CLINICAL STUDY AGREEMENT

This Clinical Study Agreement (“Agreement”)
is made and entered into as of the date of its
publication in the Register of Agreements in
compliance with Act No. 340/2015 Coll., on
Register of Agreements. The Parties hereby
agree that their mutual rights and obligations will
be governed by this Agreement with effects from
the date of the last signature hereof (“Effective
Date”) by and between, Fakultni nemocnice
Olomouc, located at I. P. Pavlova 185/6, 779 00
Olomouc, Czech Republic, Identification
number: 00098892, Tax identification number:
CZ00098892, represented by prof. MUDr.
Roman Havlik, Ph.D., Director (“Study Site”),
and Daiichi Sankyo, Inc., located at 211 Mt.
Airy Road, Basking Ridge, New Jersey 07920,
United States (“DSI”) and IQVIA RDS Czech
Republic s.r.o., having a place of business at
Pernerova 691/42, 186 00 Praha 8 - Karlin,

Czech  Republic, Identification  number:
247 68 651, Tax identification  number:
CZ24768651, represented by
I (CRO™).

Study Site and DSI are each referred to as
a “Party” and collectively as the “Parties”.

WITNESSETH:

WHEREAS, DSI has entered into a separate
agreement with the CRO to perform certain
duties in connection with the Study, including
making payments to the Study Site on behalf of
DSI and the parties agree that the CRO shall be
a party to this Agreement for the sole purpose of
making such payments hereunder, and the CRO
shall have no other rights or obligations under
this Agreement;

WHEREAS, DrugDev, a CRO affiliate, will
administer payments from an IQVIA RDS Inc.
bank account to the Payee (as defined below) on
this Study;

SMLOUVA O KLINICKE STUDII

Tuto smlouvu o klinické studii (,,smlouva‘®) se
uzavira v okamziku svého zvefejnéni Vv registru
smluv v souladu se zadkonem ¢. 340/2015 Sbh.,
o registru smluv. Strany se timto dohodly, Ze
jejich prava a povinnosti se budou fidit touto
smlouvou uzavienou K datu posledniho podpisu
této smlouvy (,datum ucinnosti) mezi
Fakultni nemocnici Olomouc, se sidlem |. P.
Pavlova 185/6, 779 00 Olomouc, Ceska
republika, Identifika¢ni Cislo: 00098892,
Danové identifikacni ¢islo: CZ000988921,
zastoupena prof. MUDr. Romanem Havlikem,
Ph.D., feditelem (,studijni pracovisté®)
a Daiichi Sankyo, Inc., se sidlem 211 Mt. Airy
Road, Basking Ridge, New Jersey 07920, USA
(,,DSI*) aspolecnosti IQVIA RDS Czech
Republic s.r.o. se sidlem Pernerova 691/42, 186
00 Praha 8 - Karlin, Ceska republika,
Identifikacni  ¢islo: 247 68 651, Danové
identifikacni Cislo: CZ24768651, zastoupena

(,CRO®).
Studijni pracovist¢ aDSI jsou jednotlive
oznacovany jako ,smluvni strana‘“ a spolecn¢
jako ,smluvni strany“.

TIMTO SE STVRZUIJE:

JELIKOZ spole¢nost DSI uzaviela samostatnou
smlouvu sCRO, vniz ji povéfila plnénim
nékterych povinnosti tykajicich se studie, véetné
provadéni uhrad studijnimu pracovisti za
spole¢nost DSI, a smluvni strany se dohodly, ze
se CRO stane smluvni stranou této smlouvy, a to
vyhradné€ za Gcelem provadéni plateb podle této
smlouvy stim, ze CRO nebude mit z této
smlouvy Zadna dal$i prava ani povinnosti;

JELIKOZ platby z bankovniho Giétu spole&nosti
IQVIA RDS Inc. na tucet piijemce plateb
(definice viz niZe) za tuto studii bude spravovat
spole¢nost DrugDev, dcefina spole¢nost CRO;
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WHEREAS, DSI desires that Study Site
participate in the conduct of a multi-center
clinical study (the “Study”), based on Protocol
No. DS8201-A-U301 entitled “A Phase 3,
Multicenter, Randomized,  Open-Label,
Active-Controlled Study of DS-8201a, An
Anti-HER2-Antibody  Drug  Conjugate,
Versus Treatment of Investigator’s Choice for
HERZ2Positive, Unresectable and/or
Metastatic Breast Cancer Subjects Pretreated

with Prior Standard of Care HER2
Therapies, Including T-DM1” (the
“Protocol”);

WHEREAS, the Study will utilize DS-8201a
(the “Study Drug”);

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

WHEREAS, the Study Site has represented that
it has the resources to perform the Study in
a competent manner, and in accordance with
applicable law 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 agrees to
conduct the Study in accordance with the
Protocol, based on the use of the Study Drug as
described in the Investigators’ Brochure. To the
extent any terms of the Protocol are inconsistent
with those of the Agreement, the terms of the
Agreement shall govern the conduct of the
Parties.

2. Principal Investigator. The Study will
be conducted under the direction of the Principal
Investigator (herein referred to as “Principal

JELIKOZ je ptanim spole¢nost DSI, aby se
studijni  pracovist¢  zOcastnilo  provadéni
multicentrického klinického hodnoceni
(,,klinické hodnoceni®) na zikladé¢ protokolu
¢. DS8201-A-U301 s nazvem ,,Multicentrické,
randomizované, oteviené, aktivné
kontrolované Kklinické hodnoceni faze-3
porovnavajici pripravek DS-8201a, konjugat
anti-HER2 protilatky sléébou podle volby
zkouSejiciho lékaFe U pacientek/pacienti
s-HER2-pozitivnim, neodstranitelnym a/nebo
metastatickym  karcinomem  prsu  po
predchozi béZzné terapii HER2 vcetné T-
DM1* (,,protokol*);

JELIKOZ bude klinické hodnoceni vyuzivat DS-
8201a (,,hodnoceny 1ék*);

JELIKOZ provedeni studie bude ku prospéchu
studijntho pracovisté¢ adale podpofi cile
studijniho  pracovisté Vv oblasti  vyzkumu,
vzdélavani a sluzeb vefejnosti; a

JELIKOZ studijni pracovi§té prohlasilo, Ze mé
k dispozici zdroje Kk provadéni této studie
kompetentnim zpusobem v souladu
s prisluSnymi zdkony a zavedenou praxi v oboru.

NYNI TEDY se zietelem na nélezité a hodnotna
protiplnéni, jejichz ptijeti a dostatecnost kazda
strana timto uznava, se smluvni strany dohodly
takto:

1. Rozsah praci. Studijni pracovisté
souhlasi s tim, ze provede tuto studii v souladu
s protokolem na zaklad¢ pouziti hodnoceného
léku popsaného Vv souboru informaci pro
zkousejiciho. V rozsahu, vnémz se nékteré
podminky uvedeného protokolu mohou lisit od
podminek této smlouvy, se bude jednani
smluvnich stran fidit podminkami smlouvy.

2. Hlavni  zKouSejici.  Studie  bude
provadéna pod vedenim hlavniho zkousejiciho
(dale jen ,,hlavni zkouSejici*) uvedeného nize:
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Investigator”) set forth below:

Name: [

Title: Principal Investigator
Site: Fakultni nemocnice Olomouc, Oncology
Department

Telephone Number:
E-mail:

The arrangements between DSI and Principal
Investigator concerning the conduct of the Study
including payments due to the Principal
Investigator for performance of the Study, are
detailed in a separate written agreement. Study
Site shall have no responsibility for proper
taxation of Investigator and study team’s
remuneration.

3. Study Site and Training of Personnel.

A. The Study Site represents that the
Principal Investigator is an employee of Study
Site. Study Site shall ensure that the Principal
Investigator and all other employees and agents
of the Study Site 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 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 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 will notify DSI CRO
promptly by telephone and subsequently in
writing, of any significant changes in Study Site
personnel, Principal Investigator, or physical

mméno: NG
Funkce: hlavni zkousejici
Pracovisté: Fakultni nemocnice

Onkologicka klinika
Telefonni ¢islo:
E-mail:

Ujednani mezi DSI ahlavnim zkousejicim
ohledné provadéni této studie vcetné plateb
hrazenych hlavnimu zkousejicimu za provadéni
této studie jsou piedmétem zvlastni pisemné
smlouvy. Studijni pracovisté neodpovidd za
fadné zdanéni odmény hlavniho zkousSejiciho
a tymu pracovnikli studijniho pracoviste.

Olomouc,

3. Studijni  pracovisté  a proskoleni
personalu.

A. Studijni pracovisté prohlasuje, ze hlavni
zkouSejici je = zaméstnancem  studijniho

pracovisté. Studijni pracoviSté musi zajistit, ze
hlavni zkouSejici a vSichni dal§i zaméstnanci
a zastupci studijniho pracovisté, kteti budou
provadét sluzby podle této smlouvy, (i) maji
potiebné zkuSenosti, kvalifikaci a vzd€lani
K provadéni téchto sluzeb, véetné provadéni
protokolu avydeje apodavani hodnoceného
Iéku bezpecnym a uc¢innym zplusobem, (ii) jsou
si védomi zavazkli obsazenych V této smlouve,
které se tykaji studijniho pracovisté a jejich
zah4ji, budou provadét a dokoncikazdy krok této
studie, za ktery zodpovidaji. Studijni pracovisté
nesmi své zavazky podle této smlouvy bez
pisemného souhlasu DSI feSit zadanim
subdodavatelské zakazky nebo subdodavky ani
povérenim.

B. Studijni pracoviSté oznami spolecnosti
DSI CRO, ihned telefonicky a nasledné pisemné
vSechny vyznamné zmény tymu pracovnikl
studijniho ~ pracoviste, osoby  hlavniho
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location that occur during the Study, including,
without limitation any change in the Principal
Investigator’s employment by Study Site.

4. Conduct of Study.

The Study Site agrees to devote its 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 international and
local laws and regulations, institutional
guidelines and the Protocol. A properly executed
Informed Consent Form, approved by DSI and
the Study Site’s Ethics Committee for
Multicentrics Trials (“ECMT”) and Local Ethics
Committees (“LEC*), jointly Ethics Committees
(“EC”), which complies with such laws and
regulations, shall be obtained from all subjects
entered into the Study. Additionally, Study Site
agrees to ensure that patient enrolment does not
commence until this Agreement is effective.

B. The Study shall be conducted in strict
compliance with generally accepted standards of
good clinical research and medical practices, and
in compliance with all applicable laws and
regulations pertaining to the administration of
drugs, the conduct of clinical investigations, the
retention of records, the non-use of specific
patient names on clinical report forms, and other
guidelines and laws pertaining to patient
confidentiality, including but not limited to all
applicable Czech laws and regulations, in
particular Act No. 378/2007 Coll., on
Pharmaceuticals and on amendments to some
related acts (“Act on Pharmaceuticals”) and
Decree No. 226/2008 Coll., on good clinical
practice and detailed conditions of clinical trials

zkousejiciho nebo fyzického umisténi, ke kterym
dojde v pribéhu studie, mimo jiné vcetné
jakékoli zmény zaméstnaneckého poméru
hlavniho zkousejiciho na studijnim pracovisti.

4. Provadéni studie.

Studijni pracovisté souhlasi S tim, ze vyvine své
maximalni usili za €elem presného a efektivniho
provedeni praci vyZadovanych touto smlouvou,
pfi¢emz toto usili bude zahrnovat zejména
nasleduyjici:

A Studie bude provedena vV piisném
souladu se vSemi pfisluSnymi mezinarodnimi
a mistnimi  zdkony  a pfedpisy, vnitinimi

smérnicemi studijniho pracovisté a protokolem.
Radné vyhotoveny formuld# informovaného
souhlasu schvaleny spole¢nosti DSI a etickou
komisi pro multicentrickd klinickd hodnoceni
. EKMKH®) studijniho pracovisté¢ a mistnimi
etickymi  komisemi  (,,MEK®), spolecné
oznacované jako etické komise (,,EK®), ktery je
vsouladu stémito zakony a piedpisy, bude
ziskéan od vSech pacientt, ktefi vstoupi do studie.
Studijni pracovisté dale souhlasi s tim, Ze zajisti,
aby nabor pacientl nebyl zahajen diive, nez tato
smlouva vstoupi V u¢innost.

B. Studie bude provadéna za ptisného
dodrzovani vSeobecné¢ wuzndvanych norem
spravného klinického vyzkumu a lékaiské praxe
a ve shodé¢ se zdkony a predpisy vztahujicimi se
na poddvani 1€kd, provadéni klinickych
zkoumani, uchovavani zaznamt, nepouZzivani
jmen specifickych pacienti ve formulafich
klinickych  zprav  aostatnimi  smérnicemi
a zakony upravujicimi problematiku ochrany
osobnich udajl pacientii, mimo jiné v&etné vSech
platnych zékont a predpisi Ceské republiky,
zejména zéakona ¢&.378/2007 Sh., o léCivech
a 0 zménach n&kterych souvisejicich zakont
(,,zakon o0 lé¢ivech®), a vyhlasky ¢. 226/2008
Sb., ospravné klinické praxi a bliz§ich
podminkach klinického hodnoceni lé¢ivych
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on medicinal products, as amended, Act No.
372/2011 Coll., on Medical Services and terms
and conditions of performance of such services
(“Act on Medical Services*) or any subsequent
amendments or laws substantially replacing any
of the foregoing ICH Regulations, and
regulations issued by local authorities,
professional associations and the Study Site.

C. Prior to initiation of the Study, DSI or
CRO will obtain approval for the Protocol from
its EC or similar committee formally designated
by the Study Site to review biomedical research.

D. Study Site 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 all applicable regulations
and Czech laws and with Act on Protection of
Personal Data No. 101/2000 Coll., as amended.
A copy of the Informed Consent Form shall be
given to each participating patient or the
patient’s family. Informed Consent Form shall
be provided by DSI or CRO.

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

F. The Study Site shall provide notification
to DSI and/or CRO and the EC 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. The
Study Site shall comply with its LEC reporting
obligations.

G. The Study Site shall interact directly with
CRO for issues relating to contractual
agreements,  patient  enrollment, clinical

monitoring and overall study site management

ptipravki, Vv platném znéni, zadkona ¢. 372/2011
Sb., 0 zdravotnich sluzbach a podminkach jejich
poskytovani (,,zakon 0 zdravotnich sluzbach®),
nebo jakychkoli naslednych novel nebo zakont
V podstatné mife nahrazujicich kterykoli z vyse
uvedenych predpisi ICH, a piedpisy vydanymi

mistnimi  orgadny, odbornymi  sdruzenimi
a studijnim pracovistém.

C. Pied zahajenim studie zajisti DSI nebo
CRO schvaleni protokolu EK nebo podobnym
vyborem  formaln€¢  urenym  studijnim

pracovistém K dohledu nad biomedicinskym
vyzkumem.

D. Studijni pracoviSté zajisti, Ze kazdy
pacient  zafazeny do  studie  poskytne
informovany souhlas se svou tcasti v souladu se
zasadami studijniho pracovisté pro poskytovani
informované¢ho souhlasu ve shod¢ se zakony
Ceské republiky a zdkonem &. 101/2000 Sb.,
0 ochrané osobnich udaja, V platném znéni.
Kazdému pacientovi Gi¢astnicimu se studie nebo
jeho rodin€¢ bude piedan stejnopis formulare
informovaného souhlasu. Formulaft
informovaného souhlasu bude dodan DSI nebo
CRO.

E. Slucitelnost kazdého Z pacientii
s pozadavky protokolu studie bude zvazena na
zaklad¢ nezavislého 1ékaiského posudku.

F. Studijni pracovisté vyrozumi spole¢nost
DSI  amebo CRO aEK o0 jakychkoliv
ne¢ekanych nebo zavaznych nepfiznivych
reakcich na hodnoceny 1ék nebo kontrolni 1€k
a/nebo 0 eventualni nepovolené odchylce od
protokolu, ato do dvaceti ¢tyf (24) hodin od
jejich zjisténi. Studijni pracovi§té musi plnit
svou ohlaSovaci povinnost MEK.

G. Studijni pracovisté bude v pfimém styku
s CRO votazkach tykajicich se smluvnich
ujedndni, zafazovani pacientl, klinického
monitorovani a celkové problematiky fizeni
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issues. DrugDev will receive Study Site invoices
and process payments unless otherwise agreed.
Any queries regarding Study Site invoices or
payments should be directed to DrugDev at the
contact details outlined in Exhibit A.

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

l. Any notifications concerning safety,
medical, or similar patient-related matters may
be communicated between the Parties and with
CRO through e-mail.

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 Study Site’s EC.
Notwithstanding the foregoing, in the course of
performing the Study, if deviation from the
Protocol is necessary based on generally
accepted standards of clinical research and
medical practice relating to the benefit, well-
being and safety of patients, the Study Site shall
notify DSI and CRO in writing prior to
implementing such deviation, or in emergency

situations, within 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 of the date and time of
such inspection. Representatives of DSI and/or

studijniho pracovisté. Pokud nebude dohodnuto
néco jin¢ho, budou faktury zasildny spole¢nosti
DrugDev, ktera bude zpracovavat platby.
Ptipadné dotazy ohledné faktur nebo plateb pro
studijni pracovisté je nutné posilat piimo
spole¢nosti DrugDev. Kontaktni udaje jsou
uvedeny v priloze A.

H. Studijni pracovisté zajisti, aby v pribéhu
provadéni studie nedoSlo K pfedani zadnych
davérnych informaci pacientd spole¢nosti DSI.

l. Jakdkoliv  oznameni  tykajici  se
bezpec¢nosti, zdravotnich nebo podobnych
zalezitosti souvisejicich S pacientem mohou byt
sdé¢lovana mezi smluvnimi stranami a CRO e-
mailem.

5. Zmény protokolu. V pfipadé, Ze
v budoucnu vyvstane potieba zmén v protokolu,
je mozno takové zmény provést pouze se
souhlasem spoleCnosti DSI, ktera bude mit
Vtéchto  zélezitostech pravo  konecného
rozhodnuti, a na zakladé nasledného schvaleni
EK studijniho  pracovisté. Nehled¢ na
predchazejici ujednani, pokud se V pribéhu
provadéni studie ukaze, ze je nutna odchylka od
protokolu na zakladé vSeobecné uznavanych
norem klinického vyzkumu a lékaiské praxe
vztahujici se K prospéchu, zdravi a bezpe¢nosti
pacientl, studijni pracovisté pisemne vyrozumi
spole€nost DSI aCRO pfed provedenim
uvedené odchylky nebo v naléhavych ptipadech
do dvaceti ¢tyi (24) hodin poté.

6. Pristup.

A Zplnomocnéni zastupci spolecnosti DSI
a/nebo CRO budou mit pravo kontrolovat priibéh
studie v prostorach  studijniho  pracovisté
Vv pfiméfené dobé béhem platnosti této smlouvy.
Pted kazdou kontrolou ozndmi spolecnost DSI
nebo CRO studijnimu pracovisti datum a cas
takové kontroly. Pfedstavitelé spolecnosti DSI
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CRO may review and/or request copies of data
derived from the Study at reasonable times, and
the Study Site shall promptly provide such data.
The Study Site agrees 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 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 shall provide DSI with copies
of all materials, correspondence, statements,
forms and records received by Study Site
pursuant to such inspection. Notwithstanding
Section 4 hereof, any release of patient
information and data shall be made within the
bounds of legal requirements.

B. DSl shall have the right, but not the
obligation, to be present at any Study-related
inquiry, inspection or audit. Study Site agrees 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
aresult 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/nebo CRO mohou kontrolovat a/nebo pozadat
o kopie udaji  odvozenych ze  studie
V pfiméfenych terminech a studijni pracovisté
tyto udaje neprodlené poskytne. Studijni
pracovisté souhlasi S tim, Ze bude spolupracovat
se zastupci agentury FDA nebo jakéhokoliv
jiného regula¢niho uradu Vv ptipadé kontroly
studie, a poskytne zastupcim regula¢nich afadt
piistup K vySe uvedenym zaznamum. Bé&hem
doby platnosti této smlouvy poskytne studijni
pracovisté¢ pisemné ozndmeni spole¢nosti DSI
béhem dvaceti ¢tyf (24) hodin po pfijeti
oznameni od FDA nebo jiného vladniho nebo
regulacniho organu 0 kontrole prostor studijniho
pracovisté nebo zdznaml 0 vyzkumu. Studijni
pracovisté poskytne spole¢nosti DSI kopie vSech
materidli, korespondence, prohlaSeni, formulait
a zdznamul, které studijni pracovisté obdrzi
v souvislosti s takovou kontrolou. Bez ohledu na
oddil 4 této smlouvy musi byt jakékoliv predani
informaci a dat pacientd provedeno v souladu se
zakonnymi pozadavky.

B. Spole¢nost DSI ma pravo, avsak nikoliv
povinnost byt piitomna pii jakékoliv kontrole,
inspekci nebo auditu, které se vztahuji ke studii.
Studijni pracovisté souhlasi Stim, ze pfijme
veskera  pfiméfena  opatfeni vyzadovana
spole¢nosti DSI k napravé nedostatkt zjisténych
béhem jakéhokoliv auditu nebo Kkontroly.
Spole¢nost DSI navic bude mit pravo kontroly
a schvaleni veskeré korespondence adresované
FDA nebo jinému regulatornimu organu
ptipravené V disledku kontroly v souvislosti se
studii dfive, nez ji studijni pracovisté nebo hlavni
Zkousejici odesle.

7. Zaznamy; vlastnicka prava k datim.
Vsechna nezpracovand data, pracovni listy se
zdrojovymi daty, pisemné zdznamy, evidence,
poznamky, zpravy a jiné materialy vztahujici se
ke studii budou povazovany za davérné
materialy a budou zaznamenany ve zdrojovych
dokumentech pouzivanych pouze ke zjisténim
ucinénym podle protokolu. VSechny takové
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A 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 the following period of time:

(1)

as defined by local laws and regulations.

B. 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 represents that all hardware,
software, operating systems, mechanical
devices, electronic devices, and any other
components of computer systems which are used
to produce reports and data under this
Agreement, and are protected against occurrence
of any bugs, viruses and errors in away
established at the Study Site, ie. via methods of
protection generally available in this field.

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 in the course of conducting the Study
(the “Data”) shall be the property of DSI, which
may utilize the Data in any way it deems
appropriate, subject to and in accordance with
applicable state privacy laws and Section 4(D) of
this Agreement. Any copyrightable work created
in connection with performance of the Study and
contained in the Data (except any publication by
the Principal Investigator as provided in Section

materialy budou k dispozici ke kontrole DSI
a CRO v piiméfené dobe.

A Studijni pracovisté¢ souhlasi Stim, Zze
budou uchovévat Uplné a aktudlni zaznamy
0 studii v celém jejim prub&hu, mimo jiné véetné
formulait eCRF, dokumentace 0 dodavkach
a inventarizaci 1¢kt, jakoz islozky studijniho
pracovistg, které obsahuji veskerou
korespondenci souvisejici se studii. VSechny
zaznamy ze studie je tfeba uchovavat po
nasledujici obdobi:

(1) jak je definovano mistnimi zakony
a predpisy.

B. Studijni pracovisté musi kontaktovat
spole¢nost DSI v ptipadé ztraty nebo zniceni
jakychkoliv zaznamti ze studie nebo pted
pfemisténim téchto zaznami na jiné misto.

C. Studijni  pracovisté prohlasuje, ze
veskery hardware, software, operacni systémy,
mechanicka =zarizeni, elektronicka zafizeni
avSechny ostatni soucasti pocitacovych
systému, které jsou pouzivany K tvorbé hlaseni
a dat podle této smlouvy, budou chranény ptred
vznikem zavad, pocitatovych vira achyb
zpusobem U studijniho pracovisté zavedenym, tj.
bézné dostupnym V této oblasti.

D. Vsechny z4dznamy subjektii hodnoceni
adalsi data (mimo jiné vcetné pisemného,
tisténého, grafického, obrazového a zvukového
materidlu a informaci obsazenych V jakékoliv
pocitacové databazi nebo pocitacové Citelné
form&) generované studijnim pracovistém
béhem provadéni studie (,,data“) budou
vlastnictvim spole¢nosti DSI, kterd mize tato
data vyuzit jakymkoliv zpisobem, ktery
povazuje za vhodny, na zéklad¢ a v souladu
S platnymi statnimi zdkony na ochranu osobnich
udaji a oddilu 4(D) této smlouvy. Jakékoliv dilo,
na které se mohou vztahovat autorska prava,
vytvorené V souvislosti s provadénim studie
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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 shall be paid
a fee by DSI in accordance with and subject to
the terms of this Section 8 and Section 10D
hereof. AIll Parties to this Agreement
acknowledge that (i) payment to the Study Site is
not dependent upon Study Site obtaining of any
particular findings or results (positive or
negative) in the Study, and (ii) to the best of their
knowledge, payment to the Study Site is
compensation for the fair market value of the
services provided by Study Site to DSI. The
Study Site acknowledges and agrees that its
judgment with respect to Study Site’s advice to
and care of each Study subject is not affected by
the compensation Study Site receives hereunder,
and if DSI or CRO provides any free products or
items for use in the Study, Study Site agrees that
they will not bill any Study subject, insurer or
governmental agency, or any other third party,
for such free products or items. Study Site, its
representatives, and payees under this
Agreement acknowledge and agree that they will
not offer or pay anything of value to any third
parties, government officials or otherwise, or
accept offers of anything of value, to advance the
business interests of CRO or DSI.

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

B. Payment to the Study Site shall be made
to Study Site’s bank account listed in Exhibit A.:

aobsazené  vdatech  (svyjimkou  praci
publikovanych hlavnim zkouSejicim podle
oddilu 12 této smlouvy) bude majetkem
spole¢nosti DSI  jakozto autora a vlastnika
autorskych prav k takovému dilu.

8. Naklady aplatby. Odménou za
provedeni této studie obdrzi studijni pracovisté
od spolecnosti DSI  platbu v souladu
S podminkami tohoto oddilu 8 a oddilu
10D.VSechny smluvni strany této smlouvy berou
na védomi, Ze (i) platba studijnimu pracovisti
nezavisi na ziskani jakychkoliv konkrétnich
nalezti nebo vysledkd studijnim pracovistém
(pozitivnich nebo negativnich) ve studii a (ii)
podle jejich nejlepsiho védomi je platba
studijnimu pracovisti kompenzaci spravedlivé
trzni ceny sluzeb poskytovanych studijnim
pracovistém spole¢nosti DSI. Studijni pracovisté
potvrzuje a souhlasi, Ze jeho tsudek tykajici se
rad apéce o ucastniky studie nebude nijak
ovlivnén odménou, kterd mu bude vyplacena
podle této smlouvy, apokud bude spolecnost
DSI nebo CRO poskytovat k pouziti ve studii
n¢jaké vyrobky nebo polozky zdarma, zavazuje
se studijni pracovisté, ze takové vyrobky nebo
polozky nebude uctovat ucastnikiim studie,
pojistovnam ani statnim Gfadim. Studijni
pracovisté, jeho zastupci a ptijemci plateb podle
této smlouvy potvrzuji asouhlasi stim, ze
nebudou tietim stranam, v¢etné statnich a jinych
ufednik, nabizet nebo poskytovat zadné
hodnotné pInéni ani od nikoho zadné hodnotné
plnéni nebudou pfijimat na podporu obchodnich
zajmi CRO nebo spole¢nosti DSI.

A Tato platba bude uhrazena studijnimu
pracoviSti ~ vsouladu  srozpisem  plateb
ptipojenym jako ptiloha A a ptfiloha C. VSechny
naklady uvedené Vv ptiloze A zlistanou neménné
po celou dobu trvani studie, pokud se studijni
pracovisté a DSI pisemné nedohodnou jinak.

B. Platby studijnimu pracovisti budou
provedeny na et studijniho pracoviste,
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C. If any dispute arises as to whether Study
Site is entitled to the payment of fees, or is
obligated to repay DSI for any fees previously
overpaid, then the Study Site and DSI shall
attempt to resolve such dispute in good faith.
Pending such resolution, DSI may retain any
disputed funds.

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 in the United
States is withdrawn by the U.S. Food and Drug
Administration; or (ii) 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 DSI is not
available.

uvedeny V ptiloze A.

C. Pokud vznikne jakykoli spor o0 to, zda ma
studijni pracovisté¢ narok na platbu nebo zda je
tfeba dfive vyplacenou platbu vratit spolec¢nosti
DSI, studijni pracovisté a DSI se pokusi takovy
spor v dobré vite vyresit. Spole¢nost DSI muize
pozdrzet finanéni prostfedky, jichz se spor tyka,
az do vyteSeni sporu.

9. Doba platnosti. Tato smlouva vstoupi
v platnost k datu uvedenému vyse a bude platna
az do dokonceni této studie, pokud nedojde
K jejimu ptredéasnému vypovézeni Vv souladu
soddilem 10 této smlouvy. Zavazky podle
oddilt 6 (Ptistup), 7 (Zaznamy; vlastnické prava
k datim), 11 (Vynalezy), 12 (Publikace), 13
(Duvérnost), 14 (Pouzivani nazvu a loga
spole¢nosti), 17 (Odskodnéni a pojiSténi), 21
(Oznameni) a 23 (Rozhodné pravo) zlstavaji
v platnosti i po ukonceni této smlouvy.

10. Ukonc¢eni.

A. Tato smlouva muze byt kteroukoliv ze
smluvnich stran okamzité vypovézena, nastane-
li jedna z nasledujicich podminek: (i) americky
Utad pro kontrolu potravin a 16¢iv zrusi povoleni
a schvaleni studie ve Spojenych statech nebo (ii)
spole¢nost DSI studii ukonci.

B. Tato smlouva miize byt kteroukoliv ze
smluvnich stran vypovézena se lhiitou deseti (10)
dni, nastane-li jedna Z nasledujicich
podminek:(i) druhd smluvni strana podstatné
porusi jakékoliv zdvazky podle této smlouvy
a nenapravi toto poruseni béhem tficeti (30) dna
po obdrzeni pisemného upozornéni na toto
poruseni od vypovidajici smluvni strany; nebo
(i1) pokud hlavni zkouSejici neni ochoten nebo
schopen setrvat ve své funkci a neni k dispozici
Zzadny nahradni zkouSejici pfijatelny jak pro
studijni pracovisté, tak pro DSI.
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C. This Agreement may be terminated by
DSI upon twenty (20) days prior written notice
to Study Site for any reason, other than those
listed in Section 10 A and B.

D. Upon the effective date of termination,
there shall be an accounting conducted by the
CRO. The accuracy of such accounting shall be
confirmed by the Principal Investigator. Within
forty-five (45) days from issue of the invoice
based on the accounting, CRO will make
payment to the Study Site for (i) all services, not
yet paid for, but properly rendered and monies
properly expended by the Study Site until the
date of termination; and (ii) reasonable non-
cancelable obligations properly incurred for the
Study by the Study Site 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 in advance will be
prorated, and any unearned funds will be
returned by Study Site to CRO.

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

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

C. Spole¢nost DSI mize tuto smlouvu
vypovedét se lhiitou dvaceti (20) dnti pisemnou
vypovédi dorucenou studijnimu pracovisti
zZ jakéhokoliv jiného dtivodu, nez jsou duvody
uvedené v oddile 10 A a B.

D. V den platné vypoveédi provede CRO
vyuctovani. Spravnost vyactovani potvrdi hlavni
zkousejici. Do 45 dnti ode dne vystaveni faktury
na zakladé vyuctovani proplati spolecnost CRO
studijnimu pracovisti (i) vSechny sluzby, které
jesté nebyly zaplaceny, ale byly jiz tadné
poskytnuty, a prostiedky, které byly studijnim
pracovistém fadn€ vynalozeny az do data
ukonceni smlouvy; a (ii) pfiméfené nezrusitelné
zavazky tadné vzniklé studijnimu pracovisti
v souvislosti se studii pfed datem ukonceni
platnosti. Pokud ma spole¢nost CRO vyhrady
k jakékoliv uc¢tované ¢astce, musi smluvni strany
vyvinout veskeré Tusili Kk co nejrychlejsimu
vyreSeni jakychkoliv neshod. Jakékoliv zalohy
piredem vyplacené studijnimu pracovisti budou
pomérn¢ upraveny a studijni pracovisté vrati
piipadny pieplatek spolecnosti CRO.

E. Pokud bude platnost této smlouvy
ukoncena pted dokonCenim studie, studijni
pracovisté poskytne spole¢nosti DSI pfijatelnou
zpravu zkousSejictho za provedenou Cast
vyzkumu abude pln¢ spolupracovat pii
poskytnuti  vyplnénych zaznamt subjektt
hodnoceni aumozni pfistup K piislusnym
zadznamum.

F. Studijni pracovisté vrati spolecnosti DSI
veSkeré neuzité hodnocené léky a veskeré
davérné informace spolecnosti DSI podle
definice v oddile 13 této smlouvy, ato bud’ pti
ukonceni studie, nebo ukonceni této smlouvy
podle toho, kterd z moznosti nastane diive.

11.  Vynalezy. Strany se vyslovné dohodly
na tom, ze vSechny vynalezy budou neprodlené
a uplné sdéleny a pisemné popsany spolecnosti
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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 acknowledges
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 agrees 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 shall
submit any publication to DSI for review at least
forty-five (45) days prior to submission. If during
this review, DSI 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 agrees to delay
publication for an additional sixty (60) days for
the purpose of permitting DSI to seek
appropriate legal protection, including without
limitation, patent protection. Nothing in this
Section 12 shall be taken as giving DSI any right

DSI a stanou se majetkem spole¢nosti DSI. Pro
ucely této smlouvy budou vyndlezy znamenat
objevy, zlepSeni nebo navrhy (patentovatelné ¢i
nikoliv), které ucini studijni pracovisté, hlavni
zkousSejici nebo jini pracovnici studijniho
pracovisté, kteti poskytuji sluzby v souvislosti
Stouto studii, bud’ sami nebo spolecn¢
S ostatnimi, vytvofené aupravené pro praxi
v dobé platnosti av rozsahu této smlouvy.
Spole¢nost DSI bude mit jediné a vylu¢né pravo
obstarat si dle vlastniho uvaZeni patentovou
ochranu ve Spojenych statech americkych
a v jinych zemich pro kterykoliv takovy vynalez
¢i objev. Hlavni zkousSejici a studijni pracovisté
timto souhlasi s tim, Ze postoupi spolecnosti DSI
vSechna prava, pravni tituly a z4jmy na kazdém
takovém vyndlezu a poskytnou piiméfenou
pomoc K ziskani patentli na zminéné vynalezy,
pricemz spole¢nost DSI zaplati vSechny vydaje
S tim spojené.

12. Publikace. Studijni pracovisté potvrzuje,
ze tato studie je multicentrickou studii aze
informace nebo data vytvoiend studijnim
pracovistém nebo  jednotlivymi  hlavnimi
zkousSejicimi nebo studijnimi pracovisti nestaci
k odvozeni smysluplnych zavéra. Z tohoto
divodu souhlasi studijni pracovisté stim, Ze
studijni pracovisté, jeho zaméstnanci ani jeho
zastupci nezvetejni zadné z vysledki této studie
jednotlivé ¢i spolecné, veelku nebo Castecné, a to
az do doby koordinovaného zvetejnéni vysledka
za vSechna zacastnénd pracovisté nebo jeden rok
po skonceni studie podle toho, kterd z moznosti
nastane diive. Po této dobé predlozi studijni
pracovisté spole¢nosti DSI kazdou uvazovanou
publikaci ke kontrole, ato alespon Ctyficet pét
(45) dni pfed odeslanim ke zvefejnéni. Pokud
béhem prezkumu identifikuje DSI divérné
informace, jak je definovano v oddilu 13, budou
tyto odstranény. Pokud b&hem kontroly
spole¢nost DSI objevi patentovatelny material,
ktery vyzaduje pravni ochranu, studijni
pracovisté bude souhlasit s odloZenim publikace
0 dalSich Sedesat (60) dnti, aby umoznila
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of editorial control over any publication prepared
by Study Site.

13.  Confidentiality. Except as permitted
under Section 12, the Study Site 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 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 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 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.

Notwithstanding the foregoing, Study Site, DSI
and CRO hereby acknowledge that this
Agreement shall be published pursuant to Act
No. 340/2015 Coll., on Agreements Register. As
and between the Parties, Study Site agrees to
publish the Agreement pursuant to the foregoing

spolecnosti DSI obstarani pfislusné pravni
ochrany, mimo jiné vcetné patentové ochrany.
Nic vtomto oddilu 12 nebude interpretovano
jako poskytnuti prava redakéni kontroly
spole¢nosti  DSI  jakychkoliv ~ publikaci
vypracovanych studijnim pracovistém.

13.  Divérnost. Krom¢ povolenych vyjimek
v oddilu 12, studijni pracoviSté nepouZije ani
neprozradi Zadné fyzické nebo pravnické osobé,
svyjimkou osob pfimo zacastnénych na
provadéni studie arealizaci protokolu, Zadna
data, materidly ani informace poskytnuté
studijnimu pracovisti spole¢nosti DSI nebo CRO
po dobu deseti (10) let od data této smlouvy bez
pfedchoziho pisemného souhlasu spole¢nosti
DSI. Povinnost neprozradit data se nebude
vztahovat na informace, které (a) v dobé sdéleni
spole¢nosti DSI nebo CRO byly vetfejné znamé;
(b) po sdéleni spolecnosti DSI nebo CRO se
legalné staly vetfejné znamymi prostiednictvim
publikace ¢i jinak, pokud ktomu nedoslo
porusenim této smlouvy; (c) byly Vv legdlnim
drzeni studijniho pracovisté v dobé¢ jejich sdéleni
spole¢nosti DSI nebo CRO anebyly nabyty,
pifimo ani nepiimo, od spole¢nosti DSI nebo
CRO; pokud jejich ptedchozi drzeni bylo
zakonné a Ize je dolozit prikaznou dokumentaci;
(d) byly pravoplatné ziskany od tieti strany,
avSak za predpokladu, ze takové informace
nebyly nelegalné€ ziskany uvedenou tieti stranou,
pfimo nebo neptimo, od spole¢nosti DSI nebo
CRO pod podminkou zachovani duvérnosti;
a(e) byly nezavisle apravoplatné vytvofeny
pracovniky studijniho pracovisté, ktefi nejsou
spojeni stouto studii, za predpokladu, Ze
takovou nezavislou tvorbu lze prokazat
prikaznou dokumentaci.

Bez ohledu na vyse uvedené berou timto studijni
pracoviste, spole¢nost DSI a CRO na védomi, Ze
tato smlouva musi byt zvetejnéna podle zdkona
¢. 340/2015 Sb., oregistru smluv. Studijni
pracovisté se zavazuje uveiejnit tuto Smlouvu
v redigované  podobé¢  pfipravené  CRO
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in the form provided by CRO, redacted and
machine-readable. Any information which
constitutes trade secret of either Party is
exempted from such publication. For the
purposes of this Agreement, trade secrets
include, but are not limited to, Exhibit A and C —
Budget and payment schedule, the minimum
enrollment goal, expected number of Study
subjects enrolled and the expected duration of
the Study. Furthermore, personal data of the
individuals are also exempted from publication,
unless they have been previously published in
another public register. The Study Site is obliged
to publish this Agreement in accordance with the
article herein above. The Study Site will inform
CRO of publishing the Agreement in the
Agreements Register by designating CRO’s data
box the email address to which a notification of
publication in the Agreements register shall be
sent, or if requested by CRO will send
a confirmation of publication to CRO by e-mail.
Should the Study Site fail to publish this
Agreement within 10 working days from the date
of last signature hereof, it may be published by
DSl or CRO.

The estimated value of financial payment under

this Agreement shall be approximately
CZK 940,439.92.
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. Study Site agrees that it 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.

a poskytnuté  studijnimu  pracovisti  pred
uzavienim této smlouvy ve strojové citelném
formatu vyzadovaném zakonem 0 registru
smluv. Z uvefejnéni se vyjimaji informace, které
predstavuji obchodni tajemstvi nékteré¢ ze
smluvnich stran. Pro ucely této smlouvy se za
obchodni tajemstvi povazuji mimo jiné
ptiloha Aa C— rozpocet aplatebni piehled,
minimalni cilovy pocet zafazeni, ocekavany
pocet ucCastniki  zafazenych do  studie
a oc¢ekavana doba trvani studie. Kromé toho se
zZuvetfejnéni  vyjimaji také osobni Udaje
jednotlivych osob, pokud jiz nebyly diive
uvefejnény V jiném veieném registru. Studijni
pracovisté¢ je povinno uvefejnit smlouvu
vsouladu sustanovenimi vySe uvedeného
¢lanku. O uvefejnéni smlouvy V registru smluv
bude studijni pracovisté informovat CRO tak, Ze
zada ID datové schranky spole¢nosti CRO,
ptipadné téz k zadosti spolecnosti CRO zasle
potvrzeni 0 uvefejnéni Vregistru smluv na
pozadovanou e-mailovou adresu. Pokud studijni
pracovisté neuvetejni smlouvu do 10 pracovnich
dnti od data posledniho podpisu na této smlouve,
bude ji moci uvefejnit spole¢nost DSI nebo
CRO.

Odhadovana vyse finanéni odmény podle této
smlouvy bude piiblizn¢ 940.439,92 K¢.

14, Pouzivani nazvu aloga spole¢nosti.
Bez ptedchéazejiciho pisemného souhlasu druhé
strany nebude Zadn4 ze smluvnich stran pouzivat
nazev, obchodni znacku, logo, symbol ani jiné
zobrazeni druhé strany nebo CRO Vreklamé,
propagaci ani jinde. Studijni pracovisté souhlasi
s tim, Ze bez piedchoziho pisemného souhlasu
spole¢nosti DSI/CRO nebude vydavat, ani
nedovoli takové vydavani svym zaméstnanciim,
agentiim a zastupciim, ani nebude §ifit jakakoliv
tiskova sdéleni ani prohlaseni a nebude iniciovat
pisemnou ¢i ustni komunikaci tykajici se této
studie s médii ¢i tfetimi stranami.
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15. Conflict of Interest. Study Site certifies
that (i) there is no conflict of interest between tit
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. Study Site will
promptly advise DSI and CRO in the event that
any conflict of interest arises during the term of
this Agreement.

16. Debarment and Disqualification. Study
Site 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 a federal or state offense
(related to healthcare services or to his/her
medical license), debarred or disqualified from
participating in clinical research by any
regulatory authority for debarment or any similar
regulatory action in any country. After execution
of this Agreement, if the Study Site 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 in accordance with the
aforementioned provisions, the Study Site
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 also certifies that no
debarred or disqualified person will in the future
be employed by the Study Site in connection
with any work to be performed for or on behalf
of DSI (see the FDA Office of Regulatory
Affairs Debarment List at
http://www.fda.gov/ora/compliance_ref/debar/).

15.  Stfet zajma. Studijni  pracovisté
potvrzuje, ze (i) neexistuje zadny stiet zajmu
mezi nimi a spole¢nosti DSI nebo CRO, ktery by
branil nebo negativné ovliviioval vykon prace
stanovené touto smlouvou; (ii) za ucelem ucasti
na této smlouve nebyl nabidnut zadny kolateraIni
pozitek, jako napf. pfislib dard, budouciho
zaméstnani nebo moznosti cestovani, ktery nema
vztah Kk této smlouvé; (iii) zadné darky a jiné
pozitky nebyly nabidnuty ani rodinnym
ptislusnikim. Pokud behem platnosti této
smlouvy vznikne jakykoliv stfet zajmt, studijni
pracovisté bude ihned informovat spolecnost
DSI a CRO.

16.  Vylouceni a diskvalifikace. Studijni
pracovisté¢ potvrzuje, ze studijni pracoviste,
hlavni zkouSejici ani jind osoba pifimo jimi
zaméstndvand na provadéni této studie nebyla
obvinéna nebo usvédcena z federdlniho nebo
statniho  trestného Cinu (v souvislosti  se
zdravotnickymi  sluzbami nebo  Iékaiskou
licenci) ani ji nebyl ulozen zékaz Cinnosti nebo
zakaz ucasti na klinickém vyzkumu jakymkoliv
regulaénim organem z diivodu zdkazu c¢innosti
nebo  podobnym  regulacnim  opatfenim
Vv kterékoliv zemi. Pokud se studijni pracovisté
kdykoliv po podpisu této smlouvy dozvi, ze dané
studijni pracovisté, hlavni zkouSejici nebo
kterykoliv zaméstnanec byl nebo je obvinén,
odsouzen, diskvalifikovan, vylou¢en nebo dostal
zakaz Cinnosti Vv souladu svySe uvedenymi
ustanovenimi,  studijni  pracoviS§té¢  timto
potvrzuje, Ze bude okamzit¢ vtomto smyslu
pisemné informovat spole¢nost DSI, ato po
dobu platnosti této smlouvy a ti (3) let po jejim
ukoneni ¢i vyprSeni platnosti.  Studijni
pracovisté rovnéZ potvrzuje, Ze Zadna osoba se
zakazem vykonu ¢innosti nebo diskvalifikovana
osoba nebude v budoucnu zaméstnana studijnim
pracoviStém ve spojitosti S pracemi provadénymi
pro spolecnost DSI nebo jejim jménem (viz
seznam osob se zdkazem vykonu cinnosti
vydany oddé€lenim regulacnich zalezitosti FDA
na adrese
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17. Indemnification and Insurance

A DSI will indemnify, defend and hold
harmless Study Site and its respective employees
subsidiaries, officers, directors, contractors,
stockholders, affiliates and agents (collectively
“Indemnitees”) against any causes of action,
claims, demands, suits and prosecutions arising
out of or directly related to the Study, the
Protocol or use of the Study Drug that may be
brought or instituted by third parties (each
a “Claim” or “Claims”) and all judgments, costs,
liabilities, expenses, damages and fees
(including reasonable attorneys' fees) associated
with such Claims. This indemnity shall not apply
to any such Claim which results from (i) the
negligence or willful misconduct of one or more
of the Indemnitees, (ii) the failure of one or more
of the Indemnitees to comply with accepted
medical practices, the terms of the Protocol or any
instructions relating to the use and administration
of the Study Drug, (iii) the failure of one or more
of the Indemnitees to comply with any applicable
laws or regulations. This Agreement does not
address or extinguish any rights DSI may have to
indemnification by any Indemnitee.

It shall be acondition 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 assist in the investigation,
preparation and defense of any Claim (including
appointing its own legal counsel, and participating
in litigation, settlement and appeal); provided,
however, that DSI will not enter into any
settlement that would create any obligations on
behalf of Study Site, Principal Investigator or Sub-
investigator without obtaining such party’s prior

http://www.fda.gov/ora/compliance_ref/debar/).

17. Odskodnéni a pojisténi.

A DSI odSkodni, bude hajit a chranit
studijni pracovisté a jeho ptislusné zaméstnance,
dcefiné organizace, predstavitele, feditele,
dodavatele, akcionafe, pridruzené pobocky
a zastupce (spolecné ,,odSkodiiované osoby*)
proti vS§em piipadiim soudnich spori, naroku,
pozadavkl, zalob a trestniho stihani vzniklych
vV pfimé souvislosti se studii, protokolem nebo
pouzivanim hodnocen¢ho I€ku, které mohou byt
vzneseny nebo uplatnény tfetimi stranami
(jednotlivé ,,narok“ nebo ,naroky‘) a vSem
rozsudktim, ndkladim, pohledavkdm, vydajim,
odskodnym a poplatkiim (v€etné piiméfenych
odmén za pravni zastoupeni) V souvislosti
s takovymi naroky. Odskodnéni se nebude
vztahovat na jakoukoliv takovou Skodu
zpusobenou (i) nedbalosti nebo védomym
pochybenim jedné nebo vice odSkodnovanych
osob, (ii) nedodrzenim pftijatych Iékaiskych
postupti, podminek protokolu nebo pokyni
tykajicich se pouziti a podadvani hodnoceného
Iéku jednou nebo vice odskodiovanymi
osobami, (iii)) nedodrzenim platnych zakonu
nebo piredpist jednou nebo vice
odskodnovanymi osobami. Tato smlouva nefesi
ani nezbavuje DSI prava na odSkodnéni ze strany
jakékoliv odskodnujici osoby.

Skute¢nosti podmiiujici zavazek spole¢nosti DSI
odskodnit odSkodnovanou stranu bude, ze strana
usilujici 0 odSkodnéni (i) bude neprodlené
informovat spole¢nost DSI 0 jakychkoliv narocich
béhem tficeti (30) dnii poté, kdy se odSkodiovana
strana dozvi 0 takovém naroku, (ii) umozni
spole¢nosti DSI se ucastnit vySetiovani, ptipravy
a obhajoby proti jakémukoliv ndroku (vcetné
ustanoveni svého vlastniho pravniho zastupce, ¢i
ucast na soudnim jednani, mimosoudnim
vyrovnani a odvoldni); avsak s tim, Zze spolecnost
DSI mimosoudné¢ nevyrovna Zadny narok
takovym zptsobem, ktery by vytvarel povinnosti
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written consent, which will not be unreasonably
withheld, (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.

B. The liability of the Study Site shall be
governed by applicable provisions of the Act No.
89/2012 Coll., Civil Code.

C. DSl  hereto acknowledges, that in
accordance with Sec. 52 par. 3, letter f) Act on
Pharmaceuticals., as amended, contract
insurance of liability for damage for the Study
Site, Principal Investigator and DSI has been
ensured by DSI. This policy also duly covers
compensable death of subject or compensation of
the subject in case of injury resulting from and
sustained in course of performance of the Study.
A copy of the Contract of insurance will be
provided to the Study Site by request.

Each party’s aggregate liability to the other for
all claims, breach or default under this
Agreement, shall be limited to the actual, direct
damages incurred by such other party. The
maximum total amount for such actual, direct
damages shall not exceed the total amount of
funding paid according to this agreement.

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

studijnimu pracovisti, hlavnimu zkousejicimu ¢i
spoluzkousejicimu bez toho, aby tito poskytli
s takovym vyrovnanim pisemny souhlas, ktery ale
nebude bezdivodné odpiran, (iii)) bude pIn¢
spolupracovat se spolecnosti DSI na obhajob¢,
vySettovani a ptipravé jakéhokoliv naroku a (iv)
neptistoupi na smirné narovnani nebo vyporadani
narokti bez predchoziho pisemného souhlasu
spole¢nosti DSI.

B. Odpovédnost studijniho pracovisté se
bude fidit pfisluSnymi ustanovenimi zakona c.
89/2012 Sb., obcanského zakoniku.

C. Spole¢nost DSI timto potvrzuje, ze
v souladu s odstavem 52, bod 3, pismeno f)
zdkona o0 léCivech, Vplatném znéni, bylo
spole¢nosti DSI uzavieno smluvni pojisténi
odpovédnosti za Skody wvzniklé¢ studijnimu
pracovisti, hlavnimu zkousejicimu a DSI. Toto
pojisténi také nalezité kryje odskodnitelné umrti
pacienta nebo odSkodnéni pacienta V piipadé
ujmy na zdravi, ke kterym dojde nasledkem
provadéni studiec avVjejim prubéhu. Kopie
pojistné smlouvy bude na vyzadani predana
studijnimu pracovisti.

Uhrnna zodpovédnost kazdé ze stran vigi druhé
stran¢ za veSkeré naroky aporuSeni nebo
neplnéni povinnosti na zakladé této smlouvy
bude omezena na skuteCnou piimou Skodu
vzniklou této druhé strané. Maximalni celkova
castka takovych skuteénych piimych Skod
nepiekro¢i  celkovou  c¢astku  finan¢nich
prostiedkli hrazenych na zaklad¢ této smlouvy.

18. Postoupeni. Zadna ze smluvnich stran
nesmi tuto smlouvu postoupit bez souhlasu druhé
smluvni strany; avSak za predpokladu, Ze kazda
ze smluvnich stran miiZze po vyrozuméni druhé
smluvni strany postoupit sva prava a povinnosti
vyplyvajici z této smlouvy svému pravnimu
nastupci v oblasti, na kterou se vztahuje tato
smlouva.
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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 shall not be amended,
supplemented or modified except by a written
agreement executed by the duly authorized
officers of each Party.

21. Notice. Except as otherwise provided in
Section 4, all notice required or permitted to be
given hereunder shall be in writing and shall be
deemed to have been duly given if sent by
registered or certified mail, postage prepaid,
return receipt requested, or transmitted by
facsimile, to the address or facsimile number set
forth below (or to such other person, address, or
facsimile number as a Party may, from time to
time, designate by written notice):

Daiichi  Sankyo
Development

If to DSI:

Pharma

19.  Nezavislé strany. Kazdd ze stran této
smlouvy bude jednat jako nezavisla strana pod
svym jménem a na vlastni Gc¢et a nebude jednat
V postaveni agenta ani zaméstnance druhé
strany. V tomto smyslu tedy zaméstnanci jedné
strany nebudou povazovani za zaméstnance
druhé strany a zadna ze stran neuzavie smlouvu
ani jinou umluvu se tfeti stranou, jejimz ucelem
je vytvofit zavazek nebo povinnost pro druhou
smluvni stranu.

20. Uplna smlouva; upravy. Tato smlouva
(v€etn¢ ptiloh) predstavuje uplné ujednéani
smluvnich stran s ohledem na predmét uvedeny
VvV této smlouvé anahrazuje vSechna ptedchozi
a soucasna ujedndni, komunikace, vyjadfeni,
prohlaseni a podminky, ustni ipisemné, mezi
témito smluvnimi stranami S ohledem na
provadéni  transakci  zamySlenych  touto
smlouvou. Tato smlouva miiZe byt pozménéna,
doplnéna nebo upravena pouze pisemnou
dohodou podepsanou tadné zplnomocnénymi
zastupci vSech smluvnich stran.

21. Oznameni. S vyjimkou  uvedenou
v oddile 4 budou vSechna sdéleni vyzadovana
nebo povolena touto smlouvou u¢inéna pisemné
a bude se mit za to, ze byla fadn¢ piedana, pokud
budou vyplacen¢ odesldna doporucenym
dopisem s doru¢enkou nebo faxem na adresu
nebo faxové Cislo uvedené nize (nebo jiné osobg,
na jinou adresu nebo faxové Cislo, které muize
smluvni strana urCit pisemnym oznamenim):

Pro DSI:

Daiichi  Sankyo
Development

Pharma

211 Mt. Airy Road, Basking

211 Mt. Airy Road, Basking

Ridge Ridge
New Jersey 07920 New Jersey 07920
Phone: Telefon:
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Fax:

Contract Management Legal Operations

Fax:

Pravni oddéleni — fizeni smluv

Phone: Telefon:
Fax: Fax:
If to Study | Fakultni nemocnice Olomouc Pro studijni | Fakultni nemocnice Olomouc
Site: pracovisté:
Onkologicka klinika Onkologicka klinika
I. P. Pavlova 185/6 I. P. Pavlova 185/6
779 00 Olomouc 779 00 Olomouc
Czech Republic Ceska Republika
Phone: Telefon:
Fax: Fax:
Ifto CRO: | IQVIA RDS Czech Republic Pro CRO: IQVIA RDS Czech Republic
S.r.o S.r.o
Clinical Monitor Monitor studie
Pernerova 691/42 Pernerova 691/42
186 00 Praha 8 - Karlin 186 00 Praha 8 - Karlin
Czech Republic Ceska Republika
Phone: Telefon:
I I
22.  Waiver. All waivers of the terms of this 22.  Zieknuti se prava. Veskera prominuti

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 and Jurisdiction. The
laws of the Czech Republic will govern the
validity and interpretation of the provisions,
terms and conditions of this Agreement. Any
disputes arising out of this Agreement shall be
resolved by the competent courts of the Czech

podminek této smlouvy musi byt ucinéna
pisemné. Nedodrzeni kterékoliv Z podminek této
smlouvy nepfedstavuje vSeobecné prominuti
nebo zieknuti se prav v souvislosti s jakymikoliv
takovymi smluvnimi podminkami; tyto naopak
zustanou vzdy platné a ucinné v celém rozsahu.

23. Rozhodné pravo a soudni prisluSnost.
Zakony Ceské republiky budou rozhodné pro
platnost a vyklad ustanoveni a podminek této
smlouvy. Ptipadné spory vzniklé z této smlouvy
budou feSeny piislusnymi soudy Ceské
republiky.
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Republic.

24.  Conflicts of Language. In the event that
any provisions of a non-English version of this
Agreement is in conflict with any provisions of
the English language version of this Agreement,
the Czech language version will govern.

25.  Counterparts. This Agreement may be
executed in one or more counterparts, each of
which shall be deemed to be an original, but all
of which together shall constitute one and the
same instrument.

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

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

24.  Konflikty jazykovych verzi. V pfipad¢,
ze kterékoliv ustanoveni verze této smlouvy
V jiném jazyce nez anglickém bude Vv rozporu
s kterymkoliv ustanovenim verze této smlouvy
v anglickém jazyce, bude rozhodnou verze
Vv ¢eském jazyce.

25.  Stejnopisy. Tato smlouva muze byt
vyhotovena ve vice kopiich, pficemz kazda
Z nich ma platnost origindlu a vSechny spole¢né
predstavuji jednu a tutéz listinu.

26.  Registrace. V souvislosti s jakymikoliv
daty nebo jinymi informacemi ziskanymi na
zaklad¢  sluzeb  provadénych  studijnim
pracovistém ma DSI pravo zvetejnit tato data
a informace (bez souhlasu studijniho pracovist¢)
na strankdch ClinicalTrials.gov nebo jiném
internetovém  systému pro zadavani dat
vsouladu snovelou zakona o Utadu pro
kontrolu potravin a léciv (,,FDAAA®, Food and
Drug  Administration ~ Amendments  Act)
z roku 2007. Spole¢nost DSI bude mit vyhradni
zodpoveédnost za registraci studie a zvefejnéni
jejich vysledki v souladu se zakonem FDAAA
adle potieby za aktualizaci a/nebo upravu
registrace takového klinického hodnoceni.

27. Zakon 0 Kkorupénich  praktikach
v zahrani¢i (FCPA, Foreign Corrupt
Practices Act). Studijni pracovisté bere na
védomi, Ze spole¢nost DSI je vdzana zdkonem
0 korup¢nich praktikdch Vv zahrani¢i (FCPA)
zroku 1977 a dalsimi protikorupénimi zakony.
Ztoho divodu maji zaméstnanci, agenti,
smluvni dodavatelé¢ a/nebo zastupci spolecnosti
DSI (napt. CRO) zakazano pifimo ¢i nepiimo

platit nebo nabizet platbu (nebo cokoliv
hodnotného) zaméstnanciim nebo
predstavitelim zahrani¢nich vladnich

organizaci, vefejnych mezinarodnich organizaci,
politickym strandm nebo kandidatiim na oficialni
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28.  CRO expressly disclaims any liability in
connection with the Study Drug, including any
liability for any product claim arising out of
a condition caused by or allegedly caused by the
administration of such Study Drug except to the
extent that such liability is caused by the
negligence, willful misconduct or breach of this
Agreement by CRO.

29.  CRO shall not be responsible to the Study
Site or Principal Investigator for any lost profits,
lost opportunities, or other consequential
damages.

urad s cilem zajistit obchodni pfilezitosti nebo
ziskat jakoukoliv neopravnénou vyhodu jménem
spole¢nosti DSI.

28.  CRO timto vyslovné¢ odmitd jakoukoli
odpovédnost v souvislosti s hodnocenym lékem,
véetné odpoveédnosti za pripadné naroky tykajici
se pripravku vzniklé v souvislosti se stavem,
ktery byl zplsoben nebo udajné zplsoben
podavanim hodnoceného 1éku, ledaZze by takova
odpovédnost vznikla Vv dasledku nedbalého
jednani, umyslného nespravného jedndni nebo
poruseni této smlouvy na stran¢ CRO.

29. CRO neponese vici  studijnimu
pracovisti ani vi¢i hlavnimu zkouSejicimu
odpovédnost za usly zisk, ztratu ptilezitosti ani
jiné nasledné Skody, které jim piipadné
vzniknou.
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IN WITNESS WHEREOF, the Parties have | NA DUKAZ CEHOZ smluvni strany podepsaly
hereunto signed this Agreement in their official | tuto smlouvu z titulu své oficialni funkce k datu
capacities as of the date first written above. uvedenému vyse.

Acknowledged and agreed by IQVIA RDS Czech Republic s.r.0. / Na dukaz souhlasu p¥ipojuje
sviij podpis opravnény zastupce IQVIA RDS Czech Republic s.r.o.

Name/ Jméno:

Title/ Funkce:

Signature/ Podpis:

Date/ Datum:

Acknowledged and agreed by Fakultni nemocnice Olomouc / Na diikaz souhlasu pripojuje
sviij podpis opravnény zastupce Fakultni nemocnice Olomouc

Name/ Jméno: prof. MUDr. Roman Havlik, Ph.D.

Title/ Funkce:

Signature/ Podpis:

Date/ Datum:

Signed by IQVIA RDS Czech Republic s.r.o., under the Power of Attorney dated 23 July 2018,
in the name of Daiichi Sankyo, Inc./ Podepsano IQVIA RDS Czech Republic s.r.o., na zakladé
PIné moci vystavené dne 23. ¢ervence 2018, jménem Daiichi Sankyo, Inc.

Name/ Jméno:

Title/ Funkce:

Signature/ Podpis:

Date/ Datum:

Principal Investigator Statement Prohlaseni hlavniho zkouSejiciho
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Investigator of this Study, hereby confirm, that
| was informed about the Protocol and all
documents provided by DSI and CRO for the
Study performance. | was informed about the
contract between the DSI, CRO and Fakultni
nemocnice Olomouc and I will act in accordance
with obligations listed in the Agreement and
designated to the Principal Investigator and
obligations arising to Principal Investigator from
Good Clinical Practice.

Name: |

Zkousejici této studie, timto potvrzuji, Ze jsem se
seznamil s protokolem avsemi dokumenty
pifedanymi DSI a CRO K provedeni studie. Byl
jsem seznamen se smlouvou uzavienou mezi
DSI, CRO sa Fakultni nemocnici Olomouc
abudu dodrzovat povinnosti Vni stanovené
hlavnimu zkousejicimu ¢i povinnosti vyplyvajici
pro hlavniho zkousejiciho ze Spravné klinické
praxe.

Jméno: [

Date: Datum:
Signature: Podpis:
Exhibits: Piilohy:

Exhibit A — Budget & Payment schedule

Ptiloha A — rozpocet & platebni piehled

Exhibit B - Power of attorney/delegation letter of
IQVIA

Ptiloha B — plna moc / povéfeni spoleCnosti
IQVIA

Exhibit C — Financial attachment

Ptiloha C — Finan¢ni ptiloha
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EXHIBIT A PRILOHA A
BUDGET & PAYMENT SCHEDULE ROZPOCET & PLATEBNiI PREHLED
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ExHIBITC PRIiLOHA C
FINANCIAL ATTACHMENT FINANCNI PRILOHA
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