CLINICAL TRIAL AGREEMENT
Protocol # ASTX727-02

This Clinical Trial Agreement (“Agreement”) dated as of
the date of last signature and effective as of its
publication in the Contract Register (“Effective Date™)
between

Astex Pharmaceuticals, Inc., with a place of business at
4420 Rosewood Drive, Suite 200 Pleasanton, CA 94588,
USA (“Sponsor”)

and

Fakultni nemocnice Kralovské Vinohrady, with a place
of business at Srobarova 1150/50, 100 34 Praha 10,
Czech Republic, Identification number: 00064173, Tax
identification number: CZ00064173, banking account No.
16334101/0710, provided by the Czech National Bank,
represented by Prof. MUDr. Petr Arenbergerem, DrSc.,
MBA, FCMA, Director, Reference symbol: KH 46/2019,
Internal cost center No.: 52153

Incorporated by the decision of the Ministry of Health
issued on 29th May 2020 No. MZDR 17266-111/2012
which modifies the decision of Minister of Health issued
on 25th November 1990 No. OP-054-25.11.90 amended
by modification provided in Measure of Ministry of
Health issued on 31th May 2016 No. MZDR 33222/2016
— 2/ OPR (“Institution™)

and

doc. MUDr. Jan Novak, Ph.D., born on |

permanent residence at (“Principal
Investigator”).
“Party” means Sponsor, Institution or Principal

Investigator equally, and “Parties” shall mean all of them.

BACKGROUND

By separate agreement, Sponsor has engaged
Syneos Health, LLC, acontract research organization,
with a principal place of business in the United States at
1030 Sync Street, Morrisville, North Carolina 27560
USA (hereinafter “CRO”) acting as an independent
contractor, to act on behalf of Sponsor for the purposes of
transferring certain obligations in connection to this
Agreement, said obligations including but not limited to
negotiations of the Agreement and payment
administration for services performed and described
hereunder.

SMLOUVA O KLINICKEM HODNOCENI
Protokol &islo ASTX727-02

Tato smlouva o klinickém hodnoceni (dale jen
»smlouva®“) ze dne pfipojeni posledniho podpisu
s Gc¢innosti Kk datu zvetejnéni v registru smluv (,,Datum
ucinnosti®) se uzavira mezi

Astex Pharmaceuticals, Inc., se sidlem 4420 Rosewood
Drive, Suite 200 Pleasanton, CA 94588, USA
(“Zadavatel™)

A

Fakultni nemocnici Kralovské Vinohrady, se sidlem
Srobarova 1150/50, 100 34 Praha 10, Ceské republika,
Identifikacni Cislo: 00064173, Danové identifikacni ¢islo:
CZ00064173, bankovni spojeni: CNB, ¢&islo utu:
16334101/0710, zastoupenou Prof. MUDr. Petrem
Arenbergerem, DrSc., MBA, FCMA, feditelem, dislo
jednaci: KH 46/2019, interni ndkladové stiedisko: 52153

zfizenou rozhodnutim Ministerstva zdravotnictvi ze dne
29.5.2012 ¢,j.: MZDR 17266-111/2012, kterym se méni
a doplituje rozhodnuti ministra zdravotnictvi ze dne
25.11.1990 ¢.j. OP-054-25.11.90 ve znéni zmén
provedenych Opatfenim Ministerstva zdravotnictvi
vydaného pod ¢&.j.: MZDR 33222/2016 — 2/ OPR ze dne
31. kvétna 2016 (,,Zdravotnické zafizeni®)

A

doc. MUDr. Janem Novakem, Ph.D., datum narozeni

_, S bydlistém na adrese

(,,Hlavni zkousejici®).

LSmluvni strana“ znamend rovnocenné Zadavatel nebo
Zdravotnické zatfizeni nebo Hlavni zkousejici a ,,Smluvni
strany* znamenaji vSechny z nich.

VYCHODISKA

Samostatnou smlouvou Zadavatel povétil spoleénost
Syneos Health, LLC, smluvni vyzkumnou organizaci se
sidlem ve Spojenych statech na adrese 1030 Sync Street,
Morrisville, North Carolina 27560 USA, (,,CRO%)
pusobici jako nezavisly smluvni dodavatel, aby jednala
jménem zadavatele pro ucely prevodu urcitych zavazkt
plynoucich ztéto smlouvy, pfiCemz uvedené zavazky
zahrnuji zejména vyjednani smlouvy a spravovani plateb
za sluzby provadéné a popsané nize.

PI: doc. MUDr. Jan Novak, Ph.D. | Institution: Fakultni nemocnice Kralovské Vinohrady | Astex Pharmaceuticals, Inc. | ASTX727-02

Doc Name: CZE Tripartite CTA (SPON) | Doc Final: [20Apr2020]

1/29




Sponsor wishes to support a clinical trial with Sponsor
Drug (hereinafter defined) ASTX727, encoded
ASTX727-02 entitled “A Phase 3, Randomized, Open-
Label, Crossover Study of ASTX727 (Cedazuridine and
Decitabine Fixed-Dose Combination) versus IV
Decitabine in Subjects with Myelodysplastic Syndromes
(MDS), Chronic Myelomonocytic Leukemia (CMML),
and Acute Myeloid Leukemia (AML)” (“Protocol™) to be
conducted at Institution (“Trial”) to involve patients
participating in the Trial (“Trial Subjects”).

The Parties agree as follows:

1. Investigators and Research Staff.

1.1. Principal Investigator. The Principal Investigator,
being an employee of the Institution, will be
responsible for the direction of the Trial in accordance
with applicable Institution policies. The Trial will be
conducted under the supervision of the Principal
Investigator at Internal Hematology Clinic at Fakultni
nemocnice Kralovské Vinohrady.

1.2. Subinvestigators and Research Staff. Institution
and Principal Investigator will ensure that only
individuals who are appropriately trained and
gualified assist in the conduct of the Trial as
subinvestigators or research staff (subinvestigators and
research staff collectively referred to as “Research
Staff). Principal Investigator may delegate duties and
responsibilities to Research Staff only to the extent
permitted by Applicable Law (hereinafter defined)
governing the Trial conduct, as described below.

1.3. Obligations  of Institution and Principal
Investigator. Principal Investigator will ensure that
Research Staff is informed of and agree to abide by all
terms of this Agreement applicable to the activities
they perform. Institution and Principal Investigator
will assume all those responsibilities assigned under
all applicable laws, rules, regulations, guidelines and
standards including, without limitation, all relevant
International Conference on Harmonization Good
Clinical Practice (“ICH GCP”) guidelines and
standards and the World Medical Association
Declaration of Helsinki “Ethical Principles for
Medical Research Involving Human Subjects” (2013),
all applicable laws and guidance relating to clinical
trials of medicines and all applicable laws relating to
human rights, supply of medicines legislation,
legislation relating to human tissue and biological

Zadavatel si pfeje podpofit klinické hodnoceni
hodnoceného 1éCivého pripravku (definovaného nize)
ASTX727 skoédovym  oznacenim  ASTX727-02
nazvanym ,,Randomizované, oteviené, zkiizené klinické
hodnoceni faze 3 porovnavajici piipravek ASTX727
(fixni kombinace cedazuridinu a decitabinu) oproti i.v.
podani decitabinu U subjektt s myelodysplastickym
syndromem (MDS), chronickou myelomonocytickou
leukemii (CMML) a akutni myeloidni leukemii (AML)*
(dale jen ,protokol), které bude provadéno ve
Zdravotnickém zatizeni (dale jen ,klinické hodnoceni®)
abudou do n¢j zafazeni pacienti (dale jen ,,subjekty
klinického hodnoceni®).

Strany se dohodly takto:

1. ZkouSejici a vyzkumny personél.

1.1. Hlavni  zkouSejici. Hlavni zkouSejici jako
zaméstnanec Zdravotnického zatizeni bude odpovédny
za vedeni klinického hodnoceni v souladu s platnymi
predpisy Zdravotnického zatizeni. Klinické hodnoceni
bude provadéno pod vedenim Hlavniho zkouSejiciho

na Interni hematologické klinice ve Fakultni
nemocnici Kralovské Vinohrady.
1.2. Spoluzkousejici a vyzkumny personal.

Zdravotnické zatrizeni a Hlavni zkousSejici zajisti, aby
se na provadéni klinického hodnoceni jako
spoluzkousejici a vyzkumny personal podilely pouze
osoby s odpovidajicim  vzdélanim  a kvalifikaci
(spoluzkousejici a vyzkumny personal jsou spole¢né
oznaCovani jako ,,vyzkumny personal®). Hlavni
zkousejici mize delegovat povinnosti a odpovédnosti
na vyzkumny personal pouze Vrozsahu povoleném
platnymi zadkony (definované nize) upravujicimi
provadéni klinického hodnoceni, jak je uvedeno nize.

1.3. Povinnosti Zdravotnického zafizeni a Hlavniho

zkouSejiciho. Hlavni zkouSejici zajisti, aby byl
vyzkumny  personal  informovan 0 veskerych

podminkach této smlouvy platnych pro vykondvané
¢innosti a souhlasil snimi. Zdravotnické zafizeni
a Hlavni zkouSejici pfevezme vSechny povinnosti
vyplyvajici ze vSech platnych zakonl, piedpisi,
pokynii anorem, vcetné zejména vSech platnych
pokynti  astandardi = Mezinarodni  konference
0 harmonizaci spravné klinické praxe (International
Conference on Harmonization Good Clinical Practice,
ICH GCP) aHelsinské Deklarace Svétové lékaiské
asociace ,Etické zasady pro lékarsky vyzkum za
ucasti lidskych subjekta (2013), vsech platnych
zakond apokynd upravujicich klinickd hodnoceni
1éCivych  piipravkd  avsSech platnych  zakond
upravujicich lidskd préva, legislativy upravujici
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samples, and all applicable laws relating to the
confidentiality, privacy and security of Trial Subject

information inclusive but not limited to the EU
General Data Protection Regulation - GDPR
(“Applicable Law™).

1.4. No Substitution. Institution and Principal

Investigator may not reassign the conduct of the Trial
to adifferent Principal Investigator without prior
written authorization from Sponsor. Any replacement
Principal Investigator will be required to agree to the
terms and conditions of this Agreement in a separate
writing. In the event Sponsor does not approve
a replacement Principal Investigator, Sponsor or CRO
may terminate this Agreement in accordance with the
Termination provisions below.

2. Protocol. Institution and Principal Investigator will
conduct the Trial in accordance with the Protocol and
Applicable Law.

2.1. Amendments. The Protocol may be modified only
by awritten amendment (“Protocol Amendment”),
signed by Sponsor and the Principal Investigator. If
applicable, the Parties acknowledge that Protocol
Amendments are also subject to approval by the
responsible Independent Ethics Committee (“IEC”)
and/or Regulatory Authority (“RA”). Sponsor may
instruct a deviation from the Protocol on an
emergency basis for the safety of the Trial Subjects.
Sponsor will notify the responsible IEC and/or RA as
soon as practicable but, in any event, no later than
five (5) business days after the deviation. Any
emergency deviation will be followed by written
Protocol Amendment.

2.2. Emergency Deviations/Urgent Safety Measures.
If the Principal Investigator determines that it is
necessary to deviate from the Protocol on an
emergency basis for the safety of the Trial Subjects,
Principal Investigator will notify Sponsor and the
responsible IEC and/or RA as soon as practicable but,
in any event, no later than five (5) business days after
the deviation is implemented.

3. IEC and RA. The Parties will ensure that the Trial is
initiated only after both the Trial and the informed
consent form (“ICF”) are approved by an IEC and/or RA
that complies with all Applicable Law. Sponsor will
further ensure that the Trial is subject to continuing
oversight by the IEC and/or RA throughout its conduct.

4. Sponsor_Drug. Sponsor will provide Institution with

dodavky 1éku, legislativy upravujici otdzky vzorki
tkané a biologickych vzorki, a vSech platnych zakont
tykajicich se zachovani diivérnosti, ochrany osobnich
udajii a bezpec€nosti informaci 0 subjektu hodnoceni,
véetné Obecného nafizeni EU na ochranu osobnich
udaji — GDPR (,,platné zakony*).

1.4. Zékaz _ zastupovani. Zdravotnické zafizeni
a Hlavni zkouSejici nesmi postoupit provadéni
klinického hodnoceni na jiného hlavniho zkousejiciho
bez predchoziho pisemného schvaleni Zadavatele.
Néahradni hlavni zkouSejici bude muset vyjadtit
souhlas s podminkami této smlouvy V pisemném
dokumentu. V ptipadé, ze Zadavatel neschvali
nahradniho hlavniho zkousejiciho, mize Zadavatel
nebo CRO v souladu s dale uvedenymi podminkami
ukonceni platnosti smlouvy smlouvu ukoncit.

2. Protokol. Zdravotnické zafizeni a Hlavni zkouSejici
povedou klinické hodnoceni Vv souladu s protokolem
a platnymi zakony.

2.1. Dodatky. Protokol se muZe upravovat pouze
formou pisemného dodatku (,,Dodatek k protokolu‘)
podepsaného Zadavatelem a Hlavnim zkousejicim. Je-
li to relevantni, strany jsou si védomy skute¢nosti, ze
Dodatky Kk protokolu musi schvalit také prislusna
nezavisla eticka komise (,NEK®) a/nebo regula¢ni
tfad  (,RU%). Vakutnim piipadé K zajidténi
bezpecnosti muze Zadavatel vydat pokyn k odchyleni
se od protokolu. Zadavatel bude informovat
odpovédnou NEK a/nebo RU co nejdiive, v kazdém
pfipadé vSak nejpozdé&ji pét (5) pracovnich dni od
odchylky. Kazda akutni odchylka musi byt nasledné
zachycena v pisemném Dodatku k protokolu.

2.2. Akutni odchylky/urgentni bezpeénostni opatieni.
Jestlize Hlavni zkousejici dojde k zavéru, ze je nutné
se Vvakutnim pifipadé K zachovani bezpecnosti
subjektt klinického hodnoceni odchylit od protokolu,
Hlavni zkousejici uvédomi Zadavatele a piislusnou
NEK a/nebo RU co nejrychleji, vkazdém piipads
nejpozdéji do péti (5) pracovnich dn po uplatnéni
této odchylky.

3.NEK aRU. Smluvni strany zajisti, Ze klinické
hodnoceni bude zahajeno az po schvaleni klinického
hodnoceni a formulafe informovaného souhlasu, které
jsou vsouladu s platnymi zakony, nezavislou etickou
komisi a/nebo RU. Zadavatel dale zajisti, aby po celou
dobu jeho provadéni bylo klinického hodnoceni pod
trvalym dohledem NEK a/nebo RU.

4. Hodnoceny 1é¢ivy piipravek. Zadavatel poskytne
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sufficient quantities of the Sponsor product that is being
studied (“Sponsor Drug”) to conduct the Trial at no cost
to the Institution and Principal Investigator. If required by
the Protocol and unless otherwise agreed, Sponsor will
also provide placebo or comparator drug (“Comparator
Drug”) at no cost to the Institution and Principal
Investigator.

4.1. Custody and Dispensing. Institution and Principal
Investigator will adhere to Applicable Law requiring
careful custody and dispensing of Sponsor Drug or
Comparator Drug, as well as appropriate
documentation of such activities.

4.2. Control. Institution and Principal Investigator will
maintain appropriate control of supplies of Sponsor
Drug or Comparator Drug and Principal Investigator
will not administer or dispense it to anyone who is not
a Trial Subject, or provide access to it to anyone
except Research Staff.

4.3. Use. Institution and Principal Investigator will use
Sponsor Drug or Comparator Drug only as specified
in the Protocol. Any other use of Sponsor Drug or
Comparator Drug constitutes a material breach of this
Agreement.

4.4. Ownership of Sponsor Drug. Sponsor Drug is and
remains the property of Sponsor. Sponsor grants
Institution and Principal Investigator no express or
implied intellectual property rights in the Sponsor
Drug or in any methods of making or using the
Sponsor Drug.

4.5. Payment for Sponsor Drug or Comparator Drug.
Institution and Principal Investigator will not charge
a Trial Subject or third-party payer for Sponsor Drug
or Comparator Drug or for any services reimbursed by
Sponsor or its designee under this Agreement.

5. Financial Arrangements. Compensation for services
provided under this Agreement will be made by way of
payments in accordance with Attachment A (Payment
Terms) and Attachment B (Financial Arrangements
Worksheet). All Parties acknowledge that amounts set
forth in Attachment B represent fair market value of the
services provided by Institution for conducting the Trial

Zdravotnickému  zafizeni a Hlavnimu zkousejicimu
dostatecné mnozstvi hodnoceného 1éCivého piipravku
(dale je ,hodnoceny 1éCivy piipravek®) Kk provedeni
klinického hodnoceni. Pokud to pozaduje protokol
a pokud neni dohodnuto jinak, Zadavatel rovnéz zdarma

poskytne placebo nebo srovnavaci 1€k (dale jen
»srovnavaci 1ék*).
4.1. Uchovavani avydavani 1éku. Zdravotnické

zatizeni a Hlavni zkouSejici musi dodrzovat platné
zdkony vyzadujici peclivé uchovavéani a vydéavani
hodnoceného 1éCivého pripravku nebo srovnavaciho
1€ku, vcetné patficné dokumentace téchto ¢innosti.

4.2. Kontrola.  Zdravotnické  zafizeni  a Hlavni
zkousejici musi vykonavat dostate¢nou kontrolu nad
zasobami hodnoceného 1é¢ivého pripravku
a srovnavaciho 1éku a Hlavni zkousejici nepoda ani
nevyda pfipravek osobé, ktera neni subjektem
klinického hodnoceni, a neumozni ptistup K pfipravku
nikomu s vyjimkou vyzkumného personalu klinického
hodnoceni.

4.3. Pouziti. Zdravotnické zatizeni a Hlavni zkousejici
budou pouzivat hodnoceny IléCivy pripravek nebo

srovnavaci  1ék  pouze zplsobem uvedenym
v protokolu. Jakékoliv jiné pouziti hodnoceného
léCivého  pripravku  nebo  srovnavaciho  Iéku

predstavuje zavazné poruseni této smlouvy.

4.4. Vlastnictvi hodnoceného 1é¢ivého pfipravku.
Hodnoceny 1écivy piipravek je a zlstava vlastnictvim
Zadavatele. Zadavatel neudéluje Zdravotnickému
zafizeni ani Hlavnimu zkouSejicimu zadna vyslovna
ani predpokladand prava duSevniho vlastnictvi
k hodnocenému 1écivému pripravku nebo
k jakymkoliv metodam vyroby nebo pouZivani
hodnoceného lécivého piipravku.

4.5, Platba za hodnoceny 1é¢ivy piipravek nebo
srovnavaci 1ék. Zdravotnické =zafizeni a Hlavni
zkousejici nebudou subjektim klinického hodnoceni
ani platcim tfetich stran uctovat zadné castky za
hodnoceny 1é¢ivy ptipravek nebo srovnavaci 1ék ani
za jakékoliv sluzby, které Zdravotnickému zafizeni
podle této smlouvy proplaci Zadavatel nebo jeho
zastupce.

5. Finan¢ni ujednani. Odmeéna za sluzby poskytované dle
této smlouvy bude vyplacena prostfednictvim uwhrad
v souladu s piilohou A (platebni podminky) a ptilohou
B (zaznam finan¢niho ujednéni). VSechny strany berou na
védomi, Ze d¢astky uvedené v priloze B predstavuji
spravedlivou trzni hodnotu sluzeb poskytovanych
Zdravotnickym zafizenim pii provadéni klinického
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to the best of their knowledge. All amounts are inclusive
of all direct, indirect, overhead and other costs, including
laboratory and ancillary service charges, and will remain
firm for the duration of the Trial, unless otherwise agreed
in writing by the Parties. Neither the Institution nor the
Principal Investigator will directly or indirectly seek or
receive compensation from Trial Subjects or third-party
payers for any material, treatment or service that is
required by the Protocol and provided or paid by Sponsor
or its designee, including, but not limited to, Sponsor

Drug, Comparator Drug, Trial Subject screening,
infusions, physician and nurse services, diagnostic tests,
and Sponsor Drug and/or Comparator Drug

administration. Once the designated payees have been
paid for the performance of the Trial, neither CRO nor
Sponsor shall have any further obligation or liability
whatsoever to pay Principal Investigator or Institution.

6. Reporting  Obligations.  Principal  Investigator
acknowledges that various laws, statutes, regulations,
directives, and/or industry requirements (collectively,
“Reporting Laws”) require certain companies in the
pharmaceutical/healthcare industry to disclose and report
information regarding payments made and agreements
entered into with healthcare professionals or other
individuals and entities carrying out activities in certain
countries. Accordingly, where such Reporting Laws are
applicable, Principal Investigator acknowledges and
agrees that information, including but not limited to:
(i) name, address, qualifications and medical specialties,
registration number; (ii) information regarding the
Agreement; and (iii) information concerning all payments
or benefits (in cash or in kind) made to Principal
Investigator under the Agreement may be disclosed by
CRO to Sponsor and/or to the relevant responsible
authority for publication of such information publicly in
accordance with the relevant Reporting Laws. The right
of Principal Investigator to object to data collection and
data processing pursuant to applicable privacy laws may
not apply where the disclosure obligation results from
a statutory requirement. Execution of this Agreement
serves as Principal Investigator’s consent to the data
collection, processing and disclosure of the information
set forth herein for the purposes stated.

7. Trial Subject Enrollment. Institution and Principal
Investigator have agreed to enroll Trial Subjects in the
Trial in accordance with the Protocol and in accordance
with IEC and/or RA approval. Sponsor may discontinue
Trial Subject enrollment if the total enrollment needed for
a multi-center Trial has been achieved, if applicable. It is
expected that |l will be enrolled in Trial.

hodnoceni dle jeho nejlepsiho védomi. VSechny castky
zahrnuji vSechny pfimé, nepiimé, rezijni a dalsi naklady,
véetn¢ nakladd na laboratorni apomocné sluzby
a zustanou pevné po dobu trvani klinického hodnoceni,
pokud se strany pisemné nedohodnou jinak. Zdravotnické
zatizeni ani Hlavni zkousejici nebudou pfimo ani nepiimo
vyzadovat ani pfijimat odménu od subjektt klinického
hodnoceni nebo platct tfetich stran za materialy, lécbu
nebo sluzby vyzadované podle protokolu a poskytnuté
nebo zaplacené Zadavatelem nebo jeho zastupcem, véetné
zejména hodnoceného léCivého ptipravku, srovnévaciho
léku, screeningu subjekti klinického hodnoceni, infuzi,
sluzeb 1€kaiti a sester, diagnostickych testll apodavani
hodnoceného 1éCivého piipravku a/nebo srovnavaciho
léku. Jakmile bude uréenym piijemctim plateb uhrazeno
provadéni klinického hodnoceni, CRO ani Zadavatel
nebudou dale jakymkoliv zpisobem povinni ¢i odpoveédni
za platby Hlavnimu zkousejicimu nebo Zdravotnickému
zafizeni.

6. Vykazovaci povinnosti. Hlavni zkouSejici bere na
védomi, Ze rtizné zakony, zakoniky, pfedpisy, smérnice
a/nebo odvétvové pozadavky (spole¢né dale jen ,,zakony
0 vykazovani®) vyzaduji, aby nékteré spoleCnosti ve
farmaceutickém/zdravotnim odveétvi zvetejnovaly
avykazovaly informace o provedenych  platbach
a uzavienych smlouvach se zdravotnickymi odborniky
nebo jinymi osobami ¢i subjekty vykonavajicimi ¢innosti
v ur€itych zemich. V souladu stim bere pii platnosti
téchto zakonl 0 vykazovani Hlavni zkousejici na védomi
a souhlasi, ze informace, zejména: (i) jméno, adresa,
kvalifikace a lékatfské specializace, registraéni ¢islo,
(i) informace tykajici se smlouvy a (iii) informace
0 vSech platbach nebo vyhodach (v hotovosti nebo
v naturaliich) vyplacenych Hlavnimu zkouSejicimu dle
této smlouvy mohou byt CRO sdé€leny Zadavateli a/nebo
prislusnému odpovédnému uradu ke zvefejnéni téchto
informaci v souladu s pfislusnymi zakony 0 vykazovani.
Pravo Hlavniho zkousSejicitho odmitnout shromazd’ovani
udaji a zpracovani udaju dle platnych zakont 0 ochrané
osobnich udajli se nemusi vztahovat na piipady, kdy

zvefejiovaci  povinnost  vyplyva ze  zdkonného
pozadavku. Uzavieni této smlouvy slouzi jako souhlas
Hlavniho zkousejiciho se shromazd’ovanim,

zpracovavanim a zvefejiiovanim tdaji uvedenych Vv této
smlouvé pro zminéné ucely.

7. Zatazeni subjektt klinického hodnoceni. Zdravotnické
zatizeni a Hlavni zkouSejici se dohodli zatadit subjekty
klinického hodnoceni do klinického hodnoceni v souladu
s protokolem a souhlasy NEK a/nebo RU. Po dosaZeni
celkového poctu subjekt potiebného pro provadeéni
multicentrického klinického hodnoceni mize Zadavatel
zastavit dal$i zafazovani subjektd do klinického
hodnoceni. Predpoklada se, ze do klinického hodnoceni

PI: doc. MUDr. Jan Novak, Ph.D. | Institution: Fakultni nemocnice Kralovské Vinohrady | Astex Pharmaceuticals, Inc. | ASTX727-02

Doc Name: CZE Tripartite CTA (SPON) | Doc Final: [20Apr2020]

5/29




8. Informed Consent. Principal Investigator shall ensure
that the ICF approved by Sponsor, IEC and/or RA is
signed on behalf of each Trial Subject before the first
Trial related procedure starts for the Trial Subject.

9. Reporting Adverse Events and ICH GCP Breaches.

bude zatazeno -

8. Informovany souhlas. Hlavni zkouSejici je povinen
zajistit, ze pied zahdjenim prvnich postupt klinického
hodnoceni u subjektu klinického hodnoceni bude jménem
kazdého subjektu klinického hodnoceni podepsan
formular informovaného souhlasu schvaleny
Zadavatelem, NEK a/nebo RU.

9. HlaSeni nezddoucich pfihod a poruseni ICH GCP.

Institution and Principal Investigator will report adverse
events experienced by Trial Subjects at any time in
accordance with instructions in the Protocol and
Applicable Law.

10. Personal Data Protection and Privacy. The Parties
recognize a common goal of securing all personal data
and holding such information in confidence and
protecting it from unauthorized disclosure. The Parties
represent and warrant that they will comply with the
provisions of Applicable Law relating to the
confidentiality, privacy and security of such personal
data. In addition, the Institution and Principal Investigator
shall comply with the following provisions:

10.1. Authorization to Use and Disclose Health
Information. Principal Investigator shall provide an
appropriate privacy notice to each Trial Subject and
obtain a written privacy authorization from each Trial
Subject, complying with Applicable Law, which will
enable Institution and Principal Investigator to provide
Sponsor and other persons and entities designated by
Sponsor access to completed case report forms
(“CRFs”), source documents and all other information
required by the Protocol. Principal Investigator will
only use the authorization that is provided by Sponsor.

10.2. Use of Trial Subject Personal Data. Institution
and Principal Investigator will use the personal data
obtained from the Trial Subjects in connection with
the Trial for no purposes other than outlined in the
Protocol and shall manage such personal data in
accordance with Applicable Law.

10.3. Disclosure of Trial Subject Personal Data.
Institution and Principal Investigator shall not disclose
personal data of Trial Subjects to CRO or the Sponsor
except as is required to satisfy the requirements of the
Protocol, for the purpose of monitoring or adverse
event reporting, or in relation to a claim or proceeding
brought by aTrial Subject in connection with the

Zdravotnické zafizeni aHlavni zkouSejici nahlasi
kdykoliv neziddouci piithody subjektd klinického
hodnoceni Vv souladu s pokyny protokolu a platnymi
zakony.

10. Ochrana osobnich tdaji a soukromi. Strany jsou si
védomy spoleéného cile zabezpeceni vSech osobnich
udaji azachovani jejich davérnosti aochrany pred
neopravnénym zvefejnénim. Strany prohlasuji a zarucuji,
ze budou dodrzovat vSechna ustanoveni platnych zakont
upravyjicich daveérnost, ochranu soukromi a zabezpeceni
téchto osobnich daji. Dale budou Zdravotnické zatizeni
a Hlavni zkousejici dodrzovat nasledujici ujednani:

10.1. Oprédvnéni _ pouzivat _asdélovat _ zdravotni
informace. Hlavni zkouSejici poskytne kazdému
subjektu klinického hodnoceni pfislusné oznameni
0 ochran¢ osobnich tdaji aod kazdého subjektu
Klinického hodnoceni ziska Vv souladu s platnymi
zakony pisemny souhlas K poskytnuti osobnich udaju,
ktery Hlavnimu zkouSejicimu umozni poskytnout
Zadavateli adalsim osobam a subjektim uréenym
Zadavatelem pfistup K vyplnénym formulafim
zaznaml subjektd hodnoceni (,,CRF), zdrojovym
dokumentim a vSem dalsim informacim
pozadovanym dle Protokolu. Hlavni zkousejici
pouzije pouze souhlas, ktery obdrzel od Zadavatele.

10.2. Pouziti Osobnich udaji subjektu klinického
hodnoceni. Zdravotnické zatizeni a Hlavni zkousejici
budou pouzivat osobni udaje ziskané od subjektl
klinického  hodnoceni v souvislosti s klinickym
hodnocenim anebudou je pouzivat pro zadné jiné
ucely, nez které jsou uvedeny Vv protokolu, as
takovymi udaji budou nakladat v souladu s platnymi
zakony.

10.3. Zptistupnéni osobnich udaja subjektu klinického
hodnoceni. Zdravotnické zatizeni a Hlavni zkouSejici
nepiedlozi osobni tdaje subjekti hodnoceni CRO ani
zadavateli, pokud to neni nutné ke splnéni pozadavki
protokolu nebo pro t¢ely monitorovani nebo hlaseni
nezddoucich ptihod nebo ve vztahu K naroku nebo
fizeni vznesenému ¢i  zahajenému  subjektem
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Trial. In all such cases of disclosure, the Institution
and Principal Investigator shall respect the “data
minimization” principle of privacy, including but not
limited to the following example: actual Trial Subject
names shall not be included on any invoices for
payment submitted by the designated payees.

10.4. Personal Data of the Principal Investigator, the
Research Staff and other employees/contractors of the

klinického hodnoceni ve spojeni S klinickym
hodnocenim. V takovych pfipadech zptistupnéni
budou Zdravotnické zatizeni a Hlavni zkouSejici
dodrzovat princip ,,minimalizace udaju‘ pii zachovani
davérnosti, mimo jiné vcetné nasledujiciho prikladu:
skutena jména subjektd klinického hodnoceni
nebudou zahrnuta na zadnych fakturach K platbam
predlozenych ptislusnymi platci.

10.4. Osobni udaje Hlavniho zkousejiciho,
vyzkumného persondlu adalSich zaméstnanca /

Institution _and  Personal Data of CRO’s

smluvnich partnert Zdravotnického zafizeni a Osobni

employees/contractors.

a. Both prior to and during the course of the Trial,
the Institution, the Principal Investigator, the
Research Staff and other employees/contractors of
the Institution or of the Principal Investigator may
be called upon to provide personal data about the
Principal Investigator, the Research Staff and other
employees/contractors of the Institution or of the
Principal Investigator to the Sponsor and other
third parties involved in the conduct of the Trial,
including CRO. Such personal data may include
names, contact information, work experience and
professional qualifications, publications, resumes,
educational background and/or information relating
to payments made pursuant to this Agreement or
upon the separate agreement on remuneration. The
Institution and Principal Investigator shall provide
the information reasonably requested by Sponsor
and/or CRO and shall authorize the processing and
storage of certain personal data about the Principal
Investigator, the Research Staff and other
employees/contractors of the Institution to the
extent permitted by Applicable Law for the
following purposes:

(1) the conduct of clinical trials;
(2) verification by government or regulatory
agencies, the Sponsor, CRO, and their agents

and affiliates;

(3) compliance with legal and
requirements;

regulatory

(4) publication on www.clinicaltrials.gov and
other websites and/or databases that serve
a comparable purpose;

(5) storage in databases to facilitate the
selection of investigators for future clinical
trials; and

udaje zaméstnancua / Smluvnich partneria CRO.

a. Pred zahdjenim av pribéhu klinického
hodnoceni mohou byt Zdravotnické zatizeni,
Hlavni zkousSejici, vyzkumny personal a dalsi
zameéstnanci / smluvni partnefi Zdravotnického
zafizeni vyzvani, aby poskytli osobni 1daje
0 Hlavnim zkousSejicim, vyzkumném personalu
a dalsich zaméstnancich / smluvnich partnerech
Zdravotnického Zafizeni nebo Hlavniho
Zkousejiciho Zadavateli a dal$im t¥etim stranam
zapojenym do provadéni klinického hodnoceni,
véetné CRO. Takové osobni udaje mohou
zahrnovat jména, kontaktni informace, pracovni
zkuSenosti  a profesni  kvalifikace, publikace,
zivotopisy, vzdélani a/nebo informace 0 platbach
hrazenych dle této smlouvy nebo podle samostatné
dohody o0 odméné. Zdravotnické zafizeni nebo
Hlavni zkousSejici musi poskytnout informace
diuvodné pozadované Zadavatelem a/nebo CRO
amusi schvalit zpracovani auchovani urcitych
osobnich  udaji o0 Hlavnim  zkousSejicim,
vyzkumném personalu a dalSich zaméstnancich /
smluvnich partnerech Zdravotnického zafizeni
v rozsahu piipustném pfislusnym zakonem, a to
pro nasledujici ucely:

(1) provadéni klinickych hodnocenti;
(2) oveteni ze strany statnich nebo kontrolnich
uradda, Zadavatele, CRO ajejich =zastupci

a pridruzenych osob;

(3) dodrzovani
pozadavki;

zakonnych  aregulatornich

(4) zvetejnéni v databazi www.clinicaltrials.gov
a dalsich internetovych strankach a/nebo
databazich, které slouzi srovnatelném ucelu;

(5) uchovani v databazich kusnadnéni vybéru
zkousejicich pro budouci klinicka hodnoceni; a
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(6) anti-corruption compliance.

Principal Investigator shall give an appropriate
privacy notice and obtain consent as required from
the Research Staff and other employees/contractors
of the Institution for the processing of their
personal data under Applicable Law.

b. Institution and the Principal Investigator shall
process personal data relating to CRO’s
employees/contractors only to the extent, and in
such a manner as is necessary for the purposes of
this Agreement. The Institution and the Principal
Investigator shall not transfer personal data relating
to CRO’s employees/contractors to athird party
without the prior written consent of CRO.

c. Each Party warrants that it will take technical
and organizational measures against unauthorized
or unlawful  processing, accidental loss,
destruction, and/or damage of personal data from
another Party.

11. Confidential Information. During the course of the
Trial, Institution and Principal Investigator may receive
or generate information that is confidential to Sponsor or
a Sponsor affiliate.

11.1. Definition. Except as specified below,
confidential information (“Confidential Information™)
includes all information provided by Sponsor or CRO,
or developed for Sponsor or CRO, Inventions
(hereinafter defined) and all data collected during the
Trial, including without limitation results, the case
report form, reports, technical and economic
information, the existence or terms of this or other
Trial agreements with the Sponsor or CRO,
commercialization and Trial strategies, trade secrets
and know-how disclosed by Sponsor to Institution or
Principal Investigator directly or indirectly, whether in
writing, electronic, oral or visual transmission, or
which is developed under this Agreement.

11.2. Exclusions. Confidential Information does not
include information that is in the public domain prior
to disclosure by Sponsor or CRO; becomes part of the
public domain during the term of this confidentiality
obligation by any means other than breach of this
Agreement by Institution or Principal Investigator; is
already known to Institution or Principal Investigator

(6) dodrzovani protikorupénich predpist.

Hlavni zkouSejici musi poskytnout nalezité
ozndmeni 0 ochrané¢ osobnich 1udaju a ziskat
potfebny souhlas od vyzkumného personalu
a dalSich zaméstnanci / smluvnich partnert
Zdravotnického zafizeni ke zpracovani jejich
osobnich udaja dle ptislusnych zakont.

b. Zdravotnické zatizeni a Hlavni zkousejici budou
zpracovavat osobni udaje 0 zaméstnancich /
smluvnich partnerech CRO pouze v rozsahu
a zpusobem, které jsou nezbytné pro naplnéni
ucelu této smlouvy. Zdravotnické zatizeni a Hlavni
zkousejici tyto osobni udaje zaméstnanci /
smluvnich partneri CRO bez piredchoziho
pisemného souhlasu CRO nepfeda zadné treti
strang.

€. Kazdd Smluvni strana zaruCuje, Ze pfijme
technicka a organiza¢ni opatieni proti
neopravnénému nebo nezdkonnému zpracovani,
nahodné ztrate, zni¢eni a/nebo poskozeni osobnich
udajt druhych stran.

11. Davérmné informace. V pribéhu klinického hodnoceni
mohou Zdravotnické zafizeni a Hlavni zkousejici ziskavat
nebo vytvafet informace, které jsou divérnymi
informacemi Zadavatele nebo jeho ptidruzené strany.

11.1. Definice. S vyjimkou niZe uvedenych omezeni
zahrnuji davérné informace (,,Duvérné informace*)
vSechny informace poskytnuté Zadavatelem nebo
CRO nebo vytvotené pro Zadavatele nebo pro CRO,
vynalezy (definované nize) avSechny Uudaje
shromazdéné v pribéhu klinického hodnoceni,
zahrnujici zejména vysledky, zpravy z klinického
hodnoceni,  zpravy, technické  aekonomické
informace, existenci podminek této  smlouvy
0 klinickém hodnoceni nebo jinych smluv uzavienych
se Zadavatelem nebo CRO, komercializaci a strategii
studie, obchodni tajemstvi aknow-how ptedané
Zadavatelem Zdravotnickému zafizeni nebo Hlavnimu
zkousejicimu pfimo nebo neptimo, V pisemné,
elektronické, ustni nebo obrazové forme, nebo vzniklé
V ramci této smlouvy.

11.2. Vyjimky. Duvémé informace nezahrnuji
informace, které jiz byly vefejné pristupné pred jejich
pfedanim Zadavateli nebo CRO, staly se vefejné
pfistupnymi Vv prubéhu trvani tohoto zavazku
davérnosti jinym zpisobem nez poruSenim této
smlouvy Zdravotnickym zatizenim nebo Hlavnim
zkousejicim, jsou jiz znamy Zdravotnickému zafizeni
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at the time of disclosure and is free of any obligations
of confidentiality; or is obtained by Institution or
Principal Investigator, free of any obligations of
confidentiality from athird party who has a lawful
right to disclose it.

11.3. Obligations of Confidentiality. Unless Sponsor
provides prior written consent, Institution and
Principal Investigator may not use Confidential
Information for any purpose other than that authorized
in this Agreement, nor may Institution or Principal
Investigator disclose Confidential Information to any
third party except as authorized in this Agreement or
as required by Applicable Law. Required disclosure of
Confidential Information to the IEC and/or RA is
specifically authorized.

11.4. Disclosure Required by Law. If disclosure of
Confidential Information beyond that expressly
authorized in this Agreement is required by
Applicable Law, that disclosure does not constitute
a breach of this Agreement so long as Institution and
Principal Investigator notify Sponsor in writing as far
as possible in advance of the disclosure so as to allow
Sponsor to take legal action to protect its Confidential
Information, discloses only that Confidential
Information required to comply with the legal
requirement, and continues to maintain the
confidentiality of this Confidential Information with
respect to all other third parties. In the event of
alimited disclosure of Sponsor’s Confidential
Information that is required under this Section, the
Institution and Principal Investigator shall continue to
treat such information as Sponsor’s Confidential
Information for all other purposes and subject to the
other terms and conditions of this Agreement. The
Parties hereby acknowledge that this Agreement will
be published pursuant to Act no. 340/2015 Sh., on
Contract Register. 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, Attachment B —
Financial Arrangements Worksheet. Furthermore,
personal data of the individuals are also exempted
from publication. The Institution is obliged to publish
this Agreement in accordance with the article herein.
The Institution will inform Sponsor of publishing the
Agreement in the Contract Register by sending
a notification of publication to the following email
address: h Should the Institution
fail to publish this Agreement within five (5) working
days from the last signature date, it may be published
by Sponsor. Sponsor undertakes to provide the
Institution with a redacted version of this Agreement
intended for publication in the Contract Register

nebo Hlavnimu zkousejicimu Vv okamziku jejich
pfedani anepodléhaji zadvazkiim davérnosti nebo je
Zdravotnické zatizeni nebo Hlavni zkousejici ziskali
bez zavazkii davérnosti od tieti strany, ktera ma
zékonné pravo na jejich zvefejnéni.

11.3. Zavazky zachovéni divérnosti informaci. Bez
predchoziho pisemného schvaleni Zadavatele nesmi
Zdravotnické zatizeni a Hlavni zkouSejici pouzivat
divérné informace pro jakékoliv jiné ucely, nez
kjakym ho opraviluje tato smlouva, anesmi je
sdé€lovat tfetim stranam kromé ptipadu, ke kterym je
opraviiuje tato smlouva nebo které jsou vyzadovany
platnymi zakony. Vyzadand zvefejnéni divérnych
informaci NEK a/nebo RU jsou vyslovné schvalena.

11.4. Sdéleni duvérnych informaci vyzadované ze
zdkona. Jestlize je ze zdkona vyzadovano sdéleni
divérnych informaci nad ramec toho, co je vyslovné
schvaleno Vv této smlouve, takové sdéleni
neptedstavuje poruSeni smlouvy, pokud 0ném
Zdravotnické zatizeni a Hlavni zkouSejici pisemné
informuji Zadavatele v co mozZna nejvétsim predstihu,
aby Zadavatel mohl podniknout zakonné kroky
k ochrané svych davérnych informaci, sdéli pouze
divérné informace nutné ke splnéni zakonného
pozadavku a zachova divérnost téchto divérnych
informaci ve vztahu ke vS§em ostatnim tfetim stranam.
V ptipadé  omezeného  zpfistupnéni  ddvérnych
informaci Zadavatele, které je vyzadovano podle této
Casti, Zdravotnické zatizeni a Hlavni zkousSejici budou
stémito  informacemi naddle zachazet jako
s divérnymi informacemi Zadavatele pro vsechny
ostatni ucely as vyhradou ostatnich podminek této
smlouvy. Smluvni strany timto berou na védomi, ze
tato smlouva bude uvefejnéna Vv souladu se zak. ¢.
340/2015, o registru smluv. Takovémuto uvefejnéni
nepodléhaji ty udaje, které tvofi obchodni tajemstvi
nékteré ze Smluvnich stran. Dle této smlouvy se
obchodnim tajemstvim rozumi zejména pfiloha B -
Zaznam finan¢niho ujednani. Dale nebudou
takovémuto zvetfejnéni podléhat osobni udaje
fyzickych osob. Za uvefejnéni smlouvy dle
predchoziho odstavce odpovida Zdravotnické zatizeni.
Zdravotnické  zafizeni  vyrozumi  Zadavatele
0 uvefejnéni smlouvy V registru smluv tak, ze na e-
mailovou adresu & zasle notifikaci
ouvefejnéni.  Neni-li  smlouva  Zdravotnickym
zatizenim uvetejnéna ve lhaté péti (5) pracovnich dni
od data posledniho podpisu, je kjejimu zvefejnéni
opravnén Zadavatel. Zadavatel se zavazuje, ze doda
Zdravotnickému  zafizeni modifikovanou  verzi
smlouvy urCenou ke zvefejnéni Vv registru smluv
nejpozdéji ke dni platnosti této smlouvy.
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before the execution of this Agreement.

11.5. Survival of Obligations. For Confidential
Information other than Trial Data (hereinafter defined)
and Biological Samples (hereinafter defined) analysis
data, these obligations of nonuse and nondisclosure
survive termination of this Agreement and continue
for aperiod of five (5) years after termination.
Permitted uses and disclosures of Trial Data are
described in Section 15 (Publications) of this
Agreement.

11.6. Return of Confidential Information. If requested
by Sponsor or CRO in writing, Institution and
Principal Investigator will return all Confidential
Information, at Sponsor’s expense, except that
required to be retained at the Institution by Applicable
Law. However, Institution and Principal Investigator
may retain a single archival copy of the Confidential
Information for the sole purpose of determining the
scope of obligations incurred under this Agreement.

12. Trial Data, Biological Samples, and Records.

12.1. Trial Data. During the course of the Trial,
Institution and Principal Investigator will collect and
submit certain data to Sponsor or its agent, as
specified in the Protocol. This includes CRFs (or their
equivalent) or electronic data records, as well as any
other documents or materials created for the Trial and
required to be submitted to Sponsor or its agent, such
as X-ray, magnetic resonance imaging (“MRI”), or
other types of medical images, electrocardiogram
(“ECG”), electroencephalography (“EEG”), or other
types of tracings or printouts, or data summaries
(collectively, “Trial Data”). Principal Investigator will
ensure accurate and timely collection, recording, and
submission of Trial Data.

a. Ownership of Trial Data. Subject to Institution’s
and/or Principal Investigator’s right to publish any
Trial Data (limited to Trial Data obtained in
performance of the Trial at this Institution) and the
non-exclusive license that permits certain uses,
Sponsor is the exclusive owner of all Trial Data in
accordance with the signed ICF and authorization
form, applicable laws and the terms of this
Agreement.

11.5. Platnost zavazkti po ukonceni smlouvy. Tyto
zdvazky  nepouzivat  anezvefejiiovat  davérné
informace, s vyjimkou udaju 0 klinickém hodnoceni
(definovanych nize) audaji z analyz biologickych
vzorkl (definovanych nize), zlstanou V platnosti pét
(5) let po ukonceni této smlouvy. Povolené pouziti

vvvvv

v bodé¢ 15 (Publikace) této smlouvy.

11.6. Vraceni duvérnych informaci. Pokud oto
Zadavatel nebo CRO pisemné pozada, Zdravotnické
zatizeni a Hlavni zkouSejici na naklady Zadavatele
vrati  vSechny ddvérné informace S vyjimkou
informaci, které musi podle platnych zakonu zdstat ve
Zdravotnickém  zafizeni. Zdravotnické  zafizeni
a Hlavni zkousSejici si vS8ak mohou ponechat jednu
archivni kopii divérnych informaci vyhradné za
ucelem stanoveni rozsahu povinnosti Vramci této
smlouvy.

12. Udaje klinického hodnoceni, biologické vzorky
a zaznamy.

12.1. Udaje _ klinického  hodnoceni.  V prib&hu
klinického hodnoceni mohou Zdravotnické zafizeni
a Hlavni zkousSejici shromazd’ovat a ptedavat urcita
data Zadavateli nebo jeho zastupci, jak je uvedeno
Vv protokolu. Patfi sem formulate CRF (nebo jejich
ekvivalent) nebo elektronické zaznamy udaji a dale
vSechny dal$i dokumenty a materidly vytvoiené pro
klinické hodnoceni, které musi byt piedlozeny
Zadavateli nebo jeho zastupci, napf. rentgenové
snimky, snimky magnetické rezonance (,,MR*) nebo
jiné typy zdravotnich snimkd, elektrokardiogram
(LEKG®), elektroencefalografie (,,EEG*) nebo jiné
typy zadznamul nebo vytiskil vySetfeni nebo souhrny
udajt (spoleéné jako ,,udaje klinického hodnoceni®).
Hlavni  zkouSejici  zajisti  pfesné  a vCasné
shromazd’'ovéni, zaznamenani a piedkladani udaju
klinického hodnoceni.

a. Vlastnictvi  udajii  klinického  hodnoceni.
S vyhradou prava Zdravotnického zafizeni a/nebo
Hlavniho zkouSejiciho na publikaci udaji
klinického hodnoceni (omezeno na udaje
klinického hodnoceni ziskané pii provadéni
klinického hodnoceni Vvtomto Zdravotnickém
zatizeni) anevyhradni licenci, ktera povoluje
nékterda pouziti, je vyhradnim vlastnikem vSech
udajt klinického hodnoceni Zadavatel v souladu
S podepsanym formulafem informovaného
souhlasu a pisemnym souhlasem K poskytnuti
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https://www.shutterstock.com/search/electrocardiogram
https://en.wikipedia.org/wiki/Electroencephalography

b. Non-Exclusive _ License.  Sponsor  grants
Institution and Principal Investigator a royalty free
non-exclusive license, with no right to sublicense,
to use Trial Data for internal research or
educational purposes.

c. Medical Records. Medical records relating to
Trial Subjects that are not submitted to Sponsor
may include some of the same information as is
included in Trial Data; however, Sponsor makes no
claim of ownership to those documents or the
information they contain.

12.2. Biological Samples. If so specified in the
Protocol, Institution and Principal Investigator may
collect and provide to Sponsor or its designee
Biological Samples (“Biological Samples”).

a. Use. Institution and Principal Investigator will
not use Biological Samples collected under the
Protocol in any manner or for any purpose other
than that described in the Protocol.

b. Sample Data. Sponsor or its designees will test
Biological Samples as described in the Protocol.
Unless otherwise specified in the Protocol, Sponsor
will not provide the results of such tests (“Sample
Data”) to the Institution or Principal Investigator or
Trial Subject. Sample Data will be treated as Trial
Data; therefore, if Sponsor provides Sample Data
to the Institution or Principal Investigator, that data
will be subject to the permitted use of Trial Data as
outlined in this Agreement.

12.3. Records. Institution and Principal Investigator
will retain all records and documents pertaining to the
Trial under storage conditions conducive to their
stability and protection, for the longest of: (i)
fiveteen (15) years after termination of the Trial; or
(i) as otherwise required by Applicable Law.
Institution and Principal Investigator further agree to
permit Sponsor to ensure that the records are retained
for a longer period if necessary, at Sponsor’s expense,
under an arrangement that protects the confidentiality
of the records (e.g., secure off-site storage).

osobnich udaji, pfislusnymi zdkony a podminkami
této Smlouvy.

b. Nevyhradni  licence.  Zadavatel  ud&luje
Zdravotnickému zafizeni a Hlavnimu zkousSejicimu
nevyhradni bezplatnou licenci bez prava na
udélovani dil¢ich licenci na pouzivani udaji
klinického hodnoceni pro interni vyzkumné nebo
vzdélavaci ucely.

C. Zdravotni zdznamy. Zdravotni zdznamy subjektt
klinického hodnoceni, které se nepiedkladaji
Zadavateli, mohou obsahovat stejné¢ informace,
jaké jsou obsazeny V tidajich klinického hodnoceni.
Zadavatel si na tyto dokumenty ani informace,
které obsahuji, necini vlastnicky narok.

12.2. Biologické vzorky. Zdravotnické zafizeni
a Hlavni zkousejici mohou shromazd’ovat
a poskytovat Zadavateli nebo osobé jim uréené
biologické vzorky (,,Biologické vzorky*), pokud tak
stanovi protokol.

a. Pouziti.  Zdravotnické  zafizeni  a Hlavni
zkousejici nepouziji biologické vzorky odebrané
podle protokolu zadnym jinym zptisobem nebo pro
zadny jiny Gcel, neZ jak je uvedeno v protokolu.

b. Vysledky vzorku. Zadavatel nebo osoba jim
uréena provede testy biologickych vzorki, jak je
uvedeno Vv protokolu. Pokud protokol neuvadi
jinak, Zadavatel neposkytne vysledky téchto testl
(dale jen ,vysledky vzorka®) Zdravotnickému
zafizeni nebo Hlavnimu zkouSejicimu nebo
subjektu klinického hodnoceni. S vysledky vzorkt
bude nakladano stejné jako Sudaji klinického
hodnoceni, aproto jestlize Zadavatel poskytne
vysledky vzorki Zdravotnickému zatizeni nebo
Hlavnimu zkousejicimu, budou se na tyto udaje
vztahovat povolené zpusoby pouziti udaji
klinického hodnoceni, jak jsou uvedeny V této
smlouve.

12.3. Zaznamy. Zdravotnické zafizeni a Hlavni
zkousejici uchovaji vSechny zaznamy a dokumenty
klinického hodnoceni za skladovacich podminek
podporujicich jejich stabilitu a ochranu po dobu (i)
patnacti (15) let po ukonceni klinického hodnoceni
nebo (ii) po dobu pozadovanou platnymi zakony, dle
toho, co je delsi. Zdravotnické zafizeni a Hlavni
zkouSejici se dale zavazuji, ze Zadavateli na jeho
naklady umozni zajistit v ptipad¢ potfeby tschovu na
delsi obdobi asmluvné sjednat ochranu duvernosti
zaznaml (napf. bezpenym uloZenim mimo misto
provadéni hodnoceni).

PI: doc. MUDr. Jan Novak, Ph.D. | Institution: Fakultni nemocnice Kralovské Vinohrady | Astex Pharmaceuticals, Inc. | ASTX727-02
Doc Name: CZE Tripartite CTA (SPON) | Doc Final: [20Apr2020]

11/29




13. Inspections and Audits.

13.1. Access. Upon reasonable request, Sponsor,
authorized representatives of Sponsor, and/or
authorized representatives of the RA may, during and
after the Trial, during regular business hours:
(i) examine and copy: all CRFs and other Trial records
(including Trial Subject records and medical charts,
Trial Subject ICF documents, and Sponsor Drug and
Comparator Drug receipt and disposition logs);
(ii) examine and inspect the facilities and other
activities relating to the Trial or the IEC; and
(iii) observe the conduct of the Trial.

13.2. Notice. Institution and/or Principal Investigator
shall: (i) inform Sponsor and CRO as soon as
practicable of any effort or request by the government,
the RA or other persons to inspect or contact the
Institution, Principal Investigator or Research Staff
with regard to the Trial; (ii) provide Sponsor and CRO
with acopy of any communications sent by such
persons; and (iii) provide Sponsor the opportunity to
participate in any proposed or actual responses by
Principal Investigator or Institution to such
communications and to make reasonable efforts to
ensure that Sponsor may be present or represented
during any such visit.

13.3. Cooperation. Institution  and Principal
Investigator will ensure the full cooperation of the
Research Staff with any such inspection and will
ensure timely access to applicable records and data.
Institution and/or Principal Investigator will promptly
resolve any discrepancies that are identified between
the Trial Data and the Trial Subject’s medical records.

14. Inventions. If the conduct of Trial results in any
invention or discovery whether patentable or not
(“Invention”), Institution and Principal Investigator will
promptly inform Sponsor. Institution and Principal
Investigator will assign all interest in any such Invention
to Sponsor, free of any obligation or consideration
beyond that provided for in this Agreement. Institution
and Principal Investigator will provide reasonable
assistance to Sponsor in filing and prosecuting any patent
applications relating to Invention, at Sponsor’s expense.
Sponsor grants Institution and Principal Investigator
aroyalty free non-exclusive license, with no right to

13. Kontroly a audity.

13.1. Piistup. Na zakladé¢ priméfené zadosti bude
Zadavateli, opravnénym zastupcum Zadavatele a/nebo
opravnénym zastupcim RU béhem apo skondeni
klinického hodnoceni béhem standardni pracovni doby
umoznéno: (i) nahlizet do vSech CRF adalSich
zaznamU klinického hodnoceni (vCetné zaznami
subjekti  klinického  hodnoceni  a zdravotnich
zdznamu, formuldit informovaného souhlasu subjekti
klinického hodnoceni, zaznamu pfijeti a manipulace
S hodnocenym 1éCivym pfipravkem a srovnavacim
lékem) a porizovat jejich kopie; (ii) prohlizet
a kontrolovat zafizeni adal$i cinnosti souvisejici
s klinickym hodnocenim nebo NEK a (iii) sledovat
provadéni klinického hodnoceni.

13.2. Oznameni. Zdravotnické zafizeni a/nebo Hlavni
zkousejici jsou povinni: (i) co nejdfive uvédomit
Zadavatele a CRO o0 pokusu nebo zadosti statniho
tfadu, RU nebo jinych osob o inspekci nebo
kontaktovani Zdravotnického zafizeni, Hlavniho
zkousejiciho nebo vyzkumného personalu ve véci
klinického hodnoceni; (ii) poskytnout Zadavateli
a CRO kopie veskerych sdéleni zaslanych témito

osobami a (iii) poskytnout Zadavateli ptileZitost
podilet se na jakychkoliv navrhovanych nebo
uskuteCnénych  odpovédich podanych  Hlavnim

zkousejicim nebo Zdravotnickym zafizenim na takova
sdéleni avynalozit pfimérené Ttsili, aby mohl byt
Zadavatel pfitomen nebo =zastoupen pii takové
navsteéve.

Zdravotnické zafizeni a Hlavni
plnou spolupraci vyzkumného
personalu pii takové kontrole avéasny pristup
K pfislusnym zaznamim audajim. Zdravotnické
zatizeni a/nebo Hlavni zkouSejici musi bez odkladu
fesit jakékoliv nesrovnalosti shledané v udajich
klinického hodnoceni a zdravotnich zaznamech
subjektl klinického hodnoceni.

13.3. Spoluprace.
zkousejici  zajisti

14. Vynalezy. Jestlize vysledkem provadéni klinického
hodnoceni bude vynalez nebo objev, patentovatelny ci
nikoli (dale jen ,,vynalez"), Zdravotnické zafizeni nebo
Hlavni zkousejici 0 tom okamzité informuji Zadavatele.
Zdravotnické zatizeni aHlavni zkouSejici postoupi
veskeré naroky ktomuto vynalezu na Zadavatele bez
jakychkoliv dalSich zavazki nebo thrad kromé téch, které
zaruCuje tato smlouva. Zdravotnické zafizeni a Hlavni
zkousejici poskytnou Zadavateli na naklady Zadavatele
piiméfenou pomoc pii podavani patentovych ptihlasek ve
vztahu k vynalezu a jejich uplatfiovani. Zadavatel udéluje
Zdravotnickému  zafizeni a Hlavnimu zkouSejicimu
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sublicense, to use Inventions for internal research or
educational purposes.

15. Publications. Sponsor does not object to publication
by Institution or Principal Investigator of the results of
the Trial based on information collected or generated by
Institution and Principal Investigator, whether or not the
results are favorable to the Sponsor Drug. However, to
ensure against inadvertent disclosure of Confidential
Information or unprotected Inventions, Institution and
Principal Investigator will provide Sponsor at least thirty
(30) days prior to publication to review any proposed
publication or other type of disclosure before it is
submitted or otherwise disclosed. (“Review Period”).
Institution and Principal Investigator will consider any
such comments in good faith. If during the Review
Period, Sponsor notifies Institution and Principal
Investigator in writing that: (i) it desires patent
applications to be filed on any inventions disclosed or
contained in the disclosures, Institution and Principal
Investigator will defer Publication for a period not to
exceed sixty (60) days, to permit Sponsor to file on
desired patent applications; and (ii) if the Publication
contains Sponsor’s Confidential Information as defined in
Section 11 and Sponsor requests Institution and Principal
Investigator in writing to delete such Sponsor’s
Confidential Information, the Institution and Principal
Investigator agrees to delete such Sponsor’s Confidential
Information. If part of a multi-center Trial, Institution and
Principal Investigator agree that the first publication is to
be a joint publication involving all Trial sites. Principal
Investigator is free to decline to participate or be listed as
an author in the joint publication. If a joint manuscript
has not been submitted for publication within twelve (12)
months of completion or termination of the Trial at all
participating Trial sites, Institution and/or Principal
Investigator are free to publish separately, subject to the
other requirements of this Agreement.

16. Publicity. No Party will use the name of another Party
or any of its employees for promotional or advertising
purposes without written permission from the other Party.
However, Sponsor reserves the right to identify the
Principal Investigator and Institution in association with
a listing of the Protocol in the National Institutes of
Health (NIH) Clinical Trials Data Bank, other publicly
available listings of ongoing clinical trials, or other
patient recruitment services or mechanisms.

nevyhradni bezplatnou licenci bez prava na udélovani
dil¢ich licenci na pouzivani vynalezii pro interni
vyzkumné nebo vzdelavaci ucely.

15. Publikace. Zadavatel nema namitek proti publikaci
vysledkt klinického hodnoceni Zdravotnickym zatizenim
nebo Hlavnim zkouSejicim na zakladé informaci
shromazdénych nebo vytvofenych Zdravotnickym
zatizenim nebo Hlavnim zkousSejicim bez ohledu na to,
zda jsou vysledky pfiznivé pro hodnoceny lécivy
pfipravek nebo ne. Na ochranu proti neumyslnému
zvetejnéni divérnych informaci nebo nechranénych
vynalezi poskytnou Zdravotnické zafizeni nebo Hlavni
zkousejici Zadavateli nejméné tficet (30) dnu pied
zvefejnénim moznost zkontrolovat vSechny navrhované
publikace nebo jiné typy zvefejnéni pied jejich odeslanim
nebo jinym  zvefejnénim  (,,Obdobi  kontroly®).
Zdravotnické zatizeni a Hlavni zkouSejici zvazi vSechny
ptipominky Zadavatele v dobré vife. Pokud Zadavatel
vpribéhu  Obdobi  kontroly  pisemné  oznami
Zdravotnickému zatizeni a Hlavnimu zkousejicimu, Zze:
(i) pozaduje, aby byly podany patentové piihlasky na
vynalezy zvefejnéné nebo obsazené ve zvefejnénych
informacich, Zdravotnické zafizeni a/nebo Hlavni
zkousejici odlozi zvefejnéni na dobu nepiesahujici
Sedesat (60) dni, na povoleni Zadavatele podat
pozadované patentové piihlasky; a (ii) pokud Publikace
obsahuje Duvérné informace Zadavatele, jak je
definovano v Casti 11, aZadavatel pisemn& 7ada
Zdravotnické zatizeni a Hlavniho zkousejiciho
0 vymazani Duivérnych informaci Zadavatele,
Zdravotnické zafizeni aHlavni zkousSejici souhlasi
s odstranénim Divérnych informaci Zadavatele. Jestlize
se jedna 0 soucast multicentrické studie, Zdravotnické
zafizeni aHlavni zkouSejici se zavazuji, Ze prvni
publikace bude spole¢nou publikaci vSech pracovist’
klinického hodnoceni. Hlavni zkousejici mize odmitnout
ucast ve spolecné publikaci nebo jeho uvedeni jako
autora. Jestlize do dvanacti (12) mésicti od skonceni nebo
pred¢asného ukonceni klinického hodnoceni na vsech
zucCastnénych pracovistich klinického hodnoceni nebude
predlozen spole¢ny rukopis pro publikaci, mohou
Zdravotnické zafizeni a/nebo Hlavni zkouSejici pfi
dodrzeni dalSich pozadavkl této smlouvy publikovat
samostatn¢.

16. Publicita. Zadnd ze stran nepouZije jméno druhé
strany ani z&dného Zjejich zaméstnancli pro ucely
reklamy a propagace bez pisemného svoleni druhé strany.
Zadavatel si vSak rezervuje pravo uvést Hlavniho
zkousejiciho  a Zdravotnické  zafizeni v souvislosti
s uvedenim protokolu Vv databance klinickych hodnoceni
Narodnich institutdt zdravi (NIH), jinych vefejné
dostupnych seznamech klinickych hodnoceni nebo jinych
sluzbach ¢i mechanismech naboru pacientt.

PI: doc. MUDr. Jan Novak, Ph.D. | Institution: Fakultni nemocnice Kralovské Vinohrady | Astex Pharmaceuticals, Inc. | ASTX727-02

Doc Name: CZE Tripartite CTA (SPON) | Doc Final: [20Apr2020]

13/29




17. Indemnification. Sponsor agrees to indemnify, defend
or cover costs of defense for, and hold harmless
(“Indemnify”) the Trial investigators; any institution at
which the Trial is conducted, its officers, agents, and
employees; (collectively, “Indemnified Parties”) against
any claim filed by athird party for damages, costs,
liabilities and/or expenses to the extent arising out of
a Trial Subject Injury (hereinafter defined), the design of
the Trial, or the specifications of the Protocol. Trial
Subject Injury means a physical injury or drug-related
death event caused by administration or use of the
Sponsor Drug required by the Protocol that the Trial
Subject would likely not have received if the Trial
Subject had not participated in the Trial (“Trial Subject
Injury”). Sponsor further agrees to reimburse Institution
and/or Principal Investigator for the actual cost of
diagnostic procedures and medical treatment necessary to
treat a Trial Subject Injury. Institution and Principal
Investigator agree to provide or arrange for prompt
diagnosis and medical treatment of any Trial Subject
Injury. Institution and Principal Investigator further agree
to promptly notify Sponsor of any Trial Subject Injury.

17.1. Exclusions. Excluded from this Agreement to
Indemnify are any claims for damages resulting from:
(a) material failure by an Indemnified Party to comply
with the Protocol or written instructions from Sponsor;
(b) failure of an Indemnified Party to comply with

Applicable Law; or (c) negligence or willful
misconduct by an Indemnified Party.
17.2. Notice _and  Cooperation. Institution and

Principal Investigator agree to provide Sponsor with
prompt notice of, and full cooperation in handling, any
claim that is subject to indemnification. If so requested
by Sponsor, Institution and Principal Investigator
agree to authorize Sponsor to carry out the sole
management of defense of an indemnified claim.

17.3. Settlement or Compromise. No settlement or
compromise of a claim subject to this indemnification
provision will be binding on Sponsor without
Sponsor’s prior written consent. Sponsor will not
unreasonably withhold such consent of a settlement or
compromise. Neither Party will admit fault on behalf
of the other Party without the written approval of that
Party.

17. Zbaveni odpovédnosti. Zadavatel se zavazuje, ze
zbavi odpovédnosti, obhdji, ponese naklady obhajoby

anebude  pozadovat  nahradu Skody  (,,zbavi
odpovédnosti®) Zdravotnické zafizeni, Vv némz se klinické
hodnoceni provadi, jeho predstavitele, zastupce

a zaméstnance (souhrnné ,,strany zbavené odpovédnosti)
vuci veskerym naroklim vznesenym treti stranou ohledné
Skod, nakladl, odpovédnosti a/nebo vydaji do miry
souvisejici Sujmou subjektu klinického hodnoceni
(definovano nize), usporadanim klinického hodnoceni
nebo specifikacemi protokolu klinického hodnoceni.
Ujma subjektu klinického hodnoceni znamena poskozeni
zdravi nebo poskozeni zdravi Snasledkem smrti
zpuisobené podavanim nebo pouzivanim hodnoceného
l1écivého pripravku pozadovaného protokolem, které by
subjekt klinického hodnoceni pravdépodobné neutrpél,
kdyby se klinického hodnoceni netgastnil (,,Ujma
subjektu hodnoceni). Zadavatel se dale zavazuje, Ze
uhradi Zdravotnickému zafizeni skutecné naklady
diagnostickych postupt a 1ékaiské péce nezbytné K 16¢bé
ujmy subjektu klinického hodnoceni. Zdravotnické
zatizeni a Hlavni zkousSejici se zavazuji, ze poskytnou
nebo zajisti okamzitou diagnozu a lécbu Gjmy subjektu
klinického hodnoceni. Zdravotnické zatizeni a Hlavni
zkousejici se ddle zavazuji, 7e 0 takové Ujmé subjektu
hodnoceni okamzité uvédomi Zadavatele.

17.1. Vyjimky. Z této Smlouvy 0 zbaveni
odpovédnosti jsou vynaty veskeré naroky na uhradu
Skod  vzniklych  prokdazanym (a) zavaznym
nedodrzovanim protokolu nebo pisemnych pokynt
Zadavatele stranou zbavené odpoveédnosti,
(b) nedodrzovanim platnych zakond stranou zbavenou
odpovédnosti nebo (c) nedbalosti nebo umyslné
protipravnim jednanim strany zbavené odpovédnosti.

17.2. Oznameni a spoluprace. Zdravotnické zafizeni
aHlavni zkouSejici se =zavazuji, ze Zadavateli
okamzité¢ oznami jakékoli naroky podléhajici zbaveni
odpovédnosti abudou snim plné spolupracovat na
jejich  feseni. Pokud oto Zadavatel pozada,
Zdravotnické zatizeni a Hlavni zkousSejici se zavazuji,
ze Zadavateli ptfenechaji vyhradni vedeni obhajoby
naroku podléhajiciho zbaveni odpovédnosti.

17.3. Narovnani nebo kompromis. Narovnani nebo
kompromisni feSeni naroku podléhajiciho zbaveni
odpovédnosti nebude pro Zadavatele zdvazné bez jeho
ptedchoziho pisemného souhlasu. Tento souhlas
S narovnanim nebo kompromisnim feSenim nebude
Zadavatel nepfimé&fen& odpirat. Zadna ze stran neuzna
pochybeni jménem druhé strany bez jejiho pisemného
souhlasu.
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17.4. Limit of Liability of CRO. The Parties agree that
CRO expressly disclaims any and all liability
whatsoever in connection with the Sponsor Drug or
the Protocol except to the extent that such liability
arises from CRO’s negligent act, omission or willful
misconduct.

17.5. Institution Responsibility. The Institution is and
shall remain responsible for any harm, claims actions
or expense (including legal expense) resulting from or
connected with the negligence, omission or fault on
the part of the Institution, Investigator or any Sub-
investigators and research staff.

18. Termination.

18.1. Termination  Conditions. This  Agreement
terminates upon the earlier of any of the following
events:

a. IEC and/or RA Rejection. If, through no fault of
Institution or Principal Investigator, the Trial is
never initiated because of IEC and/or RA
disapproval, this Agreement can be terminated by
any Party immediately.

b. Trial Completion. For purposes of this
Agreement, the Trial is considered complete after
conclusion of all Protocol-required activities for all
enrolled Trial Subjects; receipt by Sponsor or CRO
of all relevant Protocol-required data, Trial
documents and Biological Samples; and receipt of
all payments due to either Party.

c. Early Termination of Trial. If the Trial is
terminated early as described below, the
Agreement will terminate after receipt by Sponsor
or CRO of all relevant Protocol-required data, Trial
documents and Biological Samples and receipt of
all payments due to either Party.

(1) Termination of Trial upon Notice. Sponsor
reserves the right to terminate the Trial for any
reason upon thirty (30) calendar days written
notice to Institution and Principal Investigator.
Upon receipt of such notice, Institution and
Principal Investigator agree to promptly

17.4. Omezeni odpovédnosti CRO. Smluvni strany
souhlasi stim, ze CRO vyslovné¢ odmita jakoukoli
odpovédnost Vv souvislosti s hodnocenym  1é¢ivym
ptipravkem nebo protokolem s vyjimkou ptipadii, kdy
odpovédnost vznikne na zékladé nedbalého jednani,
opomenuti nebo umyslného protipravniho jednani
CRO.

17.5. Odpovédnost Zdravotnického zatizeni.
Zdravotnické zafizeni je a zlstane odpovédno za
jakoukoli skodu, zaloby nebo vydaje (v€etné pravnich
nakladt), které vzniknou nebo jsou spojeny
s prokazanou nedbalosti, opomenutim nebo zavinénim
ze strany Zdravotnického zafizeni, Hlavniho
zkousejictho nebo jakychkoli spoluzkousejicich
a pracovnikl hodnoceni.

18. Ukonceni platnosti smlouvy.

18.1. Podminky ukonéeni platnosti smlouvy. Platnost
této smlouvy skonci, jakmile nastane kterakoliv
Z nasledujicich udalosti:

a. Zamitnuti ze strany NEK a/nebo RU. Jestlize
bez zavinéni Zdravotnického zafizeni nebo
Hlavniho zkousejiciho nebude klinické hodnoceni
zahajeno z diivodu zamitnuti ze strany NEK a/nebo
RU, kterakoliv ze stran miize s okamZitou platnosti
ukoncit tuto smlouvu.

b. Ukonéeni klinického hodnoceni. Pro tcely této
smlouvy je klinické hodnoceni povazovéno za
dokon¢ené po  uzavieni vSech  Cinnosti
vyzadovanych protokolem pro vSechny zafazené
subjekty klinického hodnoceni a poté, co Zadavatel
nebo CRO obdrzi vSechny udaje vyzadované
protokolem, dokumentaci klinického hodnoceni
a biologické vzorky aobé Smluvni strany
vyrovnaji vzajemné platebni zavazky.

. Predéasné ukonceni klinického hodnoceni.
Jestlize dojde ve smyslu dale uvedeném
k pfed¢asnému ukonceni klinického hodnoceni,
platnost této smlouvy skon¢i poté, co Zadavatel
nebo CRO obdrzi vSechny udaje vyzadované
protokolem, dokumentaci klinického hodnoceni
a biologické vzorky aobé Smluvni strany
vyrovnaji vzajemné platebni zavazky.

(1) Ukonceni klinického hodnoceni vypovédi.
Zadavatel si  vyhrazuje pravo  klinické
hodnoceni z jakéhokoliv diivodu ukoncit po
podani pisemné vypovédi S vypovédni lhitou
v délce tiiceti (30) dni zaslané Zdravotnickému
zafizeni a Hlavnimu zkousejicimu.
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terminate conduct of the Trial, to the extent
medically permissible, for all Trial Subjects.

(2) Immediate Termination of Trial by Sponsor.
Sponsor further reserves the right to terminate
the Trial immediately upon written notification
to Institution and Principal Investigator for
causes that include failure to enroll Trial
Subjects at arate sufficient to achieve Trial
performance goals; material unauthorized
deviations from the Protocol or reporting
requirements; circumstances that in Sponsor’s
opinion pose risks to the health or wellbeing of
Trial Subjects; or regulatory agency actions
relating to the Trial or the Sponsor Drug or
Comparator Drug.

(3) Immediate  Termination of Trial by
Institution and/or _ Principal Investigator.
Institution and/or Principal Investigator reserve
the right to terminate the Trial immediately
upon notification to Sponsor if requested to do
so by the responsible IEC and/or RA or if such
termination is required to protect the health of
Trial Subjects. Upon termination of this
Agreement for any reason, the Parties shall act
reasonably to protect the health and safety of all
Subjects

18.2. Payment upon Termination. If the Trial is
terminated early in accordance with this Agreement,
Sponsor or its designee will provide atermination
payment equal to the amount owed for work already
performed up to and including the effective date of
termination, in accordance with Attachment A, less
payments already made. The termination payment will
include any non-cancelable expenses, other than future
personnel costs, so long as they were properly
incurred and prospectively approved by Sponsor, and,
only to the extent such costs cannot reasonably be
mitigated. If the Trial was never initiated because of
disapproval by the IEC and/or RA, Sponsor or its
designee will reimburse designated payees for Start-up
fees and for any other expenses that were
prospectively approved, in writing, by Sponsor.

18.3. Return of Materials. Unless Sponsor and/or CRO
instructs otherwise in writing, Institution and Principal
Investigator will promptly return all materials supplied
by Sponsor and/or CRO, at Sponsor’s expense, for

Zdravotnické zafizeni aHlavni zkousejici
souhlasi stim, ze po pfijeti takové vypovédi
okamzit¢  ukon¢i  provadéni  klinického
hodnoceni Vvrozsahu, ktery je Iékaisky
prijatelny, a to u vSech subjektd hodnoceni.

(2) Okamzité ukonceni klinického hodnoceni
zadavatelem. Zadavatel si vyhrazuje pravo
pisemnou vypoveédi Zdravotnickému zatizeni
a Hlavnimu zkousejicimu klinické hodnoceni
okamzit¢ ukonéit z divodd, jako jsou
nedostatecné  rychlé zafazovani  subjektt
klinického hodnoceni k naplnéni cild klinického
hodnoceni, podstatné neschvalené odchylky od
protokolu nebo pozadavki na vykazovani,
okolnosti, které podle nazoru Zadavatele
ptredstavuji nebezpeéi pro zdravi nebo pohodu
subjektil klinického hodnoceni nebo opatieni
kontrolniho Ufadu ve vztahu ke klinickému
hodnoceni, hodnocenému lécivému piipravku
nebo srovnavacimu léku.

(3) Okamzité ukonceni klinického hodnoceni
Zdravotnickym  zatizenim a/nebo Hlavnim
zkouSejicim. Zdravotnické zafizeni a/nebo
Hlavni zkouSejici Si vyhrazuji pravo pisemnou
vypovédi Zadavateli ukongit klinické hodnoceni
s okamzitou platnosti, pokud to pozaduje NEK
a/nebo RU nebo pokud je ukonéeni nutné
k ochrané  zdravi  subjektd  klinického
hodnoceni. Pii ukonceni této smlouvy
z jakéhokoli diivodu strany jednaji priméfené
k ochrané zdravi a bezpe¢nosti vSech subjektu.

18.2. Platba pri ukonceni. Jestlize dojde
k pfedasnému  ukonéeni  klinického  hodnoceni
v souladu stouto smlouvou, zaplati Zadavatel nebo
jeho zéastupce posledni platbu rovnajici se dluzné
Castce za jiz provedenou praci az do dne ucinnosti
ukonceni smlouvy Vv souladu s pfilohou A, ato po
odecteni jiz vyplacenych castek. Platba pii ukonceni
bude zahrnovat vSechny nezrusitelné vydaje fadné
vynalozené apifedem schvalené Zadavatelem,
s vyjimkou budoucich nakladid, Vvrozsahu, Vjakém
nelze tyto naklady pfiméfené omezit. Jestlize klinické
hodnoceni nebylo zahijeno z didvodu odepfeni
souhlasu NEK a/nebo RU, Zadavatel nebo jim uréena
osoba proplati uréenym piijemcim plateb zahajovaci
poplatky avsechny dalsi vylohy, které Zadavatel
pisemné schvalil.

18.3. Vraceni materiald. Pokud Zadavatel a/nebo CRO
neudéli jiné pisemné pokyny, Zdravotnické zatizeni
a Hlavni zkouSejici okamzité na naklady Zadavatele
vrati vSechny materidly obdrzené od Zadavatele
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Trial conduct, including CRFs, and any Sponsor
and/or CRO-supplied Equipment (hereinafter defined).
Institution will return and/or destroy any unused
Sponsor Drug or Comparator Drug, as applicable, at
Sponsor’s expense.

19. Insurance.

19.1. Institution represents and warants that has in
compliance with § 45 par. 2 letter n) Act No.
372/2011 Coll., on Medical Services, insurance for the
liability connected with damage caused in connection
with providing of healthcare services and shall keep
this insurance for the period of providing health care
services. This insurance agreement is executed in the
scope of requirements of applicable law and this does
not cover the liability connected with damage caused
in connection with providing of clinical trial services
or in connection with clinical trial services or does not
cover indemnity in the case of a subject’s death or in
the case of asubject’s harm to health arising out of
making clinical trial.

19.2. Sponsor represents and warrants, that clinical
trial insurance of liability for damages for the
Investigator and the Sponsor in accordance with § 52,
par. 3, letter f) Act No. 378/2007 Coll.,, on
Pharmaceuticals, which also guarantees indemnity in
the case of asubject’s death or in the case of
asubject’s harm to health arising out of making
clinical trial. The copy of Insurance Certificate made
in the Czech Language is amended as the Attachment
C. Sponsor shall maintain the insurance for the entire
period of Trial. .

20. Debarment, Exclusion, Licensure and Response.
Institution represents that to the best of its knowledge that
neither it nor any Research Staff or Principal Investigator
are restricted or prevented under any healthcare or
medicines law from taking part in clinical research
activities and the Institution will not knowingly use in
any capacity the services of any person who is so
restricted or prevented under any such laws with respect
to the service being performed under this Agreement.
During the term of this Agreement and for one (1) year
thereafter, the Institution and Principal Investigator will
immediately notify the Sponsor if they become aware of
any such restriction or prevention being applied to the
Principal Investigator or any Research Staff. Institution
represents that it and, to the best of its knowledge, the
Principal Investigator are not the subject of any past or

a/nebo CRO pro provadéni klinického hodnoceni,
véetné formuldftt CRF  aveSkerého vybaveni
poskytnutého Zadavatelem a/nebo CRO (definované
nize). Zdravotnické zafizeni na naklady Zadavatele
vrati a/nebo znici veskery hodnoceny 1écivy ptipravek
nebo pripadné srovnavaci Iék.

19. Pojisténi.

19.1. Zdravotnické zatizeni prohlasuje, Ze je dle ust. §
45 odst. 2 pism. n) zakona ¢. 372/2011 Sb.,
0 zdravotnich ~ sluzbach  apodminkdch  jejich
poskytovani (zakon 0 zdravotnich sluzbach), pojistén
pro piipad odpovédnosti za Skodu zptisobenou
v souvislosti s poskytovanim zdravotnich sluzeb a ze
si je védom své povinnosti zajistit trvani tohoto
pojisténi po celou dobu poskytovani zdravotnich
sluzeb. Prislusnd pojistnd smlouva je uzaviena
vrozsahu  pozadovaném pravnimi predpisy
aneobsahuje pojisténi odpovédnosti za Skodu
zpusobenou pii provadéni klinického hodnoceni nebo
vsouvislosti  snim ani nezajistuje odSkodnéni
v piipad¢ smrti subjektu hodnoceni nebo V piipadé
Skody vzniklé na zdravi subjektu hodnoceni
v disledku provadéni klinického hodnoceni.

19.2. Zadavatel prohlasuje, ze v souladu
Sustanovenim § 52 odst. 3 pism. f) zakona C¢.
378/2007 Sb., o0 1é¢ivech, zajistil smluvni pojisténi za
Skodu pro zkousejiciho azadavatele, jehoz
prostfednictvim je zajisténo i odskodnéni v ptipadé
smrti subjektu hodnoceni nebo V pfipadé Skody
vzniklé na zdravi subjektu hodnoceni V dusledku
provadéni klinického hodnoceni. Kopie potvrzeni
0 pojisténi Vv ¢eském jazyce je uvedena V priloze C.
C této smlouvy. Zadavatel je povinen vySe uvedené
pojisténi udrzovat v platnosti po celou dobu trvani
klinického hodnoceni.

20. Zakaz ¢innosti, vylouceni, 1ékaifské osvédceni
areakce. Zdravotnické zafizeni dle svého nejlepsiho
védomi prohlasuje, ze Zdravotnickému zafizeni,

vyzkumnému personalu ani Hlavnimu zkouSejicimu
nebyla dle zadnych zakont upravujicich zdravotni péci ¢i
léCivé pripravky omezena nebo zakdzana tcast
v klinickém vyzkumu a ze Zdravotnické zatizeni védomé
nevyuzije sluzby zadné osoby, které byly dle téchto
zakont tyto ¢innosti omezeny nebo zakazany, pokud jde
0 sluzby poskytované dle této smlouvy. V pribéhu trvani
platnosti této smlouvy ajeden (1) rok poté Zdravotnické
zatizeni aHlavni zkousejici bez odkladu informuji
Zadavatele, pokud se dozvi o0 jakémkoliv takovém
omezeni nebo zakazu vztahujicimi se na Hlavniho
zkouSejiciho, nebo jakykoliv vyzkumny personal.
Zdravotnické zafizeni prohlaSuje, Ze samotné zafizeni
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pending governmental or regulatory investigation,
inquiry, warning or enforcement action, including
a government-mandated corporate integrity agreement
and has not violated any applicable anti-kickback or false
claims laws or regulations related to its conduct of
research that has not been disclosed to the Sponsor.
Institution will promptly notify Sponsor if it becomes
aware of any such action regarding compliance with
ethical, scientific or regulatory standards for the conduct
of research if such action relates to events or activities
that occurred prior to or during the period in which the
Trial was conducted.

21. Assignment and Delegation. The Parties agree that
Sponsor may at any time and upon written notice to
Institution and Principal Investigator assume the
obligations and rights of CRO or substitute CRO with
another independent contractor. Institution acknowledges
that Sponsor may assign this Agreement to a third party
upon written notice to Institution in the event of a merger,
acquisition or transfer involving substantial portion of the
assets involved in this Agreement. None of the rights or
obligations under this Agreement will be assigned or
subcontracted by Institution or Principal Investigator to
another without the prior written consent of Sponsor, and
the express agreement of Institution, Principal
Investigator, CRO, and the requisite new assignee or
subcontractor. Institution will notify Sponsor, in advance,
prior to moving to another location. This Agreement will
bind and inure to the benefit of the successors and
permitted assigns of the Sponsor.

22. Equipment. Sponsor may provide, or arrange for
avendor to provide, certain equipment for use by
Institution and Principal Investigator during the conduct
of the Trial (“Equipment”). Equipment use, ownership
and disposition terms will be provided upon separate loan
agreement, if applicable.

23. Anti-Bribery and Anti-Corruption Laws. Institution
and Principal Investigator acknowledge that Sponsor and
CRO are bound by anti-bribery and anti-corruption laws.
As such, Sponsor and CRO employees, agents,
contractors and/or representatives 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.

adle nejlepsiho védomi ani Hlavni zkouSejici nebyli
anejsou subjektem Zzadného vySetfovani ze strany
statnich nebo kontrolnich ufadd, zadného ukonu
vySetfovani, varovani nebo vymdahani, vcetné stitem
nafizené dohody 0 firemni integrité, a ze neporusili zadné
platné zakony nebo ptedpisy upravujici uplatky nebo
neopravnéné  naroky v souvislosti s provadénim
vyzkumu, 0c¢emz by Zadavatel nebyl informovan.
Zdravotnické zatizeni bez odkladu informuje Zadavatele,
pokud se dozvi o0jakémkoliv takovém opatieni
souvisejicim S dodrzovanim etickych, védeckych nebo
kontrolnich standardi provadéni vyzkumu tehdy, pokud
se tato opatfeni vztahuji na udalosti nebo Cinnosti, které
nastaly pied nebo V pribéhu obdobi provadéni klinického
hodnoceni.

21. Postoupeni a delegovani. Smluvni strany souhlasi
stim, ze Zadavatel muze kdykoliv po pisemném
oznameni  Zdravotnickému  zafizeni  a Hlavnimu
zkousejicimu prevzit zavazky a prava CRO nebo nahradit
CRO jinym nezavislym dodavatelem. Zdravotnické
zafizeni bere na védomi, Ze Zadavatel mize postoupit
tuto Smlouvu treti strané na zakladé pisemného oznameni
Zdravotnickému zatizeni v pfipad¢ slouceni, nabyti nebo
ptevodu, které zahrnuje podstatnou ¢ast aktiv zahrnutych
v této Smlouvé. Zdravotnické =zafizeni nebo Hlavni
zkousejici nesmi bez predchoziho pisemného souhlasu
Zadavatele avyslovné dohody mezi Zdravotnickym
zafizenim, Hlavnim zkouSejicim, CRO a piisluSnym
novym postupnikem nebo subdodavatelem postoupit
nebo smluvné prevést jakdkoliv prava nebo povinnosti
vyplyvajici z této smlouvy. Zdravotnické zatizeni bude
pfedem informovat Zadavatele V piipadé premisténi
Zdravotnického zafizeni do nové lokality. Tato smlouva
je zéavaznd aje uzaviena ve prospéch naslednikil
a schvalenych nabyvateld prav Zadavatele.

22. Zafizeni. Zadavatel poskytne, nebo =zajisti, Ze
dodavatel  poskytne, urCité  zafizeni K uZzivani
Zdravotnickému  zafizeni a Hlavnimu zkouSejicimu
béhem provadéni klinického hodnoceni (dale jen
,zafizeni*). Podminky pouzivani, vlastnictvi a nakladani
se zafizenim, bude-li zaptjéeno, budou podrobné
uvedeny v samostatné smlouvé 0 vypujcce.

23. Zékony proti Uplatkafstvi a korupci. Zdravotnické
zatizeni a Hlavni zkouSejici berou na védomi, Zze jsou
Zadavatel a CRO vazani zakony proti uplatkarstvi
akorupci. Vtéto souvislosti je zakdzano, aby
zameéstnanci, zastupci, smluvni partnefi a/nebo zastupci
Zadavatele a CRO wucinili nebo nabidli platbu (nebo
cokoliv hodnotného), piimo ¢i nepiimo, zaméstnancim
nebo ufednikim zahrani¢ni vlady, vefejné mezinarodni
organizace, politické strany nebo kandidatim na
politickou funkci s cilem ziskat zakdzku nebo si zajistit
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Institution and Principal Investigator shall ensure that
neither they nor any of their officers, employees,
collaborators, directors, consultants, agents,
representatives or sub-contractors take any action which
could render Sponsor or CRO liable under the
anti-bribery and anti-corruption laws.

24. Survival of Obligations. Obligations relating to
Financial Arrangements, Confidential Information,
Inventions, Records, Publications, Publicity, Debarment,
Exclusion, Licensure and Response, and Indemnification
survive termination of this Agreement, as well as any
other provision in this Agreement or its Attachments that
by its nature and intent should remain valid after the term
of the Agreement.

25. Entire  Agreement. This Agreement contains the
complete understanding of the Parties and will, as of the
Effective Date, supersede all other agreements between
the Parties concerning the specific Trial, excluding the
separate agreement concluded between Sponsor and
Investigator. This Agreement may only be extended,
renewed or otherwise amended in writing, by the mutual
consent of the Parties. No waiver of any term, provision
or condition of this Agreement, or breach thereof,
whether by conduct or otherwise, in any one or more
instances will be deemed to be or construed as a further
or continuing waiver of any such term, provision or
condition, or any prior, contemporaneous or subsequent
breach thereof, of any other term, provision or condition
of this Agreement whether of a same or different nature.

26. Conflict with Attachments. To the extent that terms or
provisions of this Agreement conflict with the terms and
provisions of the Protocol, the terms and provisions of
this Agreement will control as to legal and business
matters, and the terms and provisions of the Protocol will
control as to technical research and scientific matters
unless expressly agreed in writing between the Parties.

27. Relationship of the Parties. The relationship of
Institution and Principal Investigator to Sponsor is one of
independent contractor and not one of partnership, agent
and principal, employee and employer, joint venture, or
otherwise.

28. Force Majeure. Neither Party will be liable for delay
in performing or failure to perform obligations under this
Agreement if such delay or failure results from
circumstances outside its reasonable control (including,
without limitation, any act of God, governmental action,

nepatficnou vyhodu. Zdravotnické zafizeni a Hlavni
zkouSejici zajisti, aby sami nebo jejich vedouci
pracovnici, zameéstnanci, spolupracovnici, Tfeditelé,
konzultanti, zmocnénci, zastupci nebo subdodavatelé,
neucinili ukon, kterym by vznikla odpoveédnost
Zadavatele nebo CRO dle zakoni proti uplatkafstvi
a korupci.

24. Platnost zdvazkd po ukonéeni smlouvy. Povinnosti
tykajici se finan¢nich ujednéani, divérnych informaci,
vynalezl, zdznamt, publikaci, publicity, zakazu ¢innosti,
vylouceni, 1ékaiskych osvédceni a zbaveni odpovednosti
zustavaji v platnosti i po ukonéeni této smlouvy, stejné
jakoz i dalsi ustanoveni této smlouvy nebo jejich pfiloh,
které diky svému charakteru azaméru po ukonceni
smlouvy by méli zustat nadale v platnosti.

25. Uplna _smlouva. Tato smlouva obsahuje tGplné
ujednani stran a k datu u¢innosti nahradi vSechny ostatni
smlouvy mezi Smluvnimi stranami tykajici se daného
klinického hodnoceni, kromé& samostatné dohody
uzaviené mezi Zadavatelem a Hlavnim zkousejicim. Tuto
smlouvu Ize prodlouzit, obnovit nebo jinak upravit pouze
pisemnou formou vyjadiujici vzajemnou dohodu
Smluvnich stran. Vzdani se prava na dodrzeni jakékoli
podminky nebo ustanoveni této smlouvy, nebo jejich
poruseni na zakladé¢ jednani ¢i jinak Vv jednom ci vice
ptipadech, nebude povazovéano ani vykladano jako dalsi
nebo pokracujici vzdani se prava na dodrzeni takové
podminky nebo ustanoveni, ani jeho ptedchozi, soucasné
nebo nasledné poruseni, nebo vzdani se prava na dodrzeni
jakékoli jiné podminky nebo ustanoveni této smlouvy
stejného nebo odlisného charakteru.

26. Rozpor s pfilohami. Pokud jsou podminky
austanoveni této smlouvy Vrozporu s podminkami
a ustanovenimi protokolu, podminky a ustanoveni této
smlouvy se uplatni V pravnich a obchodnich zalezitostech
a podminky a ustanoveni protokolu se uplatni na samotny
vyzkum aveédecké otazky, pokud nebude pisemnou
formou mezi smluvnimi stranami vyslovné dohodnuto
jinak.

27. Vztah mezi stranami. Vztah Zdravotnického zaftizeni
a Hlavniho zkousejiciho k Zadavateli je vztahem
nezavislého dodavatele, nikoli vztahem partnerského
podniku, zmocnénce  azmocnitele, zaméstnance
a zaméstnavatele, spolecného podniku a podobné.

28. Vy$8i moc. Zadna ze Smluvnich stran neponese
odpovédnost za opozdéné plnéni nebo neplnéni
povinnosti vyplyvajicich z této smlouvy, jestlize takové
zpozdéni ¢i neplnéni je disledkem okolnosti mimo jeji
pfimétenou kontrolu (kromé jiného vcetné vysSi moci,
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accident, strike, terrorism, bioterrorism, lock-out or other
form of industrial action) promptly notified to the other
Party (“Force Majeure”). Any incident of Force Majeure
will not constitute a breach of this Agreement and the
time for performance will be extended accordingly;
however, if it persists for more than thirty (30) calendar
days, then the Parties may enter into discussions with
a view to alleviating its effects and, if possible, agreeing
on such alternative arrangements as may be reasonable in
all of the circumstances.

29. Governing Law. Subject to the terms of the Trial
conduct as outlined above, this Agreement shall be
governed by and construed in accordance with the laws of
Czech Republic, without giving effect to conflict of law
provisions.

30. This Agreement will be executed in three (3)
counterparts in Czech-English version. In the case of any
discrepancy between the Czech and the English versions,
the Czech version shall prevail.

31. Severability. If any provision of this Agreement is
determined to be illegal or unenforceable, that provision
will be served from the Agreement and the remainder will
remain valid, legal, and enforceable, provided that the
surviving portion materially comports with the original
intent of the parties.

32. Notices. All notices required under this Agreement
will be in writing and be deemed to have been given
when hand delivered, sent by overnight courier or
certified mail, as follows, provided that all urgent matters,
such as safety reports, will be promptly communicated
via telephone, and confirmed in writing:

Sponsor / Zadavatel:

Astex Pharmaceuticals, Inc.

4420 Rosewood Drive,

Suite 200 Pleasanton,

CA 94588, USA

Attention: [ GG
With a copy to / Kopie pro:

Syneos Health, LLC

1030 Sync Street

Morrisville, North Carolina 27560 USA
Re: Project Code: 1009667EU
Attention: Site Contracts Department

Institution / Zdravotnické zafizeni:
Fakultni nemocnice Kralovské Vinohrady
Srobarova 1150/50

100 34 Praha 10

zasaht vlady, nehody, stdvky, terorizmu, bioterorizmu,
vyluky nebo jiné formy protestnich akci zaméstnancit)
a okamzit¢ 0 ném uvédomi druhou stranu (,,vys$si moc*).
Zésah vy$$i moci nepiedstavuje poruSeni této smlouvy
a termin plnéni bude piimérene odlozen. Jestlize vSak trva
vice nez tricet (30) dni, strany mohou zahajit diskusi ve
snaze zmirnit dopady jejiho pisobeni apokud je to
mozné, dohodnout se na alternativnich ujedndnich, ktera
mohou byt za danych okolnosti pfimétena.

29. Rozhodné pravo. Svyhradou vyse uvedenych
podminek provadéni klinického hodnoceni se tato
smlouva fidi aje vykladana podle zikonti Ceské
republiky bez moznosti uplatnéni kolizich norem.

30. Smlouva bude podepsiana ve tifech stejnopisech
v anglicko-¢eském znéni, kdy, Vv pfipadé rozporu, bude
mit pfednost Ceska verze smlouvy.

31. Odd¢litelnost. Pokud bude jakékoli ustanoveni této
smlouvy shledano protipravnim nebo nevymahatelnym,
bude toto ustanoveni vylouceno ze smlouvy a zbyvajici
cast zOstane platnd, zakonna avymahatelnd za
pfedpokladu, Zze zbyvajici ¢ast vécné komunikuje
S ptivodnim zamerem stran.

32. Oznameni. VSechna oznameni pozadovand touto
smlouvou musi byt u¢inéna V pisemné formé a budou
povazovana za dorucena pii osobnim doruceni, pfi zaslani
kuryrem S dorucenim do druhého dne nebo doporucenym
dopisem na nize uvedené adresy Stim, Ze vSechny
urgentni zalezitosti, jako napf. zpradvy 0 bezpecnosti,
budou okamzit¢é nahlaSeny po telefonu a potvrzeny
pisemné:
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Czech Republic/ Ceska republika
Attention:
Telephone / Telefon:
Email / E-mail:

Principal Investigator / Hlavni zkousSejici:
Fakultni nemocnice Kralovské Vinohrady
Interni hematologicka klinika

Srobarova 1150/50

100 34 Praha 10

Czech Republic/ Ceska republika
Attention:

[ Telefon:
Email / E-mail:

Telephone

[SIGNATURE PAGE FOLLOWS] [NASLEDUJE STRANA S PODPISY]
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| Agreed to and accepted:

| Souhlasim a p¥ijimam:

SPONSOR / ZADAVATEL

Signature / Podpis

INSTITUTION / ZDRAVOTNICKE
ZARIZENI

Printed Name / Jméno (hilkovym pismem)

Signature / Podpis

Prof. MUDT. Petr Arenberger, DrSc., MBA,
FCMA

Title / Pozice

Printed Name / Jméno (htilkovym pismem)

Director / Reditel

Date / Datum

Title / Pozice

Date / Datum

PRINCIPAL ~INVESTIGATOR / HLAVNI
ZKOUSEJICI

Signature / Podpis

doc. MUDr. Jan Novak, Ph.D.

Printed Name / Jméno (hilkovym pismem)

Principal Investigator / Hlavni zkousejici

Title / Pozice

Date / Datum
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ATTACHMENT A

PAYMENT TERMS

A-1. General Terms. Payee (hereinafter defined) will be
compensated as outlined on Attachment B for Trial
Subjects properly enrolled in the Trial. This amount
constitutes the full compensation for the work to be
completed by the Institution including all work and care
specified in the Protocol for the Trial, along with all
overhead and administrative services. No compensation
will be available for Trial Subjects enrolled in the Trial in
violation of the Protocol. The estimated total value of
financial payment made under this Agreement is
approximately CZK 669 857,46.

A-2. Payment Terms. Payments for each Trial Subject
will be made quarterly and based on CRF data entered by
Principal Investigator supporting enrolled Trial Subject
visitation. Payments will be made for completed visits
and treatment related costs in accordance with
Attachment B, unless otherwise noted in the Agreement.
For each payment, including any Screen Failures (as
defined below) that may be payable under the terms of
this Agreement, Payee will be paid the total amount
earned, less 10%, for the Final Payment (hereinafter
defined). Monitoring will occurbased at the Institution
enrollment and completion of data entry. All queries must
be resolved within five (5) business days of receipt by
Principal Investigator any time during the Trial. Payee
must submit any final invoices within thirty (30) calendar
days after the close-out visit of the Trial at the Institution.
Any invoices received thereafter may not be paid. Payee
will have sixty (60) calendar days after the date of the
close-out visit of the Trial at the Institution to dispute any
payment discrepancies or missing payments.

A-3. Pass-Through Payments from Sponsor. Payments
due under this Agreement are pass-through payments
from Sponsor that will be sent after such payments are
received by CRO from Sponsor. CRO shall have no
liability for any failure to make payments if required
funding is not provided to CRO in advance by Sponsor.

A-4. Non-Procedural Costs. Payee will be paid for
additional non-procedural costs that are pre-approved by
Sponsor, as set forth in Attachment B. To request
payment for such costs, Payee will remit an itemized
invoice to Sponsor or its designee with documentation
and receipts substantiating agreed-upon pass-through

PRILOHA A

PLATEBNI PODMINKY

A-1. VSeobecné podminky. Za fadné zatazené subjekty
klinického hodnoceni bude pfijemci plateb (definovan
nize) vyplacena odména Vv souladu s piilohou B. Tato
Castka predstavuje plnou uhradu za praci, kterou
Zdravotnické zafizeni odvede vcetné veskerych praci
apéce uvedenych v protokolu klinického hodnoceni,
spole¢né se vSemi rezijnimi a administrativnimi sluzbami.
Za subjekty klinického hodnoceni zafazené do klinického
hodnoceni Vv rozporu s protokolem nebude vyplacena
7adna odmeéna. Pfedpokladand hodnota finan¢niho plnéni
dle této smlouvy ¢ini piiblizn¢ 669 857,46 K¢.

A-2. Platebni podminky. Platby za kazdy subjekt
klinického hodnoceni budou hrazeny Cctvrtletné na
zakladé¢ udaji z CRF zadanych Hlavnim zkousejicim
ziskanych pti navstévach zatazenych subjektt klinického
hodnoceni. Platby budou provedeny za naklady na
dokonéené navstévy alécbu vsouladu s pfilohou B,
nestanovi-li smlouva odlisné. Pfi kazdé platbé vcéetné
neuspéSnych screeningii (definovanych nize), ktera se
stane v souladu s podminkami této smlouvy splatnou,
bude pfijemci plateb vyplacena celkova vydélana ¢astka
minus 10 % vyhrazenych na zavéreCnou platbu
(definovanou nize). Monitoring bude proveden
porovnavanim zafazovani ve Zdravotnickém zafizeni
a vypliiovani udajii. Veskeré dotazy musi byt vyfeseny do
péti (5) pracovnich dnti poté, co je Hlavni zkousejici
obdrzi, ato kdykoliv béhem klinického hodnoceni.
Ptijemce plateb je povinen ptredlozit zavérecné faktury ve
lhate triceti (30) kalendafnich dnt po navstéveé pro
ukonéeni  klinického hodnoceni ve Zdravotnickém
zafizeni. Faktury pfijaté pozdéji nebudou proplaceny.
Piijemce plateb maze ve lhité Sedesati (60) kalendarnich
dnti po datu navstévy pro ukonceni klinického hodnoceni
ve Zdravotnickém zafizeni rozporovat neshody v platbach
nebo chybéjici platby.

A-3. Platby ptfefakturované na Zadavatele. Platby splatné
dle této smlouvy jsou platby prefakturované na
Zadavatele a budou zaslany az poté, co CRO tyto platby
obdrzi od Zadavatele. CRO nenese zadnou odpovédnost
za neuhrazeni platby Vv pripadé, ze potiebné finance
Zadavatel véas CRO neposkytl.

A-4. Naklady nesouvisejici S postupy. Prfijemci plateb
budou uhrazeny dodate¢né naklady nesouvisejici
S postupy, které byly pfedem schvaleny Zadavatelem, jak
je uvedeno vpftiloze B. Zadost o0 thradu takovych
nakladl pfijemce plateb poda Zadavateli nebo osobé jim
opravnéné formou faktury Suvedenim jednotlivych
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expenses. 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
Attachment B.

A-5. Final Payment. At the conclusion of the Trial, all
CRFs and Trial-related documents will be promptly made
available for Sponsor review. The final payment (“Final
Payment”) will be paid once: all CRFs have been
completed and received; data queries have been satisfied;
all Sponsor Drug is returned; and all close out issues are
resolved and procedures completed, including final IEC
and/or RA notification, if applicable. All queries must be
resolved within five (5) business days of receipt by
Principal Investigator. Sponsor or its designee will
perform final reconciliation of all payments made to date
against total amount due and will promptly pay Payee
amounts remaining unpaid, if any. Payee will promptly
reimburse Sponsor any unearned or overpaid amounts
previously paid to Payee within thirty (30) calendar days
of notification by Sponsor or designee.

A-6. Taxes.

(1) Payments shown in Attachment B do not include
value added tax (“VAT?”). If the Payee is VAT
registered, and if VAT is required under the
Applicable Law, VAT should be added and shown on
the invoice by the Payee at the applicable VAT rate,
along with Payee’s VAT registration number. If VAT
reverse charge mechanism applies under Applicable
Law, Payee will not add VAT to the invoice, and the
appropriate  wording should be displayed on the
invoice in accordance with Applicable Law.

(2) Payee acknowledges and agrees that it is solely
responsible for the payment of any and all
contributions and taxes imposed by any applicable
authority with respect to or measured by compensation
paid to Payee under this Agreement. CRO or Sponsor
will not be responsible for the withholding or payment
of any such required contributions or taxes. Payee
accepts full responsibility for reporting all payments
received, under this Agreement, to the relevant
taxation authorities as required by Applicable Law.

A-7. Screen Failures. A Screen Failure is a consented

polozek a podlozené dokumentaci a doklady dokladajici
dohodnuté vydaje prefakturované na Zadavatele.
Prefakturované vydaje nesouvisejici S postupy budou
fakturovany pouze ve skuteéné vynalozenych Céstkach
bez navyseni, az do vySe maximalnich ¢astek uvedenych
v priloze B.

A-5. Zavérecnd  platba. Pfi  ukonceni klinického
hodnoceni budou Zadavateli okamzité ptredlozeny ke
kontrole vSechny formulaife CRF a dokumenty souvisejici
S klinickym hodnocenim. Zavérecnd platba (,,Zaverecna
platba®) bude uhrazena, jakmile: budou vyplnény
apredany vsechny formulafe CRF, budou uspokojivé
zodpovézeny dotazy tykajici se udajii, budou vraceny
vSechny hodnocené l1écivé piipravky, budou vyteSeny
vSechny problémy sukonceni klinického hodnoceni
a dokonceny vSechny postupy, vcetné zavére¢ného
oznameni NEK a/nebo RU, pokud je to relevantni.
Vsechny dotazy musi byt vyfeSeny ve lhuté péti (5)
pracovnich dnt po jejich obdrzeni Hlavnim zkousejicim.
Zadavatel nebo jim urCend osoba provedou konecné
odsouhlaseni vSech dosud vyplacenych plateb s celkovou
dluznou c¢astkou a bez odkladu zaplati Zdravotnickému
zafizeni pripadné neuhrazené Castky. Prijemce plateb bez
odkladu wve Ihaté tficeti (30) kalendainich dnd po
oznameni Zadavatele nebo osoby jim povéfené vyplati
Zadavateli jakékoliv neopravnéné platby nebo pieplatky
dtive uhrazené ptijemci plateb.

A-6. Dané.

(1) Platby uvedené v piiloze B jsou uvedeny bez dané
z ptidané hodnoty (dale jen ,,DPH). Je-li piijemce
plateb platcem DPH, a pokud platné zakony ukladaji
povinnost platit DPH, musi piijemce plateb DPH
pricist a vykazat na faktufe v platné sazb¢ s uvedenim
DIC piijemce plateb. V piipadé, e se dle platnych
zdakond uplatiiuje prenesena dafiovd povinnost,
pfijemce plateb DPH na faktuife nepficte, piiCemz
v souladu s platnymi zakony je na faktufe tfeba uvést
pozadovany text.

(2) Prijemce plateb potvrzuje a zavazuje se, ze ponese
vyhradni odpovédnost za ptipadné platby vSech
prispévkd adani uvalenych pfisluSnym vladnim
organem na odmeény vyplacené piijemci plateb dle této
smlouvy. CRO nebo Zadavatel neponesou
odpovédnost za provadéni srazek nebo placeni
takovych pozadovanych pfispévki nebo dani.
Piijemce platby piebira plnou odpovédnost za
vykazovani vSech pfijatych plateb dle této smlouvy
ptislusnym finan¢nim wfadim v souladu s platnymi
zakony.
A-7. NeuspéSny __ screening,.

Piipad  neuspé$ného
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Trial Subject who fails to meet the screening visit criteria
and is thus not eligible for enrollment into the Trial
(“Screen Failure”). The maximum of 2 Screen Failures
will be reimbursed, for 0 to 5 Trial Subjects enrolled and
1 additional Screen Failure will be reimbursable if more
than 5 Trial Subjects are enrolled. Payment for Screen
Failures shall be made in accordance with the Attachment
B for actual

A-8. Necessary Procedures. Payee will be reimbursed for
valid necessary visits and procedures not covered under
Attachment B. Payment for any necessary procedure due
to Trial Subject safety will be reimbursed at the agreed
upon unit cost in Attachment B, if available, or if there is
no such unit cost in Attachment B, Payee will be
compensated based on actual costs incurred by Institution
and will require aseparate invoice with documentation
for the medical necessity of the procedure. Where
practicable, Sponsor’s or CRO’s prior written consent
will be obtained, unless it will compromise the integrity
of the Trial or affect Trial Subject safety, in which case
Sponsor will be notified as soon as practicable after the
fact.

A-9. Payee. The payments will be made to the following
Payee and address:

screeningu se vztahuje na subjekt klinického hodnoceni,
ktery nesplni kritéria screeningové navstévy, a tudiz neni
zpusobily k zatazeni do klinického hodnoceni (,,Pfipad
neuspésného  screeningu®). Maximalné 2 pfipady
netspéSného screeningu budou uhrazeny, pro 0 az 5
ptihlasenych subjektti klinického hodnoceni al dalsi
Pfipad neuspésného screeningu bude vyplacen, pokud je
pfihldseno vice nez 5 subjektt klinického hodnoceni.
Platba za pripad neuspéSného screeningu se provadi
v souladu s pfilohou B za skute¢né postupy provedené
be&hem screeningu.

A-8. Nutné postupy. Pfijemci plateb bude poskytnuta
uhrada za platné nutné navstévy a postupy, které nejsou
zahrnuty v piiloze B. Uhrada za postup nutny z hlediska
bezpecnosti  subjektu  hodnoceni bude provedena
Vv jednotkové cené odsouhlasené Vv pfiloze B, je-li
uvedena, nebo neuvadi-li piiloha B jednotkovou cenu,
pak budou pfijemci plateb uhrazeny skute¢né naklady,
které vznikly Zdravotnickému zafizeni, pficemz bude
nutné vystavit samostatnou Smlouvu podlozenou
dokumentaci dokladajici nutnost provést lékarsky tkon.
V ptipadech, kdy to bude mozné, je tieba ziskat predchozi
pisemny souhlas Zadavatele nebo CRO, pokud tim
nebude naruSena integrita klinického hodnoceni nebo
dotéena bezpecnost subjektu klinického hodnoceni,
pricemz Vv takovém piipadé bude Zadavatel informovan,
jakmile to bude nasledné mozné.

A-9. Pfijemce  plateb. Platby budou uhrazeny
nasledujicimu pfijemci a na nize uvedenou adresu:

Payee Name / Jméno piijemce plateb: Fakultni nemocnice Kralovské Vinohrady
Payee Address / Adresa pfijemce plateb: Srobarova 1150/50, 100 34 Praha 10, Czech Republic / Ceska republika
Payee Tax ldentification Number / Danové identifikaéni ¢islo piijemce plateb: CZ00064173

Payee Bank Account Details / Bankovni spojeni piijemce plateb:

Bank Name / Nazev banky: Ceska narodni banka

Bank Address / Adresa banky: Na Piikopé 28, 115 03 Praha 1, Czech Republic / Ceska republika

Bank Account Number / Cislo u¢tu: 16334101/0710

IBAN Number / Cislo IBAN: CZ38 0710 0000 0000 1633 4101

SWIFT Code / Kod SWIFT: CNBACZPP

Email address for remittance information / E-mailova adresa pro oznameni piijeti: | | |GcNIEINGNG

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.

A-10. Invoices. All invoices must be issued and
forwarded to the following as instructed:

V pfipadé zmén v bankovnim spojeni piijemce plateb je
pfijemce plateb povinen pisemné informovat CRO;
dodatek k této smlouvé se v§ak nevyzaduje.

A-10. Faktury. VSechny faktury musi byt vystaveny
a zaslany podle pokynt na nize uvedenou adresu:
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Syneos Health UK Limited

Attn. Investigator Payment Department
Farnborough Business Park

1 Pinehurst Road

Farnborough

Hampshire

GU14 7BF, UK

VAT: GB806650142

Re: Project Code: 1009667EU

E-mail:

All payment related queries may be directed to:

Each invoice must contain: (1) Sponsor’s name,
(2) Protocol number, (3) project code, (4) Principal
Investigator’s name, (5) a summary of the reimbursement
to be made in compliance with the Attachment B, and
(6) if the Payee is VAT registered, the VAT registration
number or if VAT reverse charge mechanism applies, the
note “VAT reverse charge applicable”.

Payee 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.

| Vsechny dotazy K platbam zasilejte na adresu:

Kazda faktura musi uvadét: (1) nazev Zadavatele,
(2) ¢islo protokolu, (3) kod projektu, (4) jméno Hlavniho
zkousejiciho, (5) shrnuti plateb pozadovanych v souladu
s ptilohou B a (6) pokud je ptijemce platby platcem DPH,
pak danové identifikaéni ¢islo, nebo uplatiuje-li se
pfenesena dafiova povinnost, pak poznamku ,,uplatnéni
prenesené danové povinnosti‘,

Pfijemce plateb neobdrzi zadné platby za prefakturované
vydaje, jestlize pfijemce plateb nepiedlozil kopie faktur
nebo jiné dokumentace jasné dokladajici, ze tyto vydaje
byly skute¢né, priméfené aovéfitelné v Castce
predkladané k thrade¢.
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ATTACHMENT B PRILOHA B

FINANCIAL ARRANGEMENTS WORKSHEET ZAZNAM FINANCNIHO UJEDNANI

FINANCE SUMMARY BOX SHRNUTI FINANCNICH ZAVAZKU
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ATTACHMENT C PRILOHA C

COPY OF INSURANCE CERTIFICATE KOPIE POTVRZENI O POJISTENI
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