocol No: AC220-A-U302
Country: Czech Republic

It shall be a condition precedent to DSI’s
indemnification obligation hereunder that the
Indemnitee (i) notify DSI of any Claim for
indemnification within thirty (30) days after
Indemnitee has knowledge of such Claim, (ii)
permit DSl to conduct and control the
investigation, preparation and defense of any
Claim (including all decisions as to legal
counsel, litigation, settlement and appeal), (iii)
cooperate fully with DSI in the defense,
investigation, preparation of any Claim, and (iv)
not compromise or settle any Claim without the
prior written approval of DSI.

Parties acknowledge and agree that hearing and
deciding of any eventual disputes not resolved
amicably will be done by court of default
jurisdiction in the Czech Republic.

Podstatnou podminkou zavazku odskodnéni ze
strany spolecnosti DSI podle této smlouvy
bude, aby chranéna osoba (i) informovala
spolecnost DSI o jakémkoli naroku na
odskodnéni do tficeti (30) dni poté, co se
0 takovém naroku dozvi, (ii) umoznila
spolecnosti DSI provést a fidit Setfeni, pfipravu
a obhajobu ve véci jakéhokoli naroku (vcetné
vSech rozhodnuti ohledné pravniho zastupce,
soudniho sporu, narovnani a odvolani),
(iii) pIn¢€ spolupracovala se spole¢nosti DSI pfi
obhajobé, Setieni, ptipraveé jakéhokoli naroku a
(iv) neuzaviela smirné narovnani nebo
nevypofadala Zadny narok bez ptedchoziho
pisemného souhlasu spole¢nosti DSI.

Smluvni strany berou na védomi a souhlasi, ze
projednani a rozhodovani ptipadnych sport, které
nebudou vyfeSeny smirem, bude fesit pfislusny
soud v Ceské republice.

B. The Study Site and Principal
Investigator  (which shall include their
employees, agents and representatives) each
agree to be solely responsible for their acts of
negligence and/or reckless acts or omissions in
the performance of their duties hereunder, and
shall be financially and legally responsible for
all liabilities, costs, damages, expenses and
attorney fees resulting from, or attributable to
any and all such acts or omissions.

B. Studijni pracovisté a hlavni zkouSejici
(coz  zahrnuje  zaméstnance,  jednatele
a zastupce) souhlasi, ze budou vylucné
odpovédni za vSechny piipady své nedbalosti
a/nebo ptripady své hrubé nedbalosti nebo
zanedbani vykonu svych povinnosti podle této
smlouvy, a Ze budou finanéné¢ a pravné
odpovédni za vSechny pravni zévazky,
naklady, nahradu Skody, vydaje a pravni
vylohy vznikajici v souvislosti se vSemi
takovymi typy jednéni nebo nedbalosti.

C. During the term of this Agreement, and
afterward as necessary to cover its liabilities
under this Agreement, the Study Site will
maintain the liability insurance, in accordance
with the provisions of the regulations or
provisions of the law of Czech Republic, for
the damages that might occur during the
performance of the Study. Proof of such

C. Béhem doby platnosti této smlouvy i
nasledné tak, jak je to nezbytné k pokryti
odpovédnosti vyplyvajici z této smlouvy, bude
mit studijni pracovis§t€ uzavieno pojiSténi
odpovédnosti v souladu s ustanovenimi
predpisti nebo ustanovenimi zakonti Ceské
republiky za Gc€elem Uhrady Skod, ke kterym
muze dojit v pribéhu provadéni studie. Na
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insurance shall be supplied to CRO upon
request.

pozadani  bude dikaz

0 takovém pojisténi.

CRO  poskytnut

18.  Assignment. This Agreement may not
be assigned by either Party without the consent
of the other Party; provided, however that
either Party may, upon notice to the other
Party, assign its rights and obligations under
this Agreement to a successor of the business
to which this Agreement relates.

18. Postoupeni. Zadna ze smluvnich stran
nesmi tuto smlouvu postoupit bez souhlasu
druhé smluvni strany, avsak za piredpokladu, ze
kazdd ze smluvnich stran mize - po
vyrozuméni druhé smluvni strany — postoupit
sva prava a povinnosti podle této smlouvy
svému pravnimu nastupci v oboru, na ktery se
vztahuje tato smlouva.

19. Independent Parties. Each Party to
this Agreement shall act as an independent
entity in its own name and for its own account,
and not as the agent or employee of the other
Party. Accordingly, the employees of one Party
shall not be considered to be employees of the
other Party, and neither Party shall enter into
any contract or agreement with a third party
which purports to obligate or bind the other
Party.

19. Nezavislé strany. Kazda ze stran této
smlouvy bude jednat jako nezavisly subjekt
svym vlastnim jménem a na svij vlastni ucet
anebude jednat jako  zastupce nebo
zamé&stnanec druhé smluvni strany. V tomto
smyslu tedy zaméstnanci jedné smluvni strany
nebudou povazovani za zameéstnance druhé
smluvni strany a Zadna ze stran neuzavie
smlouvu ani jinou dohodu s tfeti stranou, ktera
vzbuzuje zdani, ze zavazuje druhou smluvni
stranu.

20. Entire Agreement; Amendment. This
Agreement (including its Exhibits) contains the
entire understanding of the Parties with respect
to the subject matter contained herein, and
supersedes all prior and contemporaneous
agreements, understandings, statements, and
conditions, whether written or oral, between
the Parties with respect to the performance of
the transactions contemplated by this
Agreement. This Agreement shall not be
amended, supplemented or modified except by
a written agreement executed by the duly
authorized officers of each Party.

20.  Uplna dohoda; dodatek. Tato smlouva
(v€etné jejich piiloh) obsahuje uplné ujednéni
smluvnich stran, co se tye v ni obsazeného
pfedmétu, a nahrazuje vSechny predchozi
asoucasn¢ dohody, ujednédni, prohlaseni
a podminky, at’ jiz pisemné, nebo Ustni, mezi
smluvnimi stranami ohledné plnéni transakci
touto smlouvou zamyslenych. Tuto smlouvu
nelze ménit, dopliovat nebo upravovat, vyjma
pisemné dohody uzaviené fadn€ opravnénymi
vedoucimi pracovniky kazdé smluvni strany.
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21.  Notice. Except as otherwise provided
in Section 4, all notice required or permitted to
be given hereunder shall be in writing and shall
be deemed to have been duly given if sent by
registered or certified mail, postage prepaid,
return receipt requested, or transmitted by
facsimile, to the address or facsimile number
set forth below (or to such other person,
address, or facsimile number as a Party may,
from time to time, designate by written notice):

21. Oznameni. S vyjimkou toho, co je
odlisné uvedeno v oddilu 4, budou vesSkera
oznameni, kterd jsou vyzadovéana nebo jejichz
provedeni je podle této smlouvy povoleno,
ucinéna pisemné a budou povazovana za fadné
ucinéna, jestlize budou zaslana doporucenou
postou s doruenkou s predplacenym
poStovnhym nebo zasldna faxem na nize
uvedenou adresu nebo faxové ¢islo (nebo
takové jiné osob¢, na takovou adresu nebo
faxové cislo, které mize smluvni strana ¢as od
¢asu pisemnym oznadmenim urcit):

22.  Waiver. All waivers of the terms of
this Agreement shall be in writing. Failure to
insist upon compliance with any of the terms
and conditions of this Agreement shall not
constitute a general waiver or relinquishment
of any such terms or conditions, but the same
shall remain at all times in full force and effect.

22. Zieknuti se prava. Jakékoli zieknuti
se nékteré podminky této smlouvy musi byt
ucinéno pisemné. Neschopnost trvat na splnéni
kterékoli z podminek a ustanoveni této
smlouvy neznamena vSeobecné zieknuti se
nebo vzdani se jakékoli takové podminky ¢i
ustanoveni a plati, ze kazda takovd podminka
¢i ustanoveni zlstavad po celou dobu v plné
platnosti a i€innosti.

23.  Governing Law. The laws of Czech
Republic will govern the validity and
interpretation of the provisions, terms and
conditions of this Agreement.

23. Rozhodné prave. Zakony Ceské
republiky budou upravovat platnost a vyklad
ustanoveni a podminek této smlouvy.

24, Counterparts. This Agreement is
prepared in four originals, one for each party and
additional two for the purpose of the Office for
the Registration of Medicinal Products, Medical

24. Stejnopisy. Tato smlouva je
vyhotovena ve Ctyfech originédlech, pro kazdou
smluvni stranu je urcen jeden original a dalsi
dva slouzi k registracnim ucelim 1é¢ivych

Devices and Biocidal Products and IRB | pfipravku, zdravotnickych prostiedki

applications. a biocidnich ptipravki a zadosti pro EK.

25. Registration. In connection with any | 25. Registrace. V souvislosti s jakymikoli
23
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data or other information generated from the
services conducted hereunder by the Study Site
or Principal Investigator, DSI and its affiliates
shall have the right to publish such data and
information (without approval from the Study
Site or  Principal Investigator)  on
ClinicalTrials.gov or other public web based
data entry system in accordance with the U.S.
Food and Drug Administration Amendments
Act of 2007 (“FDAAA”). DSI and its affiliates
shall be exclusively responsible for registering
the Study and posting Study results in
accordance with the FDAAA, and for updating
and/or amending such clinical trial registration
and results as appropriate.

daty ajinymi informacemi generovanymi na
zéklad¢ sluzeb poskytovanych studijnim
pracoviStém nebo hlavnim zkousSejicim podle
této smlouvy bude mit spole¢nost DSI a jeji
pfidruzené spolecnosti pravo takova data
a informace publikovat (aniz by k tomu byl
nutny souhlas studijniho pracovisté nebo
hlavniho zkousejiciho) na webu
ClinicalTrials.gov nebo Vv jiném vefejném
webovém systému zadavani dat v souladu
snovelou zakona o Ufadu pro kontrolu
potravin alékt zroku 2007 (Food and Drug
Administration Amendments Act, dale jen
»zakon FDAAA”). Spole¢nost DSI a jeji
pridruzené spolecnosti budou mit vyhradni
odpovédnost za registraci studie a zvefejnéni
jejich vysledki v souladu se zdkonem FDAAA
a za aktualizaci a/nebo pfipadné za upravy
takovéto registrace klinického hodnoceni za
zvetejnéni vysledki.

26.  Anti-Bribery Laws. Study Site and
Principal Investigator acknowledge that DSI is
bound by the UK Bribery Act of 2010, the U.S.
Foreign Corrupt Practices Act of 1977 (FCPA)
and other anti-bribery and anti-corruption laws.
As such, DSI employees, agents, contractors
and/or representatives (e.g., CRO) are
prohibited from making or offering payment
(or anything of value), directly or indirectly, to
employees or officials of any foreign
government, public international organization,
political party, or candidates for political office
in order to retain any business or secure any
improper advantage on behalf of DSI.

26. Protikorupéni  zakony. Studijni
pracoviS§t¢ ahlavni zkouSejici berou na
védomi, ze spolecnost DSI je vdzana britskym
protikorupénim zakonem z roku 2010 (Bribery
Act), americkym zdkonem o zahrani¢nich
korup¢nich  praktikach zr. 1977 (Foreign
Corrupt Practices Act, FCPA) a dalsimi
pritiuplatkarskymi a protikorupénimi zakony.
Z toho divodu maji zaméstnanci, zastupci,
smluvni dodavatelé a/nebo predstavitelé
spolecnosti DSI (napt. CRO) zakézéno piimo
¢1 nepfimo provadét nebo nabizet platbu (nebo
cokoli hodnotn¢ho) zaméstnancim nebo
ufednikiim zahrani¢nich vladnich organizaci,
vefejnych mezinarodnich organizaci,
politickych  stran nebo kandiddtim na
politickou funkci s cilem udrzet si jakykoli
obchod nebo ziskat jakoukoli nepatfi¢nou
vyhodu jménem spolecnosti DSI.
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27. CONTRACT PUBLICATION

In accordance with the law 340/2015 Coll. on
Registry of Contracts, this Agreement and/or
any amendment shall be published on the
Ministerial Contract Registry within thirty (30)
days from last signature. The Parties agree that
Study Site shall publish this Agreement, its
Exhibits and any future amendments, and shall
limit its disclosure to the information required
by law.

Prior to publication, the Study Site shall remove
all information related to Confidential
Information, Personal Information, and business
and trade secrets, as defined by the Civil Code
from the Agreement to be published (Excluded
Information), including, without limitation, the
Protocol, the investigator brochure and the
budget exhibit detailing the costs per procedures.
Only the expected total study budget (contract
value) shall be published.

The Study Site shall draft the final form of the
Agreement (Draft Publication Document) for
publication (which shall not contain any
Excluded Information) and shall submit the
Draft Publication Document to DSI for review at
least thirty (30) calendar days before the
Agreement is expected to be executed. DSI
shall provide any comments to Study Site on the
Draft Publication Document within fifteen (15)
days and the Study Site shall make any
amendments reasonably suggested by DSI. The
Agreement shall only be executed after the
parties have agreed the final form and format of
the Agreement for publication on the Ministerial
Contract Registry (Final Document).

27. ZVEREJNENI SMLOUVY

V souladu se zdkonem 340/2015 Sb. o registru
smluv, tato smlouva a/nebo jakakoli ptiloha
musi byt zvetejnéna
prostiednictvim ministerského registru smluv
do tficeti (30) dni od posledniho podpisu.
Strany se dohodly, ze studijni pracovisté
zvefejni tuto smlouvu, jeji prilohy a jeji
pfipadné zmény, a omezi jeji zvefejnéni na
informace pozadované podle zakona.

Pted zvefejnénim musi studijni pracoviste ze
smlouvy, kterd ma byt zvefejnéna, odstranit
veSkeré informace vztahujici se k divérnym
informacim, osobni informace, a obchodni
tajemstvi, jak je definovano v obcanského
zakoniku (vyloucené Informace), vcetné, ale
bez omezeni, protokolu, souboru informaci pro
zkousejiciho a pfilohy s rozpoctem upiesiujici
naklady na postupy a vykony. Zvefejnén bude
pouze ocekavany celkovy rozpocet studie
(hodnota zakazky).

Studijni  pracovi$t€ vypracuje konecnou
podobu smlouvy (navrh dokumentu ke
zvetejnéni) ke zvefejnéni (kterd nesmi
obsahovat Zadnou vylou€enou informaci) a
pfedlozi navrh dokumentu ke zvefejnéni
zadavateli k posouzeni nejméné tiicet (30)
kalendainich dni pfed ocekdvanym dnem
podpisu  smlouvy. Zadavatel ptedlozi
studijnimu pracovisti veskeré pfipominky k
navrhu dokumentu ke zvefejnéni do patnacti
(15) dnl a studijni pracovisté musi provést
vSechny zmény, které divodné navrhl
zadavatel. Smlouva bude podepsdna pouze
poté, co se strany dohodly na konecné podobé
a formatu  smlouvy ke  zvefejnéni
prostfednictvim ministerského registru smluv
(zavérecny dokument).
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The Study Site agrees to publish the Final
Document and complete the metadata on the
Ministerial Contract Registry within 5 working
days after final signature of the Agreement. The
Study Site shall add Covance Databox ID and
email CzechRepublicContracts@Covance.com
as a secondary recipient. If the Study Site fails
to publish the Final Document within the time
specified above, or at the latest within twenty
(20) days from final signature of the Agreement,
DSl/Covance reserves the right to publish the
Final Document and shall notify the Study Site
in writing of such publication. The Parties
understand that the site shall not be initiated
until the Final Document has been published.

Studijni pracovisté souhlasi s tim, ze zvetejni
zavéreCny dokument a vyplni metadata v
ministerském registru smluv do 5 pracovnich
dnii po koneéném podpisu smlouvy. Studijni
pracovist¢ musi pfidat ID  DataBoxu
spole¢nosti Covance a e-mail
CzechRepublicContracts@Covance.com jako
sekundarniho adresata. V pfipadé€, ze studijni
pracovisté nezverejni zavéreény dokument ve
stanovené lhuté uvedené vyse, nebo nejpozdéji
do dvaceti (20) dni od kone¢ného podpisu
smlouvy, DSI/spole¢nost Covance si vyhrazuje
pravo uvetejnit zavéreény dokument a bude o

tomto  zvefejnéni  informovat  studijni
pracovist¢ pisemnou formou. Tyto strany
rozumi, Ze studijni pracovist¢ nebude

pracovistém studie, dokud nebude zvefejnén
zavérecny dokument.

IN WITNESS WHEREOF, the Parties have
hereunto signed this Agreement in their official
capacities as of the date first written above.

NA DUKAZ CEHOZ ob& smluvni strany
podepsaly tuto smlouvu ztitulu svych
oficialnich funkci k vySe uvedenému datu.

DSI DSI:

By: Podepsal/a:
Name: Jméno:
Title: Funkce:

Fakultni nemocnice Plzen

Fakultni nemocnice Plzen

By:

Podepsal/a:

26

AC220-A-U302_EMEA_CZECH REPUBLIC_3WAY INST INV TEMPLATE_FINAL_ENG_CL_07MAR2016_TRANSLATED INTO CZECH 13-APR-2016

Sponsor version: 17Dec15
Covance version: 07Mar16
Study Site version: 190ct16

AC220-A-U302_EMEA_CZECH REPUBLIC_3WAY INST INV 07262016. Translated into English for United Kingdom_02

Aug 2016



mailto:CzechRepublicContracts@Covance.com
mailto:CzechRepublicContracts@Covance.com

Sponsor_|Institution and Investigator Agreement

EMEA

Smlouva mezi zadavatelem_zdravotnickym zafizenim a zkousSejicim

Protocol No: AC220-A-U302
Country: Czech Republic

Name: MUDr. Vaclav Simanek, Ph.D.

Jméno: MUDr. Vaclav Simanek, Ph.D.

Title: director

Funkce: tfeditel

By:

Podepsal/a:

Name:

Jméno:

Title: Principal Investigator

Funkce: Hlavni zkousejici
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EXHIBIT A—ENROLLMENT AND PAYMENT
SCHEDULE

PRILOHA A - HARMONOGRAM
ZARAZOVANI APLATEB

AC220-A-U302

AC220-A-U302

QUANTUM-First

QUANTUM-First

Protocol Title: A Phase 3, Double-Blind,
Placebo-controlled Study of Quizartinib
(AC220) Administered in Combination with
Induction and Consolidation Chemotherapy,
and Administered as Maintenance Therapy in
Subjects 18 to 75 Years Old with Newly
Diagnosed FLT3-1TD (+) Acute Myeloid
Leukemia

Nazev protokolu: Dvojité zaslepena, placebem
kontrolovana studie faze 3 piipravku
Quizartinib (AC220) podavaného v kombinaci
s indukéni a konsolidaéni chemoterapii a jako
udrZovaci lé¢ba u pacienti ve véku 18 az 75 let
s nové diagnostikovanou akutni myeloidni
leukémii FLT3-1TD (+)

Study Site: Fakultni nemocnice Plzen

Studijni pracovisté: Fakultni nemocnice Plzen

Principal Investigator:

Hlavni zkousSejici:

1. Enrollment Targets and Enrollment
Schedule

1. Cilovy pocet zarazenvch subjektu a
harmonogram zarazovani

2. Fee Per Completed Subiject:

2. Platba za dokonéenou navs§tévu pacienta:

2.1 Payments will be made on a
completed visit per subject. Please note the
following:

2.1 Platba bude vyplacena za
dokonéenou navstévu u jednoho pacienta.
Nezapomeiite:
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Payments for subject visits will be
prorated based on the assessments and
procedures actually completed.

Za navstévy subjektu bude vyplacena
pomérna ¢astka podle poctu vysetieni a
skute¢né dokonéenych tkont.

Payment for screen failure subjects will
be prorated based on the confirmed
completed procedures.

Za pripady netispésného screeningu u
subjektt bude vyplacena pomérna ¢astka
podle poétu potvrzenych dokonéenych
ukond.

| Payment for subjects discontinued after
randomization will be prorated based on the
confirmed completed visits.

"1 Za subjekty, které budou vytazeny po
randomizaci, bude vyplacena pomérna
¢astka podle poétu potvrzenych
dokoncenych navstév.

Reimbursement may be withheld for
subjects randomized into the Study who do
not conform to the Protocol’s inclusion and
exclusion criteria, or for whom there are
Protocol deviations that affect the applicable
data.

Za subjekty, které budou randomizovany
do studie, ale nesplni kritéria pro zarazeni,
resp. splni néktera z kritérii pro vytrazeni, a
za subjekty, u nichz dojde k odchylce od
protokolu, ktera neptiznive ovlivni prislusna
data, nebude vyplacena zadna ¢astka.

Procedures which are deemed to be part
of the normal standard of care will not be
reimbursed. It is expected that the subjects’
insurance company or national payer will
reimburse these costs. In the event that these
costs are not reimbursed via insurance or the
national payer, Sponsor will pay these costs
upon written notification from the Study
Site /Principal Investigator.

Zaukony, které jsou povazovany za
soucast bézného standardu péce, nebude
vyplacena zadna castka. Ocekava se, ze
pojistovna subjektu nebo narodni thradova
organizace proplati naklady za tyto ukony.
V ptipadé, ze tyto naklady nebudou
proplaceny z pojisténi nebo ze strany
narodni thradové organizace, uhradi tyto
naklady na zaklad¢ pisemného oznameni ze
strany studijniho pracovisté/zkousejiciho
zadavatel.

Nize jsou uvedeny pfiblizné platby za navstévu
nebo cyklus.

Below represents an approximate payment per visit
or cycle.
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Castka (CZK)
(Amount (CZK))

2.2 A more detailed breakdown of the
Study Budget is set forth in Exhibit B.

2.2 Podrobngéjsi rozpis rozpoctu studie
je uveden v ptiloze B.

. Other Payments:

. Dalsi platby:

Payment for other fees and expenses that
are not included in the Fees Per Completed
Subject will be made according to the
following rates:

Platby za poplatky a vydaje, které nejsou
zahrnuty v platbé za dokonéenou navstévu
pacienta, budou provedeny dle
nasledujicich sazeb:

ITEM
POLOZKA

Amount (CZK)
Castka (CZK)

Unexpected subject related expenses can be
submitted to the DSI for review. Payment
will be approved on a case by case basis.

Neocekavané vydaje souvisejici S
pacientem je mozné odeslat spole¢nosti
DSI k piezkoumani. Platby budou
schvalovany ptipad od ptipadu.

TRAVEL COST:

CESTOVNI VYDAJE:

SCREENING FAILURE:

NEUSPECH VE SCREENINGU:

PHARMACY FEES:

POPLATKY LEKARNAM:
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4, Pro-Rata Payments:

4, Pomérné platby:

4.1 In the event the Study is terminated
prior to completion, pro-rated expenses and
fees shall be paid as set forth above in
Section 2.1 for each Subject visit
performed before the early termination of
the Study.

4.1 V ptipadé, ze bude studie ukoncena
pted jejim dokonéenim, budou za kazdou
navstévu pacienta absolvovanou pred
predcasnym ukoncenim uhrazeny naklady

a poplatky v pomérné vysi, jak je uvedeno
v Casti 2.1.

4.2 If other non-cancelable costs are
incurred by Study Site, written justification
must be provided to CRO/DSI for review
and approval. Payment of such costs is
subject to DSI’s approval.

4.2 V piipadé, Ze studijnimu pracovisti
vzniknou dal$i nezrusitelné naklady, je
tieba CRO/spolecnosti DSI predlozit k
prezkoumani a schvaleni pisemné
zdtvodnéni. Uhrada takovych nakladd
podléha schvaleni ze strany spolecnosti
DSI.

Protocol Violators

Poruseni protokolu

Payments for Study subjects who are
deemed to have been in violation of the
Protocol may be paid up to the point that
the violation occurred at the discretion of
DSlI.

Platby za studijni subjekty, u nichz existuje
domnénka, ze porusili protokol, budou dle
uvazeni spole¢nosti DSI provadény az do
okamziku, kdy K poruseni doslo.

Payment Conditions

Platebni podminky

6.1 Payee

6.1 Piijemce platby

The payee under this Exhibit A shall be the
Study Site.

Pi{jemcem platby dle tohoto dodatku A
bude studijni pracovisté.
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6.2 Periodic Payments

6.2 Pravidelné platby

Study Site shall submit invoices for
Services performed and expenses incurred
(as defined in Sections 2 and 3 herein) on a
guarterly basis. Study Site may invoice for
pass-through expenses on a monthly basis
if necessary. Payments will be made by
electronic wire solely to the Study Site to
the bank account set forth in the “Payment
Designation Form”.

Studijni pracovisté bude piekladat faktury
za provedené sluzby a vzniklé naklady (jak
jsou definovany v ¢astech 2 a 3 tohoto
dodatku) jednou za étvrtleti. Studijni
pracovisté muze V ptipadé potieby
fakturovat za ptefakturované vydaje jednou
mési¢né. Platby budou provedeny
elektronickym prevodem vyhradné na ucet
studijniho pracovisté uvedeny ve formulafi
plateb ,,Payment Designation Form*®.

Invoices shall be addressed to Daiichi
Sankyo, Inc., 399 Thornall Street,
Edison, New Jersey 08837, USA and
delivered to Covgance CRA at Covance
CAPS, Na Strzi 65/1702, 140 00 Praha 4,
Czech Republic

Faktury budou vystavovany na Daiichi
Sankyo Inc., Thornall Street, Edison,
New Jersey 08837, Spojen¢ staty
Americké, a doru¢eny monitorovi studie na
adresu Covance CAPS, Na Strzi 65/1702,
140 00 Praha 4, Ceska republika

Payments shall only be made when the
following criteria have been met:

Platby budou provedeny pouze pii splnéni
nasledujicich kritérii:

(2) Subject meets the inclusion and
exclusion criteria as defined in the
Protocol

(a) Pacient splni kritéria pro zafazeni, resp.
nesplni kritérium pro vyfazeni
definované protokolem.

(b) Study procedures have been conducted
in full compliance with the Protocol
and Study manuals

(b) Postupy ve studii byly provedeny zcela
v souladu s protokolem a studijni
priruckou.

(c) Electronic CRFs have been completed
in full

(c) Elektronické formulafe pro zaznam
subjektt (Case Report Form, CRF)
byly kompletné vyplnény.

(d) IXRS has been updated

(d) Systém IXRS (interaktivni
webovy/hlasovy odpovédni systém)
byl aktualizovan.

(e) ECG results have been transmitted to
the central ECG laboratory

(e) Vysledky EKG byly odeslany do
centralni laboratoie EKG.
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All payments are subject to withholding
taxes required under the applicable
jurisdictions.

Vsechny platby podléhaji srazkam dani dle
platné legislativy.

6.3 Final Payment

6.3 Zavérecéna platba

Notwithstanding the criteria defined in
Section 6.2 above, the final payment shall
be contingent upon the following additional
conditions:

Bez ohledu na kritéria stanovena v ¢asti 6.2
vyse bude zavérec¢na platba zaviset na
nasledujicich dodate¢nych podminkach:

(@) All required Subject visits have been
completed

(a) Pacienti absolvovali vsechny
pozadované navstévy.

(b) CRO has received all Subject data in a
form suitable for analysis

(b) CRO obdrzela vSechny udaje pacientti
ve formatu vhodném pro analyzu.

(c) All data clarification queries have been
resolved to CRO’s satisfaction

(c) Vsechny zadosti 0 objasnéni udajt byly
vyteSeny ke spokojenosti CRO.

(d) CRO has verified that all required
regulatory documentation is
complete

(d) CRO provétila, ze veSkera pozadovana
regula¢ni dokumentace je uplna.

(e) Study Site /Principal Investigator has
returned all required drugs to DSI
and other material to CRO or third
party vendor, as applicable

(e) Studijni pracovisté/Hlavni zkouSejici
vratilo vSechny pozadované léky
DSl a dalsi materialy CRO ¢i
dodavateltim (tfetim stranam), dle
toho, co je relevantni.

(f) The Study close-out visit has been
completed

(f) Probéhla zavére¢na navstéva ve studii.

(g) Study Site has provided CRO with
final invoices.

(9) Studijni pracovisté pfedalo CRO
zavérecné faktury.

(h) Equipment listed below is returned to
ERT

(h) Zatizeni uvedené nize bylo vraceno
ERT

ECG Machine

EKG pfistroj
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Study Site shall have sixty (60) days from
the receipt of the final payment under this
Agreement to identify discrepancies and
resolve any payment disputes with CRO.

Ve lhité Sedesati (60) dnt od piijeti
zavereéné platby dle této smlouvy musi
studijni pracovisté identifikovat
nesrovnalosti a vytesit spory ohledné
plateb s CRO.

All invoices must be dated no later than 90
days of Study completion. Any invoices
that are dated after 90 days will not be
paid.

Faktury nesmé&ji byt datovany pozdéji nez
90 dni po ukonéeni studie. Faktury, které
budou datovany po uplynuti 90 dni,
nebudou proplaceny.

Please note that invoices must contain the
following information:

Vezméte, prosim, na védomi, ze faktury musi
obsahovat nasledujici informace:

(a) Protocol Number

(a) ¢islo protokolu,

(b) Invoice Date and Number

(b) datum vystaveni faktury a ¢islo
faktury,

(c) Date and Description of Services
Provided

(c) datum a popis poskytnutych
sluzeb,

(d) Total amount payable

(d) celkova ¢astka k Gihrade,

(e) National Provider Identification
(NPI) Number (if applicable)

(e) identifika¢ni ¢islo narodniho
poskytovatele (National Provider
Identification, NPI) (je-li
relevantni),

(f) Payee name and address as per
this Agreement

(f) nazev a adresu piijemce plateb
dle této smlouvy.
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