CLINICAL STUDY AGREEMENT

This Clinical Study Agreement (“Agreement”)
is made and entered into as of date of last
signature (“Effective Date”) by and between
Fakultni nemocnice u sv. Anny v Brne
located at Pekarska 664/53, 656 91 Brno -
Stare Brno, Czech Republic, represented b

Director, ID No.: 00159816 (“Study Site™),
born on

located at

(“Principal Investigator”), and
Daiichi Sankyo, Inc., located at 399 Thornall
Street, Edison, New Jersey 08837 (“DSI”).
Study Site, Principal Investigator and DSI are
each referred to as a “Party” and collectively as
the “Parties.”

WITNESSETH:

WHEREAS, by separate agreement, DSI has
engaged INC Research UK Limited with
principal offices located in the United
Kingdom at Riverview the Meadows Business
Park Station Approach, Blackwater,
Camberley, Surrey GU179AB, UK, including
its affiliates, subsidiaries, and specifically its
parent company INC Research, LLC (“CRQO”),
acting as an independent contractor, to act on
behalf of DSI for the purposes of transferring
certain obligations in connection to this
Agreement, said  obligations including
negotiation of this Agreement and Study
Budget Amounts described in Exhibit A.

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. DS 1040-A-U103

Daiichi Sankyo CSA Template_1040-A-U103_CZR_Tripartite_ 10NOV2016

Final: 19 Jun 2017

Kh1/2016/036/Fo

SMLOUVA O KLINICKE STUDII

Tato smlouva o klinické studii (dale jen
»Smlouva“) se uzavira ke dni jejiho podpisu
posledni smluvni stranou (dale jen ,,datum
ucinnosti) mezi Fakultni nemocnici u sv.
Anny v Brné, se sidlem na adrese Pekaiska
664/53, 656 91 Brno - Staré Brno, Ceska

republika, zast.:
feditelem, IC: 00159816

dale jen ,zdravotnické zarizeni

bytem na adrese
_(déle jen ,.hlavni zkougejici®)

a spole¢nosti Daiichi Sankyo, Inc., se sidlem
na adrese 399 Thornall Street, Edison, New
Jersey 08837 (dale jako ,,DSI®). Na
zdravotnické zatizeni, hlavniho zkousejiciho a
spole¢nost DSI se dale jednotlivé odkazuje
jako na ,smluvni stranu“ a spolecné jako
»Smluvni strany*.

TENTO DOKUMENT DOSVEDCUIJE:

JELIKOZ prostiednictvim samostatné smlouvy
spolecnost DSI angazovala spolec¢nost INC
Research UK Limited, se sidlem ve Velké
Britanii na adrese Riverview the Meadows
Business Park Station Approach, Blackwater,
Camberley, Surrey GU179AB, Velka Britanie,
vcetné jejich pobocek, dcefinych spolecnosti a
zejména jeji matefské spolecnosti INC
Research, LLC (dale jen smluvni vyzkumné
organizace [Contract Research Organization,
,CRO"]), jednajici jako nezavisly dodavatel,
ktera bude jednat jmeénem spolec¢nosti DSI pro
ucely pievodu urcitych povinnosti v souvislosti
Stouto smlouvou, pfiCemz tyto povinnosti
zahrnuji  dojednani  této  smlouvy a
rozpoctovych castek za klinickou studii, jak je
uvedeno v piiloze A,

JELIKOZ si spoleénost DSI pieje, aby se
zdravotnické zafizeni a hlavni zkouSejici
ucastnili provadéni multicentrické klinické
studie (dale jen ,,studie*), na zakladé protokolu
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entitled “A PHASE 1B/2, MULTI-CENTER,
DOUBLE-BLIND (PRINCIPAL
INVESTIGATORS AND STUDY SUBJECTS
BLINDED, SPONSOR  UNBLINDED),
PLACEBO-CONTROLLED, RANDOMIZED,
SINGLE-ASCENDING DOSE STUDY TO
ASSESS THE SAFETY,
PHARMACOKINETICS, AND
PHARMACODYNAMICS OF DS-1040B IN
SUBJECTS WITH ACUTE ISCHEMIC
STROKE?” (the “Protocol”) as described under
Exhibit B;

WHEREAS, the Study will utilize DS-1040b
(the “Study Drug”);

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

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 of the Czech Republic,
international principles regarding the conduct
of clinical research, and industry practice.

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

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
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é. DS 1040-A-U103 S nazvem
~MULTICENTRICKE, DVOIITE
ZASLEPENE (ZASLEPENI JSOU HLAVNI
ZKOUSEJICI A SUBJEKTY HODNOCENI,
ZADAVATEL JE ODSLEPENY)
PLACEBEM KONTROLOVANE,
RANDOMIZOVANE, KLINICKE
HODNOCENI SJEDNOU VZESTUPNOU
DAVKOU FAZE 1B/2 PRO HODNOCENI
BEZPECNOSTI, FARMAKOKINETIKY A
FARMAKODYNAMIKY PRIPRAVKU DS-
1040B U SUBJEKTU S AKUTNI
ISCHEMICKOU CEVNI MOZKOVOU
PRIHODOU* (déale jen ,protokol“), jak je
uvedeno v piiloze B;

JELIKOZ se v této studii bude pouZivat
piipravek DS-1040b (dale jen ,hodnoceny
ptipravek®);

JELIKOZ provadéni studie bude ku prospéchu

zdravotnického zafizeni a hlavniho
zkousSejiciho a to tak, Ze podpofi cile
zdravotnického zafizeni a hlavniho
zkousejiciho v oblasti  vyzkumu,  vyuky,
vzdélavani a sluzeb vetejnosti; a

JELIKOZ zdravotnické zafizeni a hlavni

zkousejici prohlasili, Ze maji k dispozici zdroje
k odbornému provadéni této studie v souladu
s platnymi  zakony CR, mezinarodnimi
standardy tykajicimi se provadéni klinického
vyzkumu a zavedenou praxi v oboru;

TIMTO se smluvni strany za fadné a pfiméfené
protiplnéni, jehoz pfijeti a dostate¢nost se timto
uznavaji, dohodly na nasledujicim:

1. Rozsah praci. Zdravotnické zafizeni a
hlavni zkouSejici souhlasi s tim, Ze budou
provadét tuto studii v souladu s protokolem
zaloZenym na pouziti hodnoceného piipravku,
jak je popsano v souboru informaci pro
zkousejiciho. V rozsahu, v némz se nékteré
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those of the Agreement, the terms of the
Agreement shall govern the conduct of the
Parties.

2. Principal Investigator. The Study will
be conducted under the direction of the
Principal Investigator. By his/her signature
below, the Principal Investigator acknowledges
his/her individual obligation to ensure that the
Study is conducted in accordance with this
Agreement. In the event the Principal
Investigator becomes unwilling or unable to
perform the duties required by this Agreement,
a replacement investigator, if acceptable to the
Study Site and DSI, shall assume direction of
the Study. The new investigator shall be
required to agree to the terms and conditions of
this Agreement.

and

3. Study Site

Personnel.

Training  of

A. Study Site and Principal Investigator
shall ensure that all employees and agents of
the Study Site and Principal Investigator 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.

B. The Study Site and/or Principal
Investigator will notify DSI and CRO promptly
by telephone and subsequently in writing, of
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podminky protokolu mohou liSit od podminek
této smlouvy, se chovani smluvnich stran bude
fidit podminkami smlouvy.

2. Hlavni  zkouSejici.  Studie  bude
provadéna pod vedenim hlavniho zkousejiciho.
Hlavni zkouSejici svym podpisem niZe stvrzuje
sviij osobni zavazek zajistit, Ze studie bude
provadéna v souladu s touto smlouvou.
V piipadé, ze hlavni zkouSejici piestane byt
ochoten nebo schopen vykonavat povinnosti
vyzadovaneé touto smlouvou, vedeni této studie
prevezme nahradni zkousSejici, pokud bude
piijatelny pro zdravotnické zafizeni a
spole¢nost DSI. Novy zkousejici bude muset
piijmout podminky této smlouvy.

3. Zdravotnické zarizeni a S$koleni
personalu.
A. Zdravotnické  zafizeni a  hlavni

zkousejici zajisti, ze vSichni zaméstnanci a
zastupci zdravotnického zafizeni a hlavniho
zkousejiciho, ktefi poskytuji sluzby podle této
smlouvy, (i) budou mit potiebné zkuSenosti,
kvalifikaci a Skoleni k poskytovani takovych
sluzeb, vcetné¢ provadéni protokolu a
efektivniho a bezpecného vydeje a podavani
hodnoceného ptipravku, (ii) budou si védomi
zévazki uvedenych v této smlouve, které se
tykaji  zdravotnického zafizeni, hlavniho
zkousejiciho a jejich ptislusnych povinnosti, a
(ii1) zah4ji, budou peclivé provadét a dokonci
kazdy krok studie, za ktery jsou odpovédni.
Zdravotnické zafizeni a hlavni zkousSejici
nebudou  extern¢  zajiStovat,  nezadaji
subdodavateli ani nebudou delegovat Zadny ze
svych zévazki podle této smlouvy na tieti
stranu bez predchoziho pisemného souhlasu
spolecnosti DSI.

B. Zdravotnické zafizeni a/nebo hlavni

zkousSejici oznami spole¢nosti DSI a CRO
telefonicky a nasledné¢ pisemné vSechny
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any significant changes in Study Site
personnel, Principal Investigator, or physical
location that occur during the Study.

4. Conduct of Study.

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:

A. The Study will be performed in strict
accordance with all applicable laws and
regulations of the Czech  Republic,
international principles regarding the conduct
of clinical research, institutional guidelines and
the Protocol. A properly executed Informed
Consent Form, approved by DSI and the
relevant Ethics Committee, 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.

B. The Study shall be conducted in strict
compliance with generally accepted standards
of good clinical research and medical practices,
international principles regarding the conduct
of clinical research, and in compliance with all
applicable laws and regulations of the Czech
Republic 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 of the Czech
Republic, and international  principles
regarding the conduct of clinical research
pertaining to patient confidentiality.

C. Prior to initiation of the Study, Study
Site and/or Principal Investigator will obtain
approval for the Protocol from the relevant
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vyznamné zmény ve sloZeni tymu pracovniki
zdravotnického zafizeni, osoby hlavniho
zkousSejiciho nebo fyzického umisténi, ke
kterym dojde v prubéhu studie.

4, Provadéni studie.

Zdravotnické zafizeni a hlavni zkousSejici
souhlasi s tim, Ze vyvinou plIné usili za u¢elem
piesného a efektivniho provedeni prace
vyzadované touto smlouvou, pficemz toto usili
bude zahrnovat zejména nésledujici:

A. Studie bude provadéna v pfisném
souladu se vSemi platnymi zdkony a predpisy
CR, mezinarodnimi standardy tykajicimi se

provadéni klinického vyzkumu, vnitinimi
piedpisy zdravotnického zatizeni a
protokolem. Radné¢ podepsany formulaf

informovaného souhlasu schvaleny spolec¢nosti
DSI a pfislusnou Etickou komisi, ktery je v
souladu s piislusnymi zékony a ptredpisy, bude
ziskan od vSech subjekti zatazenych do studie.
Dale zdravotnické zatfizeni a hlavni zkousejici
souhlasi s tim, Ze zajisti, Ze nabor pacientl
nezacne diive, neZz bude tato smlouva plné
uzaviena.

B. Studie bude provadéna ptisn¢ v souladu
sobecné pfijatymi  standardy  spravného
klinického vyzkumu a I1ékafské praxe,
mezinarodnimi  standardy tykajicimi  se
provadéni klinického vyzkumu a v souladu se
véemi platnymi zdkony a piedpisy CR
vztahujicimi se Kk podavani 1ékt, provadéni
klinickych hodnoceni, uchovavani zaznamii,
nepouzivani  jmen  konkrétnich  pacient
v zaznamech subjekti hodnoceni a v souladu s
dalsimi smérnicemi a zakony CR a
mezinarodnimi  standardy tykajicimi  se
provadéni klinického vyzkumu tykajicimi se
ochrany udaju o pacientech.

C. Pted zahdjenim provadéni studie ziska

zdravotnické zatizeni a/nebo hlavni zkousejici
schvaleni protokolu piislusnou Etickou komisi
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Ethics Committee or similar committee
formally designated to review biomedical
research, in conformance with applicable law
and regulation of the Czech Republic.

D. 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
applicable law and regulation of the Czech
Republic, and international  principles
regarding the conduct of clinical research. A
copy of the Informed Consent Form shall be
given to each participating patient or the
patient’s family. Study Site and Principal
Investigator also agree to comply with any
applicable laws of the Czech Republic,
international principles regarding the conduct
of clinical research, or provisions relating to
the confidentiality, privacy and security of
patient information.

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

F. Principal Investigator shall provide
notification to DSI and/or CRO and 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.
Principal Investigator shall provide notification
to the relevant Ethics Committee or any other
bodies as applicable according to the
applicable laws and regulations of the Czech
Republic.

G. The Study Site and Principal
Investigator shall interact directly with CRO
for issues relating to contractual agreements,
payment administration, patient enrollment,
clinical monitoring and overall Study
management issues.
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nebo podobnou komisi formalné wurcenou
k pfezkoumani  biomedicinského  vyzkumu
v souladu s platnymi zakony a piedpisy CR.

D. Hlavni zkouSejici zajisti, Ze kazdy
pacient zafazovany do studie poskytne
informovany souhlas sucasti v souladu se
zédsadami  zdravotnického  zafizeni  pro
informované souhlasy a v souladu s platnymi
zdkony a piedpisy CR a mezinarodnimi
standardy tykajicimi se provadéni klinického
vyzkumu. Kopie formulafe informovaného
souhlasu bude poskytnuta kazdému pacientovi,
ktery se studie ucastni, nebo jeho roding.
Zdravotnické zafizeni a hlavni zkousSejici také
souhlasi s tim, Ze budou dodrZovat viechny
platné zakony CR, mezinarodni standardy
tykajici se provadéni klinického vyzkumu a
ustanoveni tykajici se ochrany a bezpecnosti
informaci o pacientech.

E. Slucitelnost kazdého ze subjekth studie
s pozadavky protokolu bude zvéZzena na
zéklad¢ nezavislého 1€karského usudku.

F. Hlavni zkouSejici vyrozumi spole¢nost
DSI a/nebo CRO do dvaceti ¢tyt (24) hodin od
okamZziku, kdy se dozvi o jakychkoli
neocekavanych nebo zavaznych nezadoucich

ucincich  hodnocen¢ho  pfipravku  nebo
jakéhokoli  kontrolniho  léku a/nebo o
jakychkoli  nepovolenych odchylkach od
protokolu.  Hlavni  zkouSejici  vyrozumi

prislusnou Etickou komisi nebo dle potieby
jiné orgény podle platnych zakont a ptepisu
CR.

G. Zdravotnické  zafizeni a  hlavni
zkousejici budou v pifimém kontaktu s CRO,
pokud jde o otazky tykajici se smluvnich

ujednani, spravy plateb, naboru pacientd,
klinického  monitorovani a  zalezitosti
celkového fizeni studie.
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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.

I 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. Any such source documents should
have any identifiable patient data masked
before submitting to DSI or CRO.

J. The Principal Investigator shall assist
CRO representatives in resolving any
discrepancies, errors or missing information in
eCRFs. Study Site and 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.

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
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. Study Site
and 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.
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H. Zdravotnické  zafizeni a  hlavni
zkousejici zajisti, aby v prabehu provadéni
studie nedoSlo k pfedani zadnych davérnych
informaci pacientt spole¢nosti DSI.

l. Hlavni  zkouSejici  bude  pfesn¢
vypliiovat elektronické zaznamy subjekti
hodnoceni (electronic Case Report Form,
eCRF) (dale jen ,,eCRF*“) poskytnuté CRO a
odesle tyto formulafe  prostfednictvim
dalkového zadavani dat do ¢tyficeti osmi (48)
hodin od ziskani udaji. Na vyzadani poskytne
hlavni zkouSejici papirové kopie téchto
formulara a veskerou zdrojovou dokumentaci
tykajici se studie zastupcim spolecnosti DSI
a/nebo CRO. Ve zdrojové dokumentaci musi
byt veSkeré identifikovatelné udaje pacientil
zaslepeny pted piedanim spolecnosti DSI nebo
CRO.

J. Hlavni  zkouSejici bude pomahat
zastupcim CRO pifi  feSeni veSkerych
nesrovnalosti, chyb nebo chybéjicich informaci
v zdznamech eCRF. Zdravotnické zafizeni a
hlavni zkousSejici budou pomahat CRO pfi
provadéni  audith  originalnich  zdznamu
subjektli hodnoceni, laboratornich zprav a
podkladovych dat primarnich udajt
zaznamenanych v zdznamech eCRF. Takové
audity budou provadény s patficnym ohledem
na divérnost idajli o pacientech.

K. Hlavni zkousejici v€as vyplni a preda
spole¢nosti DSI a/nebo CRO formulate o
finanénim prohlaSeni nebo zvefejnéni a
formulafe  FDA-1572,  které  hlavnimu
zkousejicimu poskytla spole¢nost DSI/CRO.
Hlavni zkousejici bude rovné€z vyplilovat a
pteda  spoleénosti ~ DSI/CRO  veSkeré
aktualizované formuléte 0
zvetejnéni/prohlaSeni a formuldte FDA 1572
po dobu trvani studie a po dobu jednoho roku
poté. Zdravotnické zafizeni a hlavni zkousSejici
zajisti, aby vSichni spoluzkouSejici uvedeni na
formulati FDA 1572 wvyplnili, odevzdali a
aktualizovali vSechny formulafe finan¢niho
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L. Any notifications concerning safety,
medical, or similar patient-related matters may
be communicated between the Parties and with
CRO through electronic means.

M. Study Drug shall be delivered to the
hospital’s pharmacy of Study Site. Study Site
undertakes to ensure that Study Drug shall be
stored in the pharmacy separately from other
medicines and that preparation / modification,
control, storage and hand over of Study Drug
shall be done in accordance with Protocol,
valid legal regulations of the Czech Republic,
Good Pharmacy Practice, international
principles regarding the conduct of clinical
research, and also according to the conditions
stated in Guideline LEK-12 issued by the State
Institute for Drug Control. Principal
Investigator undertakes to take Study Drug
from the pharmacy of Study Site in accordance
with Protocol.

5. Protocol Modifications. In the event
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 relevant Ethics
Committee. If such modifications can be
expected to affect the cost for the Study, Study
Site and/or 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
and/or Principal Investigator shall notify DSI
and CRO in writing prior to implementing such
deviation, or in emergency situations, within
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prohlaSeni/zvetejnéni udajii a formuladie FDA
1572.

L. VesSkerd  ozndmeni  tykajici  se
bezpe¢nosti, zdravotnich nebo obdobnych
zalezitosti tykajicich se pacientl si strany
mohou sdélovat mezi sebou navzdjem a s CRO
elektronickou formou.

M. Hodnocen¢ 1é€ivo bude dodéno do
nemocni¢ni lékarny Zdravotnického zafizeni.
Zdravotnické zafizeni se zavazuje, Ze zajisti,
aby hodnocené 1é¢ivo bylo ulozeno v 1ékarné
oddé€len¢ od ostatnich 1éCiv a aby piiprava /
Uprava, kontrola, uchovavani a vydavani
hodnoceného 1éCivého piipravku probihaly v
souladu s Protokolem, platnymi pravnimi
piedpisy  Ceské  republiky, spravnou
Iékérenskou praxi, mezindrodnimi standardy
tykajicimi se provadéni klinického vyzkumu a
rovnéz dle podminek stanovenych v pokynu
LEK-12 vydaném Statnim Ustavem pro
kontrolu 1é¢iv. Hlavni zkousejici se zavazuje,
ze bude hodnocené lécivo odebirat z 1¢karny
Zdravotnického  zafizeni v  souladu s
Protokolem.

5. Zmény protokolu. V ptipad¢, ze bude
v budoucnu potfebné provést zmény
v protokolu, je mozné takové zmény provést
pouze se souhlasem spolecnosti DSI, kterd
bude mit v téchto zalezitostech pravo hlavniho
rozhodnuti, a  naslednym  schvalenim
prislusnou Etickou komisi. Pokud lze ocekavat,
ze takové zmény negativné ovlivni naklady
této studie, ptredlozi zdravotnické zafizeni a
hlavni zkousSejici spolecnosti DSI ke schvaleni
pisemny odhad nédklad. Bez ohledu na vyse
uvedené, pokud se v pritbé¢hu provadéni studie
ukaze, Ze je nezbytna odchylka od protokolu na
zaklad¢é obecné pfijatych standardii klinického
vyzkumu a Iékaiské praxe tykajici se
prospéchu, zdravi a bezpe€nosti pacientl,
zdravotnické zafizeni a/nebo hlavni zkousejici
pisemn¢ vyrozumi spolec¢nost DSI a CRO pied
zavedenim takové odchylky nebo v nouzovych
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twenty-four (24) hours thereafter.
6. Access.

A. Authorized representatives of DSI
and/or CRO shall have the right to inspect the
progress of the Study on the premises of the
Study Site at reasonable times during the term
of this Agreement. Prior to any inspection, DSI
or CRO will notify the Study Site and/or
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/or Principal Investigator
shall promptly provide such data. The Study
Site and/or Principal Investigator agree to
cooperate with representatives of the FDA 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/or
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 facilities or
research records. Study Site and/or Principal
Investigator shall provide DSI with copies of
all materials, correspondence, statements,
forms and records received by Study Site
and/or 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
requirements.

CRO or DSI are obliged to inform Study Site
(Clinical Studies Department) about dates of
planned initiation, close out, audit and

by email at

monitorin Visits
@D 0 o DS o obliged

Daiichi Sankyo CSA Template_1040-A-U103_CZR_Tripartite_ 10NOV2016
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situacich do dvaceti ¢ty (24) hodin poté.
6. Piistup.

A Opravnéni zastupci spolec¢nosti DSI
a/nebo CRO budou mit pravo kontrolovat
prabéh studie v prostorach zdravotnického
zafizeni v rozumné dob¢ béhem platnosti této
smlouvy. Pfed kazdou kontrolou oznami
spolecnost DSI nebo CRO zdravotnickému
zafizeni a/nebo hlavnimu zkousejicimu datum
a cCas kontroly. Zastupci spolecnosti DSI
a/nebo  CRO mohou v rozumné dobé
kontrolovat (daje odvozené z této studie
a/nebo si vyzadat jejich kopie a zdravotnické
zafizeni a/nebo hlavni zkousejici bez odkladu
tyto udaje poskytne. Zdravotnické zatizeni
a/nebo hlavni zkouSejici souhlasi stim, Ze
budou spolupracovat se zastupci Utadu pro
kontrolu potravin a 1é¢iv (Food and Drug
Administration, FDA) nebo jakékoli jiné
regulaéni agentury v piipadé kontroly této
studie a umozni zastupciim regulacni agentury
pristup k vysSe popsanym zaznamtim. Po dobu
platnosti této smlouvy bude zdravotnické
zafizeni a/nebo hlavni zkouSejici pisemné
informovat spole¢nost DSI do dvaceti Ctyt (24)
hodin poté, co obdrzi ozndmeni od FDA nebo
od jakéhokoli jiného spravniho nebo
regulacniho organu o kontrole prostor
zdravotnického zafizeni nebo zaznami o
vyzkumu. Zdravotnické zafizeni a hlavni
zkousejici poskytnou spolecnosti DSI kopie
vSech materiali, korespondence, prohlaSeni,
formulafi a zaznami, které zdravotnické
zafizeni a/nebo hlavni zkouSejici obdrzeli na
zaklad¢ takové kontroly. Bez ohledu na oddil 4
této smlouvy budou veskera sdéleni informaci
o pacientech a jejich udaji provadéna v mezich
zakonnych pozadavk.

CRO nebo spolecnost DSI jsou povinni
informovat Zdravotnické zatizeni (Oddéleni
Klinickych studii) o datech planovanych
'''' ukonCovacich, auditnich a
monitorovacich navstév, a to e-mailem na
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to provide this information to Study Site at
least 3 days before planned visit. DSI and CRO
agree that except for Principal Investigator also
another person authorized by Study Site shall
participate in these visits if needed.

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

submission by Study Site or Principal
Investigator.
7. Records; Data Ownership. All raw

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.

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 at least the longest of the
following period of time:

(1)

two (2) years after the last grant

Daiichi Sankyo CSA Template_1040-A-U103_CZR_Tripartite_ 10NOV2016
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adresu Tuto informaci
jsou spolec¢nost DSI nebo CRO povinni
Zdravotnickému zafizeni poskytnout alespoi 3
dny pfed planovanou navstévou. Spolecnost
DSI a CRO souhlasi, ze se téchto navstév bude
v ptipad¢ potieby ucastnit krom¢ Hlavniho
zkouSejictho 1 dalsi povéfeny pracovnik
Zdravotnického zatizeni.

B. Spole¢nost DSI bude mit pravo, ale
nikoli povinnost byt pfitomna pfi jakémkoli
Setfeni, kontrole nebo auditu tykajicim se
studie. Zdravotnické zafizeni a hlavni
zkousejici souhlasi s tim, ze piijmou veSkera
pfiméfena opatieni, kterd si spolecnost DSI
vyzada scilem odstranit nedostatky zjisténé
béhem jakékoliv kontroly nebo inspekce.
Spolecnost DSI navic bude mit pravo kontroly
a schvaleni veSkeré korespondence adresované
FDA nebo jinému regulacnimu organu, ktera
byla pfipravena v dusledku kontroly souvisejici
se studii, a to pfed tim, nez ji zdravotnické
zafizeni nebo hlavni zkousSejici odeslou.

7. Ziznamy; vlastnicka prava k datim.
Veskeré primarni Udaje, pracovni listy se
zdrojovymi daty, pisemné zaznamy, ucty,
poznadmky, zpravy a dalSi materialy souvisejici
se studii budou povazovany za diavérné a
budou zaznamenavany ve zdrojové
dokumentaci pouzivané vyhradné pro zjisténi
ucinénad podle protokolu. VeSkeré takové
materialy budou k dispozici pro kontrolu
spolec¢nosti DSI a CRO v rozumnou dobu.

A Hlavni  zkouSejici a zdravotnické
zafizeni souhlasi s tim, Ze povedou b&hem
studie kompletni a aktualni zaznamy o studii,
mimo  jiné  vcetn¢  zdznaml  eCRF,
dokumentace o dodavkach 1ékti a odsouhlaseni
a slozky zdravotnického zafizeni obsahujici
veSkerou korespondenci souvisejici se studii.
Veskeré zaznamy ke studii budou uchovavany
po nejdelsi z nasledujicich obdobi:

1) dva (2)

roky po posledni
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of marketing authorization for the
Study Drug by a Regulatory Authority
for a country included in the Study and
until there are no further applications
for marketing authorization for the
Study Drug pending or contemplated
by DSI

@) two (2) years following the
termination or withdrawal of the health
regulatory agency exemption (e.g.,
Investigational New Drug (IND)
application) under which the Study is
being conducted; or

(3) as defined by laws and
regulations of the Czech Republic.

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.

C. Study Site and Principal Investigator
ensure that all hardware, 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 laws of the Czech Republic.

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/or 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 all applicable
privacy laws of the Czech Republic,
international principles regarding the conduct
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uspesné registraci hodnoceného
piipravku regulacnim organem pro
zemi zahrnutou do klinické studie a
poté, co jiz Zadné  registrace
hodnoceného pfipravku necekaji na
vyftizeni ani jiz zadné DSI nezamysli;

@) dva (2) roky po skonceni nebo
odvolani vyjimky ud¢€lené zdravotni
regulani agenturou (napf. zadosti o
povoleni nového hodnoceného 1éciva
[Investigational New Drug, IND]),
podle niz je tato studie provadéna; nebo

(3) podle ustanoveni zakont a
predpist CR.
B Zdravotnické  zafizeni a  hlavni

zkousejici budou spolecnost DSI kontaktovat
Vv pfipadé ztraity nebo =znifeni jakychkoli
zdznamu studie nebo pied piestéhovanim
zédznamu studie na jiné misto.

C. Zdravotnické  zafizeni a  hlavni
zkouSejici  zajisti, Ze vSechen hardware,
mechanicka zafizeni, elektronicka zafizeni a
vSechny dal$i soucasti pocitaCovych systémii,
které se pouzivaji k tvorbé zprav a dat podle
této smlouvy, jakoZ i vSechny dokumenty a
data poskytovana spole¢nosti DSI nebo CRO
podle této smlouvy budou prosty chyb a virti a
budou v souladu s platnymi zakony CR.

D. VSechny z4dznamy subjektti hodnoceni
a jind data (mimo jiné, vcetn¢ psanych,
tisténych, grafickych, video a audio materiala a
informaci obsaZzenych ve vSech pocitacovych
databazich nebo v pocitacové Citelné formé),
které zdravotnické zafizeni a/nebo hlavni
zkousejici vytvoii v pribehu provadéni studie
(dale jen ,data®), budou vlastnictvim
spolecnosti DSI, kterd je mize vyuzit
jakymkoli zpusobem, ktery bude povaZzovat za
vhodny, pod podminkou, Ze bude v souladu
splatnymi zakony CR o ochrané osobnich
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of clinical research, and Section 4(D) of this
Agreement; however, the medical
documentation of Study Subjects is and
remains the property of Study Site. 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.

8. Cost and Payment. As compensation
for performing the Study, Study Site, Principal
Investigator and Subinvestigators shall be paid
a fee by CRO on behalf of DSI in accordance
with and subject to the terms of this Section 8
and Section 10D hereof. All Parties to this
Agreement acknowledge that, to the best of
their knowledge, payment to the Study Site,
Principal Investigator and Subinvestigators is
compensation for the fair market value of the
services provided by Study Site, Principal
Investigator and Subinvestigators to DSI.

A Payment shall be made to the Study
Site, Principal Investigator and
Subinvestigators in accordance with the
schedule of payments attached as Exhibit A.
All costs outlined on Exhibit A shall remain
firm for the duration of the Study, unless
otherwise agreed in writing by the Study Site,
Principal Investigator and DSI.

B. Payments to the Study Site, Principal
Investigator and Subinvestigators shall be
made to the following payees and addresses:

Study Site:
Payee Name:

Fakultni nemocnice u sv. Anny v Brne
Attention: Clinical Studies Department
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udajia, mezinarodnimi standardy tykajicimi se
provadéni klinického vyzkumu a s oddilem 4
(D) této smlouvy s tim vSak, Ze zdravotnicka
dokumentace subjektii hodnoceni je a zastava
vlastnictvim Zdravotnického zafizeni. Jakékoli
dilo, na které se mohou vztahovat autorska
prava, vytvoiené v souvislosti s provadénim
studie a obsazené v datech (s vyjimkou
jakékoli publikace hlavniho zkouSejiciho, jak
je uvedeno v oddilu 12 této smlouvy) bude
majetkem spolecnosti DSI jakoZto autora a
vlastnika autorskych prav k takovému dilu.

8. Naklady a platby. Za provedeni této
studie vyplati CRO jménem spolecnosti DSI
odménu zdravotnickému zafizeni, hlavnimu
zkouSejicimu a spoluzkousejicim v souladu s
podminkami oddilu 8 a oddilu 10D této
smlouvy. VSechny smluvni strany této
smlouvy potvrzuji, Ze podle jejich nejlepSiho
védomi je platba zdravotnickému zafizeni,
hlavnimu zkouSejicimu a spoluzkousejicim
odménou ve vysi trzni ceny sluzeb, které
zdravotnické =zatizeni, hlavni zkouSejici a
spoluzkousejici poskytuji spole¢nosti DSI.

A. Platba zdravotnickému zafizeni,
hlavnimu zkouSejicimu a spoluzkousejicim
bude provedena v souladu s rozpisem plateb
piilozenym jako pfiloha A. VSechny naklady
uvedené v piiloze A budou fixni po dobu
trvani studie, pokud nedojde k jiné dohodé
pissmnou formou mezi zdravotnickym
zafizenim, hlavnim zkouSejicim a spolecnosti
DSI.

B. Platby zdravotnickému zafizeni,
hlavnimu zkouSejicimu a spoluzkousejicim
budou hrazeny nasledujicim piijemctim plateb
s nasledujicimi adresami:

Zdravotnické zarizeni:
Jméno ptijemce plateb:

Fakultni nemocnice u sv. Anny v Brn¢
K rukam: Oddéleni klinickych studii
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Address: Pekarska 664/53
656 91 Brno - Stare Brno
Czech Republic
Payee Tax Identification Number:
CZ00159816

Bank Name- (D
G

Bank Account Number:-

Email Address for Remittance
Information

Principal Investigator:
Payee Name:

Address:

Paiee Identification Number:

Bank Name:
Bank Account Number:

Adresa: Pekatska 664/53
656 91 Brno - Staré Brno
Ceska republika
Danové identifikacni c¢islo pfijemce
plateb: CZ00159816

Néazev banky:

Cislo bankovniho ﬁétu:-

SWIFT:

E-mailova adresa pro informace o
prevodu:

Hlavni zkousejici:

Jméno prijemce plateb:

Adresa:

Identifikacni Cislo pfijemce plateb:

Néazev banky:
Cislo bankovniho tGétu:

Subinvestiiator - -

Payee Name:

Address:

Paiee Identification Number:

Daiichi Sankyo CSA Template_1040-A-U103_CZR_Tripartite_ 10NOV2016
Final: 19 Jun 2017

Sioluzkouée;ici - -

Jméno prfijemce plateb:

Adresa:

Identifikacni Cislo pfijemce plateb:
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Bank Name:
Bank Account Number:

Subinvestigator

Payee Name:

Paiee Tax ldentification Number:
Bank Name:
Bank Account Number:

IBAN
SWIFT:

e G

Payee Name:

Address:

Payee Tax Identification Number: N/A

EEL Name:
Bank Account Number:_
IBAN:

a
SWIFT:-

Daiichi Sankyo CSA Template_1040-A-U103_CZR_Tripartite_ 10NOV2016
Final: 19 Jun 2017

Nézey banky: (D

Cislo bankovniho uctu:

Sioluzkouéejici - -

Jméno pfijemce plateb:
Adresa:

Danové identifikacni Cislo pfijemce
plateb:

Néazev banky:
Cislo bankovniho tGétu:

IBAN
SWIFT:

dh G

Jméno prfijemce plateb:

Adresa:

Danové identifikacni c¢islo pfijemce
plateb: N/A

Néazev banky:

Cislo bankovniho ﬁétu:_
IBAN:

a
SWIFT:-
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Subinvestigator

Payee Name:

Address:

Payee Tax Identification Number: N/A

Bank Name: (D

Bank Account Number:

In case of changes in the Payee’s bank account
details, Payee is obliged to inform CRO in
writing, but no amendment to this Agreement
shall be required.

The Payees are responsible for paying all taxes
generated for the services given according to
this agreement except for VAT and in
accordance with current legal laws of country
of the site. All amounts herein include all
applicable taxes (income tax, and any other
such taxes that are applicable) except for VAT.
Therefore, neither CRO nor DSI will make any
additional payment to this amount referenced
herein except for VAT.

C. DSI will issue all payments directly to
the Study Site, Principal Investigator and/or
Subinvestigators on a quarterly basis. Study
Site, Principal Investigator and/or
Subinvestigators shall be reimbursed on a
completed visit per subject basis in accordance
with the Study Budget set forth in Exhibit A.
Ninety percent (90%) of each payment due will
be made based upon prior month enrollment
data supporting subject visitation confirmed by
subject eCRFs received from the Study Site

Daiichi Sankyo CSA Template_1040-A-U103_CZR_Tripartite_ 10NOV2016
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Sioluzkouéejici N

Jméno prijemce plateb:

Danové identifikacni ¢islo pfijemce
plateb: N/A

Nazev banky: (D

Cislo bankovniho tGétu:

V ptipadé zmény bankovniho spojeni ptijemce
plateb je pfijemce plateb povinen pisemné o

tom informovat spolecnost CRO, ale
nevyzaduje se wuzavieni dodatku k této
smlouve.

Ptijemce plateb odpovida za tthradu vSech dani
za sluzby poskytované dle této smlouvy
svyjimkou DPH, a to v souladu s aktualnimi
zékonnymi piedpisy zemé, kde zdravotnické
zatizeni pusobi. VSechny zde uvedené castky
zahrnuji vSechny platné dané (dan z pfijmu a
ptipadné dalsi uplatiiované dang) s vyjimkou
DPH. Z tohoto divodu nebude spole¢nost
CRO ani DSI platit zadné dodate¢né platby k
¢astkam zde uvedenym s vyjimkou DPH.

C. DSI bude hradit ctvrtletné veskeré
platby pfimo  zdravotnickému  zafizeni,
hlavnimu zkousejicimu a/nebo

spoluzkousejicim. Zdravotnickému zafizeni,
hlavnimu zkousSejicimu a/nebo
spoluzkousSejicim bude hrazena dokoncena
navstéva za subjekt v souladu s rozpoctem
studie uvedenym v piiloze A. Devadesat
procent (90 %) kazdé splatné platby bude
uhrazeno na zéklad¢ 0daji o zafazovani z
predchoziho mésice dokladajicich navstévy
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and/or Principal Investigator and verified by
CRA. The balance of monies earned, up to ten
percent (10%), will be pro-rated upon
verification of actual subject visits, and will be
paid by DSI to the Study Site, Principal
Investigator and/or Subinvestigators upon final
acceptance by DSI of all eCRF pages, all data
clarifications issued, the receipt and approval
of any outstanding regulatory documents as
required by CRO and/or DSI, the return of all
unused supplies (including, but not limited to,
Study Drug, computer hardware, and lab
equipment) to CRO, and upon satisfaction of
all other applicable conditions set forth in this
Agreement. Once DSI has paid funds to Study
Site, Principal Investigator and/or
Subinvestigators for the performance of the
Study by the Principal Investigator and the
Study Site, DSI shall have no further
obligation or liability to pay Principal
Investigator, Subinvestigators or Study Site
any amounts for their performance of the
Study. In the event the work conducted
hereunder is less than that set forth above for
any reason, the actual funds paid for this Study
will be prorated to reflect the actual work
completed.

D. If any dispute arises as to whether
Study Site, Principal Investigator and/or
Subinvestigators is entitled to the payment of
fees, or is obligated to repay DSI for any fees
previously overpaid, then the Study Site,
Principal Investigator and CRO shall attempt
to resolve such dispute in good faith. Pending
such resolution, DSI may retain any disputed
funds.
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subjektli potvrzené zaznamy eCRF subjektl
piijatymi od zdravotnického zafizeni a/nebo
hlavniho zkouSejiciho a ovéfenymi monitorem
klinického hodnoceni  (Clinical Research
Associate, CRA). Zbytek platby, maximalné
deset procent (10 %), bude proporcionalné
vypoften po ovéfeni skutecnych néavstév
subjektu, a zdravotnickému zafizeni, hlavnimu
zkouSejicimu a/nebo  spoluzkouSejicim  jej
proplati DSI po kone¢ném pfijeti vSech stran
zaznami eCRF spolecnosti DSI, vSech
vydanych formuldii pro objasnéni tudaji,
piijeti a schvaleni veskerych zbyvajicich
regulacnich  dokumenti, jak jsou tyto
pozadovany CRO a/nebo spolec¢nosti DSI, po
vraceni vSech dodanych nepouzitych materialt
(mimo jiné, vcetné hodnoceného piipravku,
pocitacového  hardwaru a laboratorniho
vybaveni) spole¢nosti CRO a po splnéni vSech
dalSich pfislusSnych podminek stanovenych v
této smlouvé. Jakmile spole¢nost DSI vyplati
finan¢ni prostiedky zdravotnickému zafizeni,
hlavnimu zkouSejicimu a/nebo
spoluzkousejicim za provedeni této studie
hlavnim  zkouSejicim a  zdravotnickym
zafizenim, nebude mit spole¢nost DSI zadny
dalSi zavazek nebo povinnost platit hlavnimu
zkousejicimu, spoluzkousejicim nebo
zdravotnickému zafizeni jakékoli dalSi castky
za provedeni této studie. V ptipadé, ze z
jakéhokoli divodu bude podle této smlouvy
provedeno méné prace, nez je vySe uvedeno,
bude skutecnd castka zaplacena za tuto studii
proporciondlné¢ snizena tak, aby odrazela
skute¢né provedené prace.

D. Vznikne-li jakykoli spor ohledné toho,
zda ma zdravotnické zafizeni, hlavni zkouSejici
a/nebo spoluzkouSejici narok na platbu
poplatkii, nebo zda maji povinnost vratit
spolecnosti DSI jakékoli poplatky dfive
pieplacené, pokusi se zdravotnické zatizeni,
hlavni zkousSejici a CRO takovyto spor vyfesit
v dobré vife. Spole¢nost DSI mtze pozdrzet
jakékoli finan¢ni prosttedky, jichz se spor tyka,
az do vyteseni sporu.
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9. Term. This Agreement shall be
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.

10.  Termination.

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 is withdrawn; or
(if) DSI terminates the Study.

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 DSl is not available.

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.

This Agreement may be terminated by Study
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9. Doba platnosti. Tato smlouva vstoupi
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 (Ptistup), 7 (Zéaznamy;
vlastnickd prava k datim), 11 (Vyndlezy), 12
(Publikace), 13 (Zachovani divérnosti), 14
(PouZiti jména a loga smluvni strany), 17
(Odskodnéni a pojisténi), 21 (Oznameni) a 23
(Rozhodné pravo) pretrvaji i po ukonceni této
smlouvy.

10. Ukonceni platnosti.
A. Tato smlouva mitze byt ukoncena
kteroukoli smluvni stranou okamzit¢ po

piedchozi pisemné vypovédi druhé smluvni
strané v piipadé, Ze nastane kterdkoli z
nasledujicich skute¢nosti: (i) schvaleni a
souhlas s provadénim studie budou zruSeny;
nebo (i1) spolecnost DSI ukon¢i studii.

B. Tato smlouva mitize byt ukoncena
kteroukoli smluvni stranou po predchozi
desetidenni  (10) pisemné vypovédi druhé
smluvni stran¢ v ptipadé, Ze nastane kterakoli z
nasledujicich skute¢nosti: (i) druhd smluvni
strana porusi kterykoli podstatny zévazek
podle této smlouvy a takovéto poruseni
nenapravi do tficeti (30) dnd poté, co obdrzi
pisemné oznameni o takovem poruseni od
smluvni strany, kterd se poruseni nedopustila;
nebo (ii) hlavni zkouSejici neni ochoten nebo
schopen dale poskytovat sluzby a neni k
dispozici ndhradni zkousejici piijatelny jak pro
zdravotnické zafizeni, tak i pro spole¢nost DSI.

C. Spole¢nost DSI miize vypovédét tuto
smlouvu na zakladé pisemné vypovédi predané
zdravotnickému  zafizeni a  hlavnimu
zkousejicimu s vypovédni lhitou dvaceti (20)
dni, a to z jakéhokoli jiného diivodu, nez jsou
divody uvedené v oddilu 10 A a B.

Zdravotnické zafizeni je opravnéno ukoncit

Page 16 of 36



Site upon thirty (30) days prior written notice
to DSI, CRO, and Principal Investigator in the
event Study Site is unable to complete
performance of the Study in a long term
without negative impacts on its main activity,
provision of health care, due to circumstances
beyond the control of Study Site.

D. Upon the effective date of termination,
there shall be an accounting conducted by the
Study Site and/or 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/or Principal Investigator for (i)
all services, not yet paid for, but properly
rendered and monies properly expended by the
Study Site and/or Principal Investigator until
the date of termination; and (ii) reasonable
non-cancelable obligations properly incurred
for the Study by the Study Site and/or Principal
Investigator prior to the effective date of
termination. If CRO 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/or Principal
Investigator in advance will be prorated, and
any unearned funds will be returned by Study
Site and/or Principal Investigator to DSI.

E. If this Agreement is terminated prior to
completion of the Study, Study Site and/or
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.

F. Study Site and Principal Investigator
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tuto smlouvu pisemnou vypovédi, jestlize
v disledku  vzniku prekazky, jez nastala
nezéavisle na jeho vili, nebude Zdravotnické
zatizeni dlouhodob¢ schopno dokoncit klinické
hodnoceni, aniz by tim nebyla negativné
ovlivnéna jeho hlavni Cinnost, kterou je
poskytovani zdravotni péce. Vypovédni lhita
¢ini 30 dnl a pocina bézet dnem nasledujicim
po dni doruceni této vypovédi CRO,
spolecnosti DSI a Hlavnimu zkousSejicimu.

D. Po datu ucinnosti ukonceni smlouvy
provede zdravotnické zafizeni a/nebo hlavni
zkous$ejici ucetni vyporadani, které podléha
ovéfeni ze strany CRO. Do tficeti (30) dnti po
obdrZzeni odpovidajici dokumentace zaplati
spoleCnost DSI  zdravotnickému  zafizeni
a/nebo hlavnimu zkouSejicimu za (i) vSechny
sluzby, které jest¢ nebyly zaplaceny, ale jiz
byly fadné poskytnuty, a penézni ¢astky fadné
vynalozené zdravotnickym zafizenim a/nebo
hlavnim zkouSejicim az do data ukonceni
platnosti smlouvy; a (ii) pfiméfené nezrusSitelné
zavazky fadné vzniklé ve studii
zdravotnickému zafizeni a/nebo hlavnimu
zkous$ejicimu pred datem ucinnosti ukonceni
smlouvy. Jestlize ma CRO namitky vuci
jakémukoli poplatku, vynalozi smluvni strany
maximalni usili, aby jakoukoli neshodu co
nejrychleji  vyfteSily.  Jakékoli  finan¢ni
prostfedky zaplacené zdravotnickému zafizeni
a/nebo hlavnimu zkousejicimu budou pomérné
rozpoc€itany a zdravotnické zafizeni a/nebo
zkousejici 1¢kat vrati spolecnosti DSI veskeré
neopravnéné ziskané financni prostedky.

E. Pokud bude tato smlouva ukoncena
pied dokoncenim studie, poskytne
zdravotnické zatizeni a/nebo hlavni zkousejici
spolecnosti  DSI  akceptovatelnou  zpravu
zkousejiciho za provedeny vyzkum a budou
pln¢ spolupracovat za ucelem poskytnuti
vyplnénych zaznami subjekti hodnoceni a
umoznéni pristupu k ptisluSnym zdznamtm.

hlavni

F. Zdravotnické  zafizeni a
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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. Study Site and Principal
Investigator shall also return or destroy any
unused Study Drug at DSI’s instruction and
reasonable expense.

G. In the event DSI provides and/or pays
for any equipment (e.g., computer hardware,
lab equipment) to enable Study Site and
Principal Investigator to conduct the Study,
such equipment 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 federal and state
regulations.

In the event DSI or CRO provides Study Site
with particular material which shall be
available to Principal Investigator in the course
of the Study for the purpose of its conduct
(“Equipment”), Equipment shall be used by
Principal Investigator or Study Site exclusively
for the purpose of the Study. Equipment shall
be used in accordance with any instruction or
operating manuals or guidances for the whole
period of its possession by Principal
Investigator or Study Site. DSI and CRO shall
bear any expenses incurred by delivery,
installation and return of Equipment. DSI and
CRO undertake to ensure the hand over or
collection of Equipment from Study Site or to
ensure its disposal on their expense as soon as
it is possible and suitable. Any repairs and
service of lent Equipment, its regular
maintenance and needed spare parts, as well as
required controls, inspections and revisions of
Equipment shall be paid by DSI or CRO.
During the handover of devices to Study Site,
there must be present the employee of
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zkousSejici vrati spoleCnosti DSI veskeré
nespotiebované hodnocené piipravky a veskeré
divérné informace spolecnosti DSI podle
definice v oddile 13 této smlouvy, a to bud’ pii
ukonceni studie, nebo pfi ukonceni platnosti
této smlouvy, podle toho, co nastane dfive.
Zdravotnické zatizeni a hlavni zkouSejici také
vrati nebo zni¢i veSkeré nespotifebované
hodnocené piipravky podle pokynti spolecnosti
DSI a za pfiméfené naklady spolecnosti DSI.

G. V piipadé, ze spolecnost DSI poskytne
a/nebo zaplati jakékoli vybaveni (napf.
pocitaCovy hardware, laboratorni vybaveni),
aby zdravotnickému zafizeni a hlavnimu
zkous$ejicimu umoznila provadét studii, bude
toto vybaveni po ukonceni studie vraceno
spolecnosti DSI. Jakékoli vybaveni poskytnuté
a/nebo zaplacené spolecnosti DSI, které ji neni
vraceno, podléhd pozadavkiim spolecnosti DSI
na zvefejiiovani udaji podle federalnich a
statnich ptedpist.

Pokud spole¢nost DSI nebo CRO poskytne
Zdravotnickému zatizeni konkrétni material, jez
bude k dispozici Hlavnimu zkouSejicimu po
dobu vykonu Studie, a to za ucelem jejiho
provadéni  (,,Vybaveni), bude Vybaveni
Hlavnim zkouSejicim nebo Zdravotnickym
zafizenim pouzivano vylucné pro ucely Studie.
Vybaveni bude pouZivano v souladu s
jakymikoli manualy, navody k pouziti ¢i
pokyny, a to po celou dobu jeho drZeni Hlavnim
zkousejicim nebo Zdravotnickym zatizenim.
Spole¢nost DST a CRO ponesou veskeré vydaje
v souvislosti s dodanim, instalaci a vracenim
Vybaveni. Spole¢nost DSI a CRO se zavazuji,
7¢ zajisti pievzeti ¢i odvoz Vybaveni ze
Zdravotnického zafizeni ¢i zajisti jeho likvidaci
na své naklady, a to nejdfive jak to bude mozné
a vhodné. Veskeré opravy a servis zapujéeného
Vybaveni, jeho béznou udrzbu a potiebné
nadhradni dily, jakoz i predepsané¢ kontroly,
prohlidky a revize Vybaveni bude hradit
spole¢nost DSI ¢i CRO. Pfi pfedani piistroji
Zdravotnickému zafizeni musi byt piitomen
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Instrument and Devices Department or of IT
Department (according to the type of device)
of Study Site who signs the hand over protocol
and who takes over all relevant documentation
from DSI or CRO (e.g. CE certificate and
instruction manual).

11. Inventions. It is expressly agreed that
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.

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, 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/or
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pracovnik Oddé€leni pfistrojové techniky nebo
Useku informatiky (dle typu pfistroje)
Zdravotnického zafizeni, se kterym bude sepsan
predavaci protokol a kterému budou ze strany
spole¢nosti DSI nebo CRO ptedany veskeré
souvisejici dokumenty (napt. certifikat CE a
navod k obsluze).

11.  Vyndlezy. Strany se vyslovné dohodly
na tom, ze vSechny vynalezy budou promptné¢ a
upln¢ sdéleny a pisemné popsany spolecnosti
DSI a stanou se majetkem spolecnosti DSI. Pro
ucely této smlouvy budou vynélezy znamenat
objevy, zlepSeni nebo navrhy (patentovatelné,
¢i nikoliv), které ucini zdravotnické zafizeni,
hlavni  zkouSejici nebo jini pracovnici
zdravotnického zatizeni, kteti poskytuji sluzby
V souvislosti s touto studii, bud’ sami, nebo
spole¢né s ostatnimi, vytvofené 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 a
jinych zemich pro kterykoli takovy vynalez ¢i
objev. Zdravotnické zafizeni a hlavni
zkouSejici  timto  souhlasi, Ze postoupi
spole¢nosti DSI vSechna préva, pravni tituly a
podil na jakémkoli takovém vynalezu a
poskytnou pfimétenou soucinnost pii ziskdvani
patentli na takové vynalezy, za coz spole¢nost
DSI zaplati vSechny souvisejici vydaje.

12. Publikace. Zdravotnické =zafizeni a
hlavni zkouSejici berou na védomi, Ze tato
studie je multicentrickou studii a Ze informace
a data vytvofend zdravotnickym zafizenim
nebo jednotlivymi hlavnimi zkouSejicimi nebo
zdravotnickymi zafizenimi nejsou dostatecné
Kucinéni smysluplnych zavérd. Z tohoto
duvodu souhlasi zdravotnické zatizeni a hlavni
zkousejici s tim, ze zdravotnické zatizeni, jeho
zamestnanci ani jeho zastupci nezvetejni zadné
vysledky této studie jednotlivé ¢i spolecné,
vcelku nebo Castetné, az do doby
koordinovaného  zvefejnéni  vysledkd  za
vSechna zuCastnéna zafizeni nebo za rok po
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Principal Investigator shall submit any
publication to DSI for review at least forty-five
(45) days prior to submission. If during this
review, DSl 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. Nothing in this Section 12 shall be
taken as giving DSI any right of editorial
control over any publication prepared by Study
Site and/or Principal Investigator. Any
publication must comply with the International
Committee of Medical Journal Editors
(“ICMJE”) Criteria for Authorship. In addition,
potential conflicts of interest as defined in the
ICMJE Form for disclosure of Potential
conflicts of Interest must be disclosed in
manuscripts, journal submissions and related
documents.

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/or 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
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skonceni studie, podle toho, co nastane dfive.
Po uplynuti této doby ptedlozi zdravotnické
zafizeni a/nebo hlavni zkouSejici spole¢nosti
DSI jakoukoli takovou publikaci ke kontrole, a
to alesponi Ctyficet pét (45) dnl pfed jejim
odeslanim ke zvetfejnéni. Pokud béhem této
kontroly spolecnost DSI zjisti, ze se Vv
publikaci  vyskytuji  divérné  informace
spole¢nosti, jak jsou tyto definovany v oddilu
13 této smlouvy, budou vymazéany. Pokud
béhem této kontroly spolecnost DSI zjisti, Ze

se v publikaci  vyskytuje  jakykoli
patentovatelny  material, ktery vyZaduje
ochranu, souhlasi zdravotnické zafizeni a

hlavni zkouSejici s odloZzenim publikace o
dalSich Sedesat (60) dni, aby spolecnost DSI
mohla usilovat o pfisluSnou pravni ochranu,
mimo jiné vcetné patentové ochrany. Nic
v tomto oddilu 12 nebude interpretovano jako
poskytnuti prava redakcéni kontroly spolecnosti
DSI nad jakymikoliv publikacemi
vypracovanymi  zdravotnickym  zafizenim
a/nebo  hlavnim  zkouSejicim.  VeSkeré
publikace musi vyhovovat Kritériim pro
autorstvi definovanym Mezinarodnim vyborem
editori  lékafskych  Casopisi (dale jen
»~ICMJE®™). Navic musi byt v rukopisech,
materidlech odeslanych do cCasopisi a
souvisejicich dokumentech uvedeny
potencialni stfety zajmut, jak je definuje
Formuléf k prozrazeni moznych stfeti zdjmi
vytvoteny ICMIJE.

13. Zachovani divérnosti. S vyjimkou
toho, co je povoleno podle oddilu 12,
zdravotnické zafizeni a hlavni zkouSejici

nepouziji ani nesdéli zadné osobé ani subjektu,
krom¢& osob piimo spojenych se studii a
protokolem, Zadné Udaje, materialy ani
informace sdélené zdravotnickému zafizeni
a/nebo hlavnimu zkouSejicimu spolecnosti DSI
nebo CRO bez ziskani piredchoziho pisemného
souhlasu spolecnosti DSI, a to po dobu deseti
(10) let od data této smlouvy. Zavazky ohledné
neposkytnuti se nebudou tykat informaci, které
(a) v dobé sdéleni spole¢nosti DSI nebo CRO
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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/or 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 not connected with the
Study; provided such independent
development can be proven by documentary
evidence.

DSI, CRO and other Parties are obliged, in the
course of the Study and after its completion or
termination, to obey relevant legal regulations
of the Czech Republic and international
principles regarding the conduct of clinical
research, regarding the protection of personal
data and information concerning the personal
background of Study Subjects enrolled into the
Study.

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.
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byly vefejné¢ dostupné; (b) po sdéleni
spolecnosti DSI nebo CRO se legalné staly
soucasti vefejné dostupnych informaci diky
zvefejnéni ¢i jinym zpusobem, nikoliv vSak
diky poruseni této smlouvy; (c) byly legalné ve
vlastnictvi zdravotnického zafizeni a/nebo
hlavniho zkousSejiciho v dobé jejich sdéleni
spolecnosti DSI nebo CRO a nebyly ziskany,
pfimo ani nepfimo, od spole¢nosti DSI nebo
CRO, pokud takové ptedchozi vlastnictvi bylo
legalni, jak je doloZzeno dokumentarnimi
dukazy; (d) byly legalné ziskany od tfeti strany
za piedpokladu, ze takové informace nebyly
témito stranami ziskany nelegaln¢, pfimo nebo
nepiimo, od spole¢nosti DSI nebo CRO jako
davérné; nebo (e) byly nezavisle a legalné
vytvoteny pracovniky zdravotnického zafizeni,
nikoli v souvislosti se studii, a to za
ptedpokladu, Ze takové nezavislé vytvoieni Ize
prokézat dokumentarnimi dikazy.

Spolecnost DSI, CRO a ostatni smluvni strany
jsou povinny v prubéhu Studie i po jejim
ukonceni dbat prislusnych pravnich ptedpist
Ceské republiky a mezinarodnich standardi
tykajicich se provadeéni klinického vyzkumu v
oblasti ochrany osobnich dat a informaci o
osobnich pomeérech subjektdl  hodnoceni
zatazenych do Studie.

14, PouZziti jména a loga smluvni strany.
Bez ziskani pfedchoziho pisemného souhlasu
dot¢ené smluvni strany nebude zadnd ze
smluvnich stran pouZivat v reklamég, propagaci
ani jinde nazev, ochrannou znamku, logo,
symbol ani jiné zobrazeni druhé smluvni strany
nebo CRO. Hlavni zkousejici a zdravotnicke
zafizeni souhlasi s tim, ze bez ptedchoziho
pisemného souhlasu spolecnosti DSI/CRO
nebudou vydavat, ani nedovoli svym
zaméstnanciim, zastupciim ani piredstaviteltim,
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.
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CRO and DSI acknowledge that Study Site is
obliged to publish this Agreement and its
amendments, if any, in the Register of
Contracts in accordance with the Act No.
340/2015 Coll., on Register of Contracts, as
amended. It is not required to publish
information forming trade secrets of any Party.
Study Site is responsible for publishing this
Agreement. If Study Site does not publish this
Agreement within the legal term of thirty (30)
days, the Agreement could be published by
CRO or DSI.

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

16. Debarment and Disqualification.
Study Site and Principal Investigator certifies
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 an offense
(related to healthcare services or to his/her
medical license), debarred or disqualified from
participating in clinical research by any
regulatory authority or federal agency or
excluded by any agency from participation in
any federal health care program. After
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CRO a spole¢nost DSI berou na védomi, Ze
s ohledem na zakon ¢. 340/2015 Sb., o registru
smluv, ve znéni pozd¢jSich predpisi, je
Zdravotnické zatfizeni povinno tuto smlouvu a
jeji ptipadné dodatky zvefejnit v registru
smluv. Takovémuto zvetejnéni nepodléhaji ty
udaje, které tvoii obchodni tajemstvi nékteré ze
smluvnich stran. Za zvefejnéni této smlouvy
odpovidd  Zdravotnické zafizeni. Pokud
Zdravotnické zatizeni nezvefejni tuto Smlouvu
v zakonné lhuté triceti (30) dni, mlze byt
Smlouva zvetejnéna CRO ¢i spole¢nosti DSI.

15. Stiret zajmi. Zdravotnické zafizeni a
hlavni zkouSejici potvrzuji, Ze (i) neexistuje
zadny stfet z4jml mezi nimi a spolecnosti DSI
nebo CRO, ktery by branil nebo ovliviioval
provadéni prace specifikované v této smlouve;
(i) za ucast v této smlouvé nebyl nabidnut
zadny vedlejsi piinos, jako je napiiklad slib
darti, budouciho zaméstnani nebo cestovani,
které nesouvisi s touto smlouvou; a (iii) Zadné
dary ani jiné pozitky nebyly nabidnuty Zadnym
jejich rodinnym piislusnikiim. Pokud b&hem
platnosti této smlouvy vznikne jakykoli stret
z4jmi, hlavni zkouSejici a zdravotnické
zafizeni budou ihned informovat spolecnost
DSI a CRO. Provadéni prace specifikované v
této smlouvé neporusuje zadnou jinou
smlouvu, kterou hlavni zkouSejici muze mit
uzavienou se svym zaméstnavatelem nebo s
dal$imi tfetimi stranami.

16. Zakaz Cinnosti a nezpusobilost.
Zdravotnické zafizeni a hlavni zkousSejici
potvrzuji, ze zdravotnické zafizeni, hlavni
zkousejici a ani zadna jind osoba, kterou pfi
provadéni studie piimo zaméstnavaji, nebyli
obvinéni nebo odsouzeni za delikt (souvisejici
se zdravotnimi sluzbami nebo s Iékatskou
licenci), nebyla jim zakazana ¢innost ani nebyli
diskvalifikovani z ucasti v klinickém vyzkumu
zddnym regulacnim organem nebo federalni
agenturou ani nebyli vylouceni zadnou
agenturou z UucCasti na zadném programu
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execution of this Agreement, if the Study Site
and/or Principal Investigator becomes 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, the Study Site and
Principal Investigator hereby certifies 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 Principal Investigator also certifies
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.

17. Indemnification and Insurance

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 Protocol 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.
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zdravotni péce. Jestlize se po uzavieni této
smlouvy zdravotnické zafizeni a/nebo hlavni
zkousejici dozvi, Ze zdravotnické zafizeni,
hlavni zkousSejici nebo kterykoli zaméstnanec
byl nebo je predmétem procesu obvinéni,
odsouzeni, zakazu ¢innosti, diskvalifikace nebo
vylou€eni, zdravotnické zafizeni a hlavni
zkousejici timto potvrzuji, Ze o tomto budou
bezodkladné pisemné informovat spolecnost
DSI v prabéhu platnosti této smlouvy a po
dobu tii (3) let po jejim ukonceni nebo po
uplynuti jeji platnosti. Zdravotnické zatizeni a
hlavni zkouSejici také potvrzuji, Ze Zadna
osoba se zdkazem ¢innosti nebo
diskvalifikovand osoba nebude v budoucnu
zaméestnana zdravotnickymi zafizenimi ve
spojitosti s pracemi provadénymi  pro
spolecnost DSI nebo jejim jménem.

17. OdSkodnéni a pojisténi

A. Spole¢nost DSI  odskodni, bude
obhajovat a zprosti odpovédnosti zdravotnické
zarizeni, hlavniho zkousejiciho,
spoluzkousejici vyslovné uvedené ve formulati
FDA 1572 ve shod¢ s danym protokolem, a
jejich ptislusné zaméstnance a zéstupce (dale
jen ,,chranéné osoby*) za jakykoli narok, vydaj
nebo ztratu tieti strany (dale jen ,,ndrok®)
vznikly nebo ulozeny chranénym osobam,
nebo kterékoliv z nich jednotlivé, v dusledku
zdravotni Uymy pacienti zatazenych do této
studie, ke kter¢ doslo v pfimém dusledku
studie provadéné podle protokolu. Toto
odSkodnéni se nebude tykat zddného néroku,
ktery je duasledkem (i) nedbalosti nebo
umyslného nesprdvného pocinani jedné nebo
vice chranénych stran, (i1) nedodrZeni pfijaté
l¢kaiské praxe, podminek protokolu nebo

jakychkoli pokyni uvedenych v protokolu
tykajicich ~ se  pouZivani a  podavani
hodnoceného  piipravku, (iii) nedodrZeni

jakychkoli platnych zdkonid nebo piedpist ze
strany jedné nebo vice chranénych stran, nebo
(iv) pouZziti jakéhokoli leku schvaleného FDA
jako srovnavaciho 1éCiva ve studii. Tato
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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.

DSI is obliged to maintain in full validity and
effectiveness the insurance for Sponsor and
Principal Investigator in the extent required by
law (Section 52(3)(f) of Act No. 378/2007
Coll., on Pharmaceuticals, as amended) in the
course of the Study at amounts sufficient for
compensation of all damages on health caused to
patients in direct connection to participation in
the Study. This insurance of the Study shall in
this extent covers also potential liability of Study
Site or Principal Investigator.

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.
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smlouva se netykd Zadnych prav, ani nerusi
Zadna prava, ktera spole¢nost DSI miize mit na
odSkodnéni ze strany kterékoliv chranéné
osoby.

Podstatnou podminkou zavazku odskodnéni ze
strany spolec¢nosti DSI podle této smlouvy
bude, aby chranénd osoba (i) informovala
spolecnost DSI o jakémkoli naroku na
odskodnéni do tficeti (30) dni poté, co se o
takovém naroku dozvi, (ii) umozZnila
spolecnosti DSI provést a fidit Setfeni, piipravu
a obhajobu ve véci jakéhokoli naroku (véetné
vSech rozhodnuti ohledné pravniho zastupce,
soudniho sporu, narovnani a odvolani), (iii)
pln¢ spolupracovala se spolecnosti DSI pii
obhajobg¢, Setfeni, piipravé jakéhokoli naroku a
(iv) neuzaviela smirné narovnani nebo
nevyporadala zadny narok bez ptedchoziho
pisemného souhlasu spole¢nosti DSI.

Spole¢nost DSI je povinna v zikonem
poZzadovaném rozsahu (8§ 52 odst. 3 pism. f)
zak. ¢. 378/2007 Sb., o 1éc¢ivech, ve znéni
pozdéjsich  predpist) udrzovat v pribéhu
Studie v pIné platnosti a ucinnosti pojisténi pro
Zadavatele a Hlavniho zkousejiciho na ¢astky
dostacujici ke kryti nahrady vSech Skod na
zdravi  zplsobenych  pacientim v pfimé
souvislosti s tcasti ve Studii. Toto pojisténi
klinického hodnoceni bude vtomto rozsahu
rovneéz kryt ptipadnou odpovédnost
Zdravotnického zafizeni nebo Hlavniho
zkousejiciho.

B. Zdravotnické  zafizeni a  hlavni
zkousejici  (coz  zahrnuje  zaméstnance,
jednatele a zastupce) souhlasi, Ze budou

vyluéné odpovédni za vsechny pripady své
nedbalosti a/nebo piipady své hrubé nedbalosti
nebo zanedbani vykonu své povinnosti podle
této smlouvy, a Ze budou finanéné¢ a pravné
odpovédni za vSechny pravni z&vazky,
néklady, nadhradu Skody, vydaje a pravni
vylohy vznikajici v souvislosti se v3emi
takovymi typy jednani nebo nedbalosti.
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C. Study Site represents that it has
executed the insurance agreement on insurance
of liability for damage caused in the course of
provision of health care in accordance with
Section 45(2)(n) of Act No. 372/2011 Coll., on
Health Services. This insurance agreement has
been concluded in the extent required by law
and does not include the insurance of liability
for damage caused in the course of conduct of
clinical trial. Proof of such insurance shall be
supplied to CRO upon request.

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

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.

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 could be
amended, supplemented or modified by written
amendments signed by all Parties only.

21. Notice. Except as otherwise provided
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C. Zdravotnické zafizeni prohlasuje, Ze ma
dle § 45 odst. 2 pism. n) zédkona ¢. 372/2011
Sb., o zdravotnich sluzbach, uzavienu
pojistnou smlouvu na pojisténi odpovédnosti
za Skodu zplsobenou pii poskytovani
zdravotni péce. Tato pojistna smlouva je
uzaviena v zdkonem pozadovaném rozsahu a
neobsahuje pojisténi odpovédnosti za Skodu
zpusobenou  pii  provadéni  klinického
hodnoceni. Na pozadani bude CRO poskytnut
ditkaz o takovém pojisténi.

18. Postoupeni. Zadna ze smluvnich stran
nesmi tuto smlouvu postoupit bez souhlasu
ostatnich  smluvnich  stran avSak za
predpokladu, Ze kazda ze smluvnich stran
mize — po Vyrozuméni ostatnich smluvnich
stran — postoupit sva prava a povinnosti podle
této smlouvy svému pravnimu nastupci v
oboru, na ktery se vztahuje tato smlouva.

19. Nezavislé strany. Kazda ze stran této
smlouvy bude jednat jako nezavisly subjekt
svym vlastnim jménem a na sviij vlastni ucet a
nebude jednat jako zastupce nebo zameéstnanec
druhé smluvni strany. V tomto smyslu tedy
zaméstnanci jedné smluvni strany nebudou
povazovani za zaméstnance druhé smluvni
strany a zadna ze stran neuzavie smlouvu ani
jinou dohodu s tieti stranou, ktera vzbuzuje
zdani, Ze zavazuje druhou smluvni stranu.

20.  Uplna dohoda; dodatek. Tato smlouva
(v€etné jejich priloh) obsahuje uplné ujednani
smluvnich stran, co se ty¢e zde obsazené¢ho
predmétu, a nahrazuje vSechny ptedchozi a
soucasné¢ dohody, wujednani, prohlaSeni a
podminky, at jiz pisemné, nebo ustni, mezi
stranami ohledné¢ plnéni transakci touto
smlouvou zamyslenych. M¢nit a dopliovat
tuto smlouvu je mozné pouze formou
pisemnych,  vSemi  smluvnimi  stranami
podepsanych dodatkii.

21.

Oznameni. S vyjimkou toho, co je
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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):

If to DSI:

Director, Experimental Medicine
Daiichi Sankyo Pharma Development
399 Thornall Street, Edison

New Jersey 08837 USA
Phone:

Fax:

Contract Management Legal Operations
Phone:

Fax:

If to the CRO:
INC Research, LLC
3201 Beechleaf Court, Suite 600
Raleigh, NC 27604-1547 USA
Attention: Site Contracts Department
Re: Project Code 1008336
Telephone

If to Study Site:
Fakultni nemocnice u sv. Anny v Brne
Clinical Studies Department
Pekarska 664/53
656 91 Brno - Stare Brno, Czech Republic

ator:

If to Principal Investi
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odlisné uvedeno v oddilu 4, budou veskera
oznameni, kterd jsou vyZadovana nebo jejichz
provedeni je podle této smlouvy povoleno,
ucinéna pisemné a budou povazovana za fadné
ucinénd, jestlize budou zaslana doporucenou
poStou s dorucenkou s pifedplacenym
poStovnym nebo zaslana faxem na nize
uvedenou adresu nebo faxové cCislo (nebo
takové jiné osobé&, na takovou adresu nebo
faxové Cislo, které muze smluvni strana ¢as od
¢asu pisemnym oznamenim urcit):

V piipadé DSI:

Reditel experimentalni mediciny
Daiichi Sankyo Pharma Development
399 Thornall Street, Edison

New Jersey 08837 USA

Telefon:

Fax:

Contract Management Legal Operations
Telefon:

Fax:

V ptipadé CRO:
INC Research, LLC
3201 Beechleaf Court, Suite 600
Raleigh, NC 27604-1547 USA
K rukam: Site Contracts Department

Veéc: Kod projektu 1008336
Telefon. (D

V ptipadé zdravotnického zatizeni:
Fakultni nemocnice u sv. Anny v Brné
Oddéleni klinickych studii
Pekarska 664/53
656 91 Brno - Staré Brno, Ceska republika

V piipadé hlavniho zkousSejiciho:

Telefon:
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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.

23.  Governing Law. The laws of the
Czech Republic will govern the validity and
interpretation of the provisions, terms and
conditions of this Agreement. Potential
disputes arising in connection with this
Agreement shall be resolved by the local
competent court of the Czech Republic.

24, Counterparts. This Agreement shall
be executed in 3 counterparts; each Party shall
receive one counterpart thereof. This
Agreement shall be executed in English and

Czech language version. In case of any
discrepancy the Czech language version
prevails.

25. Registration. In connection with any

data or other information generated from the
services conducted hereunder by the Study Site
or Principal Investigator, DSI 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 Food and Drug
Administration Amendments Act of 2007
(“FDAAA”) or as per any other applicable
regulations. DSl shall be exclusively
responsible for registering the Study and
posting Study results in accordance with the
FDAAA or as per any other applicable
regulations, and for updating and/or amending
such clinical trial registration and results as
appropriate.
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22. Zieknuti se prava. Jakékoli zieknuti
se nckteré podminky této smlouvy musi byt
ué¢inéno pisemné. Netrvani na dodrzZeni
kterékoli z podminek této smlouvy nezaklada
vSeobecné zieknuti se nebo vzdani se jakékoli
takové podminky, a plati, Ze kazda takova
podminka zlstava po celou dobu plné platnou
a uéinnou.

23. Rozhodné pravo. Platnost a vyklad
ustanoveni a podminek této smlouvy se budou
fidit zakony Ceské republiky. P¥ipadné spory
vzniklé v souvislosti s touto smlouvou budou
feSeny u vécné a mistné prisluSného soudu
Ceské republiky.

24.  Stejnopisy. Tato  smlouva je
vypracovéana ve 3 vyhotovenich, z nichZ kazda
smluvni strana obdrzi po jednom. Tato
Smlouva je vyhotovena v anglickém a ¢eském
jazykovém znéni. V pfipadé¢ jakéhokoli
rozporu bude rozhodujici ceska jazykova
verze.

25. Registrace. V souvislosti s jakymikoli
daty a jinymi informacemi generovanymi na
zéklad¢ sluzeb poskytovanych zdravotnickym
zafizenim nebo hlavnim zkousejicim podle této
smlouvy bude mit spolecnost DSI pravo takova
data a informace publikovat (aniz by k tomu
byl nutny souhlas zdravotnického zatfizeni
nebo hlavniho zkouSejiciho) na webu
ClinicalTrials.gov nebo v jiném vefejném
webovém systému zadavani dat v souladu
snovelou zdkona o Ufadu pro kontrolu
potravin a 1¢kti z roku 2007 (Food and Drug
Administration Amendments Act, ,,FDAAA")
nebo podle jinych platnych predpisi.
Spole¢nost DSI  bude mit vyhradni
odpovédnost za registraci studie a zvefejnéni
jejich vysledka v souladu se zakonem FDAAA
nebo jinymi platnymi piedpisy a za aktualizaci

a/nebo  pfipadn¢ za Upravy registrace
klinického hodnoceni a vysledk.
Page 27 of 36



26.  Anti-Bribery and Anti-Corruption
Laws: Study Site and Principal Investigator
acknowledge that DSI is bound by the UK
Bribery Act of 2010 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. The Study Site and Principal Investigator
shall ensure that neither themselves nor any of
their  officers, employees, collaborators,
directors, consultants, agents, representatives
or sub-contractors take any action which could
render DSI liable under the UK Bribery Act of
2010 or any other Applicable Laws and
Regulations for the prevention of fraud,
corruption, racketeering, money laundering
and/or terrorism.

Parties hereby explicitly exclude the
application of customs of trade in their legal
relationship in connection with this Agreement
according to the Section 558(2) of Act No.
89/2012 Coll., Civil Code, as amended.

DSI and CRO hereby undertake not to execute
any other agreement with any employee of
Study Site in connection with this Study.
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26. Protiuplatkaiské a protikorupéni
zadkony: Zdravotnické zafizeni a hlavni
zkousejici berou na védomi, ze spole¢nost DSI
je zavazana Britskym  protiuplatkarskym
zdkonem (UK Bribery Act of 2010 )(Foreign
Corrupt Practices Act, FCPA) z roku 1977 a
dal§imi protiuplatkaiskymi a protikorupcnimi
zédkony. Z toho divodu maji zaméstnanci,
zastupci,  smluvni  dodavatelé  a/nebo
predstavitelé spolecnosti DSI (napt. CRO)
zakézano pfimo ¢i nepifimo provadét nebo
nabizet platbu (nebo cokoli hodnotného)
zaméstnancim nebo ufednikiim zahrani¢nich
vladnich organizaci, vefejnych mezinarodnich
organizaci, politickych stran nebo kandidatim
na politickou funkci za ucelem udrzet si
jakykoli obchod nebo ziskat jakoukoli
nepatficnou vyhodu jménem spolecnosti DSI
odpovédné podle Britského protiuplatkarského
zdkona (UK Bribery Act of 2010).
Zdravotnické zafizeni a hlavni zkousSejici

zajisti, Zze oni sami ani jejich vedouci
pracovnici, zaméstnanci, spolupracovnici,
reditelé, poradci, agenti, zastupci Ci

subdodavatelé nepodniknou zadny ¢in, za ktery
by spolecnost DSI nesla odpovédnost podle
amerického Zakona o zahrani¢nich korupc¢nich
praktikach z roku 1977 nebo jinych platnych
zdkoni a predpist k prevenci podvodd,
korupce, vydirani, prani Spinavych penéz
a/nebo terorismu.

Smluvni strany timto v souladu s § 558 odst. 2
zakona €. 89/2012 Sb, obc¢anského zakoniku, v
platném znéni, vyslovné vylucuji pouziti
obchodnich zvyklosti ve svém pravnim styku v
souvislosti s touto smlouvou.

Spole¢nost DSI a CRO se timto zavazuji, ze v
souvislosti s timto klinickym hodnocenim
neuzaviou zadnou jinou smlouvu s zadnym
zaméstnancem Zdravotnického zafizeni.
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IN WITNESS WHEREOF, the Parties have NA DUKAZ CEHOZ obé smluvni strany
hereunto signed this Agreement in their official podepsaly tuto smlouvu z titulu svych
capacities as of the date first written above. oficialnich funkci k vy3e uvedenému datu.

Daiichi Sankyo, Inc.
4.8.2017
By/ Podepsal/a:

Name/ Jméno:

Title/ Funkce:

Fakultni nemocnice u sv. Anny v Brné

4.8.2017
By/ Podepsal/a:

Name/ méno: (D

Title/ Funkce: Director / Reditel

By /Podepsal/a:

Title/ Funkce: Principal Investigator / Hlavni zkouSejici
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Exhibit A
Payment Schedule
Payment Terms

@ Non-Procedural Costs. Payees will be
paid for additional non-procedural costs that
are pre-approved by DSI, as set forth in Exhibit
A. To request payment for such costs, Payees
will remit an itemized invoice with
documentation and receipts substantiating
agreed-upon  pass-through  expenses in
accordance with item (f) below. Any non-
procedural pass-through expenses will be
invoiced only in the amount actually incurred
with no mark-up, up to the maximum amounts
shown in Exhibit A.

(b) Screen Failures. A Screen Failure is a
consented Study Subject who fails to meet the
screening visit criteria and is thus not eligible
for enrolment into the Trial. Screen Failures
will be reimbursed as outlined in Exhibit A.

(c) Necessary Procedures. Payees will be
reimbursed for valid necessary visits and
procedures. Payment for any necessary
procedure due to subject safety will be
reimbursed at the agreed upon unit cost in the
budget and will require a separate invoice with
documentation for the medical necessity of the
procedure. Where practicable, DSI's prior
written consent will be obtained, unless it will
compromise the integrity of the Study or affect
Study Subject safety, in which case DSI will be
notified as soon as practicable after the fact.

(d) Protocol Violations. No compensation
will be available for Study Subjects enrolled in
the Study in violation of the Protocol.
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Priloha A
Rozpis plateb

Platebni podminky

@) Neproceduralni  vydaje. Piijemcim
plateb budou vyplaceny dodatecné
neprocedurdlni vydaje, které jsou piedem

schvalené spolecnosti DSI, jak je stanoveno v
ptiloze A. Jako zadost o proplaceni takovych
vydaji  zaSlou piijemci plateb fakturu
rozepsanou na polozky spole¢né s dokumentaci
a doklady, které dokladaji odsouhlasene
prefakturovavané vydaje v souladu s bodem (f)
nize. Neproceduralni piefakturovdvané vydaje
budou fakturovany vyhradné ve vysi skute¢né
vynalozenych vydaji bez pfirazky, maximalné
do vyse Castek uvedenych v pfiloze A.

(b)  Netspésny  screening.  NeuspésSny
screening  predstavuje subjekt studie
hodnoceni, ktery poskytl souhlas, ale nespliiuje
kritéria pro screeningovou navs$tévu, a tudiZ
neni zpusobily pro zatfazeni do klinického
hodnoceni. Uhrady za nelsp&$ny screening
budou podle rozpisu v ptiloze A.

(© Potfebné ukony. Piijemcim platby
budou uhrazeny odmény za platné potiebné
navstévy a tkony. Platba za jakykoliv potifebny
ukon pro zajisténi bezpecnosti subjektu
hodnoceni bude uhrazena ve vysi jednotkové
ceny sjednané¢ v rozpoctu a bude vyzadovat
vystaveni samostatné faktury s doloZenim
1¢kaiské potiebnosti daného ukonu. Kde je to
mozné, bude predem ziskan pisemny souhlas
spolecnosti DSI, pokud to neohrozi integritu
klinického  hodnoceni nebo  bezpecnost
subjektu hodnoceni, v opa¢ném piipadé to
bude spolecnosti DSI oznameno, co nejdiive
bude po takové skute¢nosti mozné.

(d) PoruSeni  protokolu. Za subjekty
hodnoceni zatazené v klinickém hodnoceni
v rozporu s protokolem nebude vyplacena
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(€)

Enrollment Target. The study site will

permissible unless otherwise notified by
sponsor.

()] Invoices. Materials needed for issuance
of invoice (information that materials needed
for issuance of invoice are present in the
system shall be sent to

Il invoices shall be
submitted to DSI’s payment agent, Greenphire,
Inc (“Payment Agent”). Such invoices shall be
uploaded into the eClinicalGPS web portal via
www.eclinicalgps.com by the respective
Payee. Invoices shall be paid within thirty (30)
days of receipt of invoice. Payee shall direct all
questions regarding payments received, system
access issues, and requests for bank account
updates to Payment Agent as follows:

(0) Billing address. All invoices shall be
issued to the following:

Daiichi Sankyo, Inc.

399 Thornall Street, Edison
New Jersey 08837, USA
Tax ID No.: 13-391-4479

Payees will not receive any payments for pass
through expenses whereby Payee has failed to
produce actual copy invoices or other
documentation clearly substantiating that the
expenditures were actual, reasonable, and
verifiable in the amount submitted for
compensation.
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use its best efforts to enroll approximately ()
@D = oliment beyond (D ';

Z4dn4 Uhrada.

(e) Cil zatrazovani. Zdravotnické zafizeni
vynalozi maximalni Usili, aby zatadilo
fiblizné _ Zatazeni vice nez
h je pfipustné, pokud zadavatel
neoznami zménu.

)] Faktury. Podklady pro vystaveni
faktury (informace, Ze jsou v systému podklady

pro vystaveni faktury) budou zasilany na
adresu Sechny

faktury musi byt zaslany zastupci spole¢nosti
DSI zmocnénému k piijimani plateb, kterym je
spoleCnost  Greenphire, Inc  (,,zastupce
zmocnény k pfijimani plateb”). Tyto faktury
budou nahrdny na internetovy portal
¢Clinical GPS prostiednictvim adresy
www.eclinicalgps.com pfislusSnym Pfijemcem
plateb. Splatnost faktur ¢ini tficet (30) dni od
data jejich doruceni. Piijemce bude adresovat
vSechny dotazy ohledn¢ piijatych plateb,
problému s pristupem do systému a zadosti o

zmény bankovniho Guftu na  zastupce
zmocnéného k piijimani plateb
prostiednictvim:

(9) Faktura¢ni adresa. VSechny faktury

budou vystaveny na:

Daiichi Sankyo, Inc.

399 Thornall Street, Edison
New Jersey 08837, USA
DIC: 13-391-4479

Pfijemctim plateb nebude vyplacena thrada
prefakturovavanych vydaji, pokud piijemce
platby nedoda skutecné kopie faktur nebo
jinych dokladd, které jasn¢ dokladaji, Ze dané
vydaje byly skute¢né, pfiméfené a ovéfitelné
Vv Castce, za niz je narokovana thrada.
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STUDY BUDGET ROZPOCET STUDIE
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EQUIPMENT LOAN

DSI agrees to loan, free of charge, to the Study
Site and Principal Investigator, which accepts
and receives the equipment for the exclusive
purposes of the Study and for all the time
needed for carrying out the said study, the
following equipment, together with the
appropriate consumable materials as specified
below:

e Thermometer for freezer
e Thermometer for Study Drug

The Study Site and Principal Investigator shall
bear the cost of arranging for the safekeeping
of the equipment listed above and its related
consumable materials. DSI commits to
underwrite any possible expense for
maintenance and repair of said equipment for
its use in relation to the Study.
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VYPUJCKA VYBAVENI

Spole¢nost DSI souhlasi stim, Ze zadarmo
zapuj¢i zdravotnickému zafizeni a hlavnimu
zkousSejicimu nésledujici vybaveni spole¢né
S prislusnym spotfebnim materidlem
specifikovanym nize, piicemz zdravotnické
zatizeni a hlavni zkousejici s touto vypujckou
souhlasi stim, Ze wvybaveni jim bude
poskytnuto vyluéné¢ pro ucely studie a pro
veSkerou dobu nezbytnou k provedeni studie:

e Teplomér pro mrazak
e Teplomér pro hodnoceny piipravek

Zdravotnické =zatizeni a hlavni zkouSejici
ponesou naklady na zajisténi uschovy vybaveni
uvedené¢ho vysSe a piislusného spottebniho
materialu. Spolecnost DSI se zavazuje k tomu,
Ze ponese veSkeré nédklady na udrzbu a opravu
uvedeneho vybaveni pro jeho pouZziti
v souvislosti se studii.
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EXHIBIT B
PROTOCOL

The Study to be performed pursuant to this
Agreement shall be that set forth in the Czech

into this Agreement attached hereto by
reference in addition to all current and future
amendments thereto, which is incorporated
into this Agreement by reference and entitled:

“A Phase 1b/2, multi-center, double-blind
(Principal Investigator and study subjects

blinded, sponsor unblinded), placebo-
controlled, randomized, single-ascending
dose study to assess the safety,

pharmacokinetics, and pharmacodynamics
of DS-1040B in subjects with Acute
Ischemic Stroke”
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Republic - Specific Protocol dated on (i
e e

PRILOHA B
PROTOKOL

Studie, ktera ma byt provedena podle této
Smiouvy,

bude vychazet z

rotokolu
specifickém pro Ceskou republikuh
H ktery je zaclenén do
této Smlouvy formou odkazli na piipojeny
dokument, spolu se vSemi aktudlnimi a
budoucimi dodatky, které jsou zaclenény do
této Smlouvy odkazem, pod nazvem:
,»Multicentrické, dvojité zaslepené
(zaslepeni jsou hlavni zkouSejici a subjekty
hodnoceni,  zadavatel je  odslepeny)
placebem kontrolované, randomizované,
klinické hodnoceni s jednou vzestupnou
davkou faze 1b/2 pro  hodnoceni
bezpecnosti, farmakokinetiky a
farmakodynamiky pripravku DS-1040B u
subjekta s akutni ischemickou cévnim
mozkovou prihodou®
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