CLINICAL TRIAL AGREEMENT
INTERNAL NUMBER
08/0VZ/17/013-P
SGI-110-07

This CLINICAL TRIAL AGREEMENT
(the “Agreement”) is effective on the day of the
publication in accordance with Act No. 340/2015
Coll., on the Register of Contracts (the “Effective
Date”), by and between Fakultni nemocnice
Ostrava, 17. listopadu 1790, 708 52 Ostrava, Czech
Republic, Organization ID No.: 00843989, VAT
Reg. No.: CZ00843989, person authorized to act

and sign in respect of this Agreement: MUDr. Josef podepisovat:

Srovnal, Deputy Director for Medical Care, Bank
details: Ceska narodni banka, Na Prikopé 28,
11503 Prague 1, Account No.: 66332761/0710,
IBAN: CZ59 0710 0000 0000 6633 2761, SWIFT:
CNBACZPP, wvariable symbol for this study:
649071070 (the “Institution”), Astex
Pharmaceuticals, Inc., located at 4420 Rosewood
Dr, Suite 200, Pleasanton, CA 94568, TAX ID
number: 91-1841574. Sponsor’s authorized EU
representative is Envigo Pharma Consulting Ltd
located at 30 St Thomas Place, Cambridgeshire
Business Park, Ely, Cambs, CB7 4EX, United
Kingdom (the “Sponsor”), and prof. MUDr.
Roman Hajek, CSc., an employee of the
Institution, acting within the scope of his/her
employment, located at Haematooncology Clinic,
Fakultni nemocnice Ostrava, 17. listopadu 1790,
708 52, Ostrava, Czech Republic who shall serve as
the principal investigator (“Investigator”) for the
Study as defined below. The Institution and the
Investigator may be collectively referred to as the
“Site.”

Whereas, Astex Pharmaceuticals, Inc is
working with its affiliates Astex Therapeutics
Limited, Otsuka Pharmaceutical Co., Ltd., Otsuka
Holdings Co., Ltd., Otsuka America Pharmaceutical
Inc., Otuska Pharmaceutical Development &
Commercialization, Inc. and Otsuka Pharmaceutical
Europe Ltd;

SMLOUVA O PROVEDENI
KLINICKEHO HODNOCENI &.
08/0VZ/17/013-P
SGI-110-07

Tato SMLOUVA O PROVEDENI
KLINICKEHO HODNOCENI (dile jen
»Smlouva‘®) nabyva t€innosti dnem zvefejnéni dle
zékona ¢. 340/2015 Sb., o registru smluv (dale jen
»datum ucinnosti), mezi Fakultni nemocnici
Ostrava, 17. listopadu 1790, 708 52 Ostrava, Ceska
republika, 1C:00843989, DIC: CZ00843989, ve
vécech této smlouvy je opravnén jednat a
MUDr. Josef Srovnal, naméstek
feditele pro 1é¢ebnou péci, Bankovni spojeni: Ceska
narodni banka, Na Ptikopé 28, 115 03 Praha 1,
Cislo étu: 66332761/0710, IBAN: CZ59 0710
0000 0000 6633 2761, SWIFT: CNBACZPP,
variabilni symbol pro tuto studii: 649071070 (dale
jen »Zdravotnické zatizeni®), Astex
Pharmaceuticals, Inc., se sidlem 4420 Rosewood
Dr. Suite 200, Pleasanton, CA 94588, DIC: 91-
1841574, opravnénym zastupcem zadavatele pro
EU je spole¢nost Envigo Pharma Consulting Ltd se
sidlem 30 St Thomas Place, Cambridgeshire
Business Park, Ely, Cambs, CB7 4EX, Velka
Britanie (dale jen ,,Zadavatel“) a prof. MUDr.

Romanem Hajkem, CSe., zaméstnanec
zdravotnického zafizeni, jednajici v rozsahu
jeho/jejiho  zaméstndni se  sidlem  klinika

hematoonkologie, Fakultni nemocnice Ostrava, 17.
listopadu 1790, 708 52, Ostrava, Ceska republika,
ktery bude vystupovat jako hlavni zkousSejici (dale
jen ,,Zkousejici“) odpovidajici za studii, jak je
definovan/a nize. Zdravotnické zafizeni a
Zkousejici mohou byt dale spolecné oznacovani jen
jako ,.fesitelské centrum.*

Vzhledem k tomu, ze spole¢nost Astex
Pharmaceuticals, Inc spolupracuje s piidruZzenymi
spole¢nostmi Astex Therapeutics Limited, Otsuka
Pharmaceutical Co., Ltd.,, Otsuka Holdings Co.,
Ltd., Otsuka America Pharmaceutical Inc., Otsuka
Pharmaceutical Development & Commercialization,
Inc. a Otsuka Pharmaceutical Europe, Ltd.;
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Whereas, the Sponsor has retained
Pharmaceutical Research Associates Inc. and its
Affiliates (“CRO”), as a contract research
organization to organize and manage the Study on
its behalf. The Sponsor has designated CRO as the
Study monitor, and the Site is hereby authorized to
communicate directly with CRO with respect to the
conduct of the Trial.

1. STATEMENT OF WORK.

(a) The Investigator will conduct the clinical
research study entitled “4 Phase 3,
Multicenter, Randomized, Open-Label
Study of Guadecitabine (SGI-110) versus
Treatment Choice in Adults with
Mpyelodysplastic Syndromes (MDS) or
Chronic  Myelomonocytic =~ Leukemia
(CMML)  Previously Treated with
Hypomethylating Agents” (the “Study”),
bearing protocol number SGI-110-07, as
may be amended from time to time (the
“Protocol”), the provisions of which are
incorporated herein by reference. The
Investigator shall perform the Study in
conformance with: (i) generally accepted
standards of good clinical practice, (ii) an
ethical manner and in a manner that
appropriately protects the safety, security,
and well-being of the Study subjects and
any data arising from the Study (iii) the
Protocol, (iv) the FDA Form 1572, and (v)
all applicable laws, rules and regulations
including, but not limited to, those
governing the conduct of the Study,
including but not limited to Act No.
378/2007 Coll., on Pharmaceuticals, as
amended, Act No. 372/2011 Coll.,, on
Healthcare  Services, as  amended,
Regulation No. 226/2008 Coll., on Good
Clinical Practice and detailed conditions of
clinical trials on medicinal products, as
amended, and Act No. 101/2000 Coll., on
Personal Data Protection, as amended. The
Institution shall not reassign the conduct of
the Study to another investigator without
Sponsor’s express written consent. If the
Investigator is unable to perform the duties

Vzhledem k tomu, ze Zadavatel ujednal se
spolecnosti Pharmaceutical Research Associates
Inc. a jejimi pfidruzenymi spole¢nostmi (,,CRO*)
organizaci a fizeni studie jako smluvni vyzkumna
organizace jeho jménem; Zadavatel ustanovil CRO
monitorem studie a feSitelské centrum je timto
opravnéno komunikovat v zélezitostech provadéni
klinického hodnoceni piimo s CRO.

1. POPIS PROJEKTU.

(a) Zkousejici provede klinickou vyzkumnou
studii  pod nazvem ,Multicentricka,
randomizovand, oteviend studie fize 3
srovndvajici  guadecitabin  (SGI-110)
alécbu volby udospélych pacientii
s myelodysplastickym syndromem (MDS)
nebo  chronickou  myelomonocytickou
leukemii (CMML) po predchozi lécbé
hypometylacnimi piipravky” (dale jen
“Studie”), s ¢islem protokolu SGI-110-07,
ve znéni ptipadnych zmén (dale jen
,protokol®), jehoz ustanoveni jsou nedilnou
soucasti této Smlouvy. Zkousejici bude
provadet studii v souladu se: (i) vSeobecné
akceptovanymi standardy spravné klinické
praxe (GCP), (ii) etickym jednanim a
zpusobem  zahrnujicim  mimo  jiné
dodrzovani vSeobecné platnych
profesionalnich standardt, které piiméfené
chrani bezpecnost, jistotu a pohodu
subjektl studie a daju ziskanych ze studie,
(iii) protokolem (iv) FDA formulafem 1572
a (v), vSemi piislusnymi zékony, ptredpisy a
smérnicemi véetné mimo jiné piedpist
upravujicich provadéni studie, vcetné
zakona ¢. 378/2007 Sb. o Ilécivech, v
platném znéni, zédkona ¢. 372/2011 Sb., o
zdravotnich sluzbach, v platném znéni,
vyhlasky €. 226/2008 Sb. o spravné klinické
praxi a podminkdch klinického hodnoceni
1é¢iv, v platném znéni a zakona ¢. 101/2000
Sb., o ochrané osobnich udaja, v platném
znéni.  Zdravotnické  zafizeni  neni
opravnéné  povérit  vykonem  studie
jinou/jiného Zkousejici/ho bez vyslovného
pisemného souhlasu Zadavatele. Nemuze-li
Zkousejici vykonavat povinnosti
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required by this Agreement, the Institution
shall promptly notify Sponsor in writing. If
a mutually acceptable replacement is not
available, this Agreement may be
terminated as provided herein. Any change
of the Investigator shall be covered by
written Amendment to this Agreement.

(b) The Institution shall provide appropriate
resources and facilities so the Investigator
can conduct the Study in a timely and
professional manner and according to the
terms of this Agreement. The Site shall
ensure that only individuals who are
appropriately trained and qualified will
assist in conducting the Study. The Site is
responsible for ensuring that all personnel
participating in the Study (“Study Team”)
comply with the terms of this Agreement,
excluding personnel supplied by CRO or
Sponsor. Institution and Investigator agree
to promptly notify Sponsor in the event
any Study Team member is reported to or
comes under investigation by any licensing
board, independent ethics committee or
institutional review board, and further
agrees to promptly discontinue the use of
any such personnel in connection with the
Study unless Sponsor consents in writing
to the continued use of such personnel,
which such consent shall not be
unreasonable delayed, conditioned, or
withheld. Unless otherwise agreed to in
writing by the parties, the Site shall
conduct the Study only at the facilities
indicated in this Agreement.

2. PAYMENT.

Sponsor will pay the Institution according to the
Payment Terms attached hereto as Exhibit A
(“Payment Terms”) and the Budget attached
hereto as Exhibit B (“Budget”), upon receipt of
invoices and other appropriate documentation
as specified therein. CRO will administer

vyplyvajici ze Smlouvy, Zdravotnické
zafizeni je o tom povinno Zadavatele
neprodlené¢ pisemné vyrozumét. Nelze-li
nalézt ndhradu pfijatelnou pro ob¢ strany,
mize nékterd strana od této Smlouvy
odstoupit  zplisobem v této  Smlouvé

stanovenym. O ptipadné zméné
Zkousejiciho bude sepsan dodatek k této
Smlouvé.

(b) Zdravotnické =zatizeni poskytne vhodné
zdroje a vybaveni, aby mohl/a ZkousSejici
provést studii véas a odborné a v souladu s
podminkami této Smlouvy, v¢etné, kde je to
na misté, vySkolenych akompetentnich
spolupracovnikii, ktefi budou napomocni
pti provadeéni studie (dale jen ,,tym studie®),
v souladu s podminkami Smlouvy, s
vyjimkou personalu, ktery poskytne CRO
nebo Zadavatel. Zdravotnické zafizeni a
zkousejici jsou povinni ohlasit Zadavateli,
pokud je ¢len tymu studie vySetfovan
licen¢ni komisi, nezavislou etickou komisi
nebo piezkoumaci komisi a v ndvaznosti na
takové Setfeni, bude stakovym clenem
ukonéena veskera cinnost souvisejici s
provadénim studie, pokud Zadavatel
nepoda pisemny souhlas, ktery nesmi byt
nepiiméfené¢ opozdény, podminény nebo
zadrzeny, s pokracovanim  spoluprace
sdanym ¢lenem. Pokud neni stranami
sjednano pisemné néco jiného, Resitelské
centrum bude provadét studii jen v
zafizenich uvedenych v této Smlouvé.

2. UHRADA.

Zadavatel zaplati Zdravotnickému zafizeni
uhradu v souladu s platebnimi podminkami, jak
je uvedeno v pfiloze A (dale jen ,platebni
podminky*), a s rozpoctem uvedenym pfiloze B
(dale jen ,,rozpocet™), a to na zaklad¢ doruceni
faktur a dalSich ptisluSnych dokladt v souladu s

Revised August 2013

EAPA Master

SGI-110-07

PI: prof. MUDr. Roman Hajek, CSc.

Page 3 of 20



payments on behalf of Sponsor.

(a)

(b)

(©

(d)

The Institution as payee (“Payee”) shall
provide full payment instructions and bank
details, in writing to CRO in the Payment
Information Checklist (“PIC”), before any
payment can be made. The Payee is
obliged to inform CRO, in writing, of any
changes or required updates of payment
instructions and/or bank details. The
parties agree that any change of or update
to the Payee’s bank details contained in the
PIC may be effected through a written
notice and shall not of itself require a
formal Amendment to this Agreement.

The Site is an independent contractor, and
neither CRO nor Sponsor is responsible for
any employee benefits, pensions, workers’
compensation, withholding, or
employment-related taxes as to the Site or
its personnel.

The Investigator and any sub-investigators
will complete and sign a financial
disclosure form when reasonably requested
to do so by CRO or Sponsor. These forms
shall be promptly updated as needed to
maintain their accuracy and completeness
during the Study and for one year after its
completion.

The Institution hereby agrees that no third
party will be charged for any aspect of
treatment or subject care for which the
Payee has invoiced or been paid under this
Agreement. The Institution hereby agrees
that neither participants in the Study nor
any third party will be charged for

(the “Study
Drug”) or any comparator drugs provided
for this Study, nor shall Payee include such
cost in any cost report to third-party
payers.

rozpo¢tem. CRO bude spravovat platby jménem
Zadavatele.

(a)

(b)

(c)

(d)

Zdravotnické zafizeni, jakoZzto pfijemce
platby (dale jen “pfijemce platby”)
poskytne pisemné CRO kompletni platebni
pokyny a bankovni spojeni, a to na
formulati platebnich udaji (dale jen
»PIC*) predtim, nez bude mozno
uskutecnit jakoukoliv platbu. Piijemce
platby je povinen pisemné informovat
CRO o jakychkoliv zméndch nebo
pozadovanych aktualizacich v platebnich
pokynech a/nebo bankovnim spojeni.
Smluvni strany sjednévaji, Ze zmény nebo
aktualizace bankovniho spojeni piijemce
platby obsazené v PIC mohou byt
provadény pisemnym oznamenim, a samy
0 sob¢ nevyzaduji uzavieni dodatku k této
Smlouve.

Resitelské  centrum  je  nezavislym
dodavatelem a CRO ani Zadavatel nejsou
odpovédni za vyplaceni jakychkoli pozitkt
zameéstnancd, dichodd, nahrad
pracovnikiim, srazek nebo dani hrazenych
za zaméstnance bud Zdravotnickému
zafizeni, nebo jeho personalu.

Zkousejici a ptipadni spoluzkousejici na
piimétenou zadost CRO nebo Zadavatele
vyplni a podepisi formuldf financnich
udaji. Tyto formulafe musi byt v piipadé
potfeby neprodlen¢ aktualizovany, aby po
dobu studie a jednoho roku po jejim
skonceni ziistaly spravné a uplné.

Zdravotnické zafizeni timto souhlasi s tim,
ze zadnému subjektu ani tfeti strané
nebude v zadném ohledu uctovana 1écba
ani zdravotni péce, kterou ptijemce platby

fakturoval nebo ktera byla uhrazena
vramci této Smlouvy. Zdravotnické
zafizeni timto souhlasi stim, Ze

uCastnikiim studie ani Zadné tfeti stranc
nebude uctovan ||| G e jen
,-hodnoceny 1€k“) nebo jiny 1ék poskytnuty
pro tuto studii, a Ze takovéto naklady
nebudou zahrnuty do Zzadného vykazu
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nakladi pro platce-treti strany.

(e) Unless otherwise agreed herein, payments (e) Pokud vtéto Smlouvé neni dohodnuto
will be made for evaluable subjects and for jinak, platby budou provadény jen za
eligible subjects only. An eligible subject vyhodnotitelné subjekty a jen za zplsobilé
is one who meets all of the inclusion subjekty. Zpulsobily subjekt je ten, ktery
requirements and does not meet any of the splni vSechny podminky pro zafazeni a
exclusion criteria of the Protocol, who was nespliiuje zadné z vyluCovacich kritérii
enrolled by Investigator, and from whom uvedenych protokolu, ktery byl zafazen
informed consent has been obtained. An hlavnim zkouSejicim a ktery udélil svij
evaluable subject is one for whom informovany souhlas. Subjekt, kterého lze
electronic case report forms (“eCRFs”) vyhodnotit, je ten subjektt, u né&jz byly
have been properly completed in uspokojivé vyplnény vSechny formulare
accordance with the Protocol, and who has pro elektronické zaznamy  subjektl
completed  the  appropriate Study hodnoceni (,eCRF*) v souladu
procedures as set forth in the Protocol, and s Protokolem, ktery absolvoval pfislusné
undergone the evaluations required by the studijni ukony stanovené Protokolem, a
Protocol. ktery absolvoval vySetfeni pozadovana

Protokolem.

(f) The parties acknowledge and agree that the ()  Smluvni strany uznavaji a souhlasi s tim,
compensation  provided for  Site’s 7e odména za plnéni fesitelského centra na
performance under the  Agreement zakladé  této  Smlouvy  predstavuje
represents the fair market value for the spravedlivou  trzni  hodnotu  sluzeb

services conducted by Site and has been
agreed independently from any business
the Institution or the Investigator has made
or may make in relation to the ordering of
products or services of the Sponsor.

poskytnutych fesitelskym centrem, a byla
sjednana nezavisle na jinych obchodnich
vztazich, stavajicich nebo potencidlnich,
Zdravotnického zafizeni nebo
Zkousejiciho tykajicich se objednavek
vyrobkul nebo sluzeb Zadavatele.

3. RECORDKEEPING; REPORTING; 3. ZAZNAMY, VYKAZY, PRiSTUP.
ACCESS.
(a) Authorized representatives of Sponsor (a) Zmocnéni zastupci Zadavatele, ptipadné

and/or CRO have the right, upon CRO, jsou opravnéni na zaklade
reasonable advance notice, and during pfiméfeného  pfedchoziho  oznameni
regular business hours, to: (i) audit and v pifim¢fené 1hité a behem obvyklé

examine the Site’s facilities required for
performance of the Study; and (ii) review
all data, records and work products relating
to the Study, and if necessary, make copies
of such data, records and work products,
provided such copies do not include any
unauthorized individually-identifiable
information of a Study subject. The Site
shall maintain complete and accurate
records related to the Study, and shall
retain all such records resulting from the

pracovni doby: (i) provadét audit a provetit
vybaveni fesitelského centra potfebné k
provedeni studie; a (ii) zkontrolovat a
vytvofit si kopie veskerych udaji, zaznamu
a vysledkt prace souvisejicich
s provadénim studie, a jestlize to je
potiebné, pofizovat si kopie takovych
udajii, zaznamd a vysledkli prace, za
predpokladu, Ze takové kopie neobsahuji
nepovolené individualné identifikovatelné
informace o subjektu studie. Resitelské
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Study in accordance with ICH GCP for the centrum je povinno vést uplné a spravné

time required by applicable laws and zaznamy tykajici se studie, a zaznamy

regulations. vzniklé ze studie je povinno archivovat v
souladu s ICH GCP po dobu, jakou stanovi
prislusné zakony a pravni predpisy.

(b) The Investigator will deliver eCRFs to (b) Zkousejici vyplni a zasle zdznamy e-CRF

CRO or Sponsor within fourteen (14) days CRO nebo Zadavateli do c&trnacti (14)
of Investigator’s review or in accordance pracovnich dni od revize zkouSejiciho
with CRO or Sponsor’s reasonable written nebo v souladu s pfimérenymi pisemnymi
instructions, as the case may be. The pokyny CRO nebo Zadavatele. ZkousSejici
Investigator shall be available at bude v pfiméfenych hodinach v bézné
reasonable times during normal business pracovni dob¢ k dispozici ke schiizkdm s
hours to meet with Study monitors and monitory studie a odpovidat na jejich
answer questions regarding the conduct of otazky tykajici se provadéni studie. Pokud
the Study. If CRO or Sponsor must use or musi CRO nebo Zadavatel pouzit
access the Site’s computer systems, it will pocitacové systémy feSitelského centra
do so in accordance with the Site’s nebo do nich vstoupit, ucini tak v souladu s
instructions and will only use acquired pokyny feSitelského centra a ziskané
information for the purpose of the Study informace pouzije pouze pro ucely studie a
and in accordance with applicable laws. v souladu s pfislusnymi pravnimi predpisy.

(¢) The Site will promptly notify Sponsor and (c) Resitelské centrum bude bezodkladné

CRO if any regulatory authority notifies informovat Zadavatele a CRO, jestlize
the Institution or Investigator of a pending bude né&jaky regulacni urad informovat
inspection relating to the Study, and will Zdravotnické zafizeni nebo Zkousejiciho o
promptly forward to Sponsor and CRO chystané kontrole nebo auditu tykajiciho se
copies of any written communication studie, a bezodkladné postoupi Zadavateli
received as a result of such inspection a CRO kopie veskerych pisemnych
which are related to the Study. The Site materialQ, které obdrzi v souvislosti s touto
shall also provide to Sponsor and CRO kontrolou, a které souviseji se studii.
copies of any documents provided to any Resitelské centrum je dale povinno predat
inspector that relate to the Study. Zadavateli a CRO kopie veskerych

dokumenti, které poskytlo kontrolorim, a
které se vztahuji ke studii.

4. CONFIDENTIALITY. 4. DUVERNOST INFORMACI.

The Protocol, Study Drug(s), eCRFs and Protokol, 1éCiva pouzitd v ramci studie,
any and all information, data, reports or documents, ptipadové elektronické formuléfe (electronic Case
disclosed to or generated by the Site or any Study Report Forms — dale jen ,eCRF*“) a veSkeré
Team members regarding the work performed under informace, udaje, zprdvy nebo dokumenty, které
this Agreement (other than subject medical records) obdrzi nebo vytvoii fesitelské centrum nebo ¢len
or which otherwise relates to this Study studijniho tymu v praci vykondvanych v souladu s
(“Confidential Information™) belong to Sponsor and touto Smlouvou nebo jinak souvisejicich se studii
shall not be disclosed by the Site to any third party (dale jen ,,dtvérné informace®), jsou vlastnictvim
or be used for any purpose other than the Zadavatele a neni opravnéno ReSitelskému centru
performance of the Study without the prior written sdélovat jakékoli tfeti osobé ani pouzivat k
consent of Sponsor, during a period of seven (7) jakémukoli jinému ucelu nez pii plnéni studie bez
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years after the termination of the performance of the
Agreement. The above obligations of confidentiality
shall not apply to the extent Confidential
Information:

(a)

is or becomes, through no fault of the Site,
part of the public knowledge;

(b) the Site can demonstrate was already
lawfully in the Site’s possession on the
date of disclosure to the Site and not
subject to prior confidentiality obligations;
(c) is acquired by the Site from any third party
without restrictions on disclosure; or

(d) is developed by the Site independently,
without the use or benefit of Confidential
Information, and as evidenced by
competent written records.

Permitted Disclosures. The Site’s obligations of Povolené vyzrazeni.

non-disclosure and non-use of Confidential
Information shall not apply to the extent the Site is
required by law to disclose Confidential
Information, provided the Site promptly notifies
Sponsor of such a requirement prior to disclosure to
allow Sponsor the reasonable opportunity to oppose
the requirement or seek an appropriate protective
order. This Section 4 does not limit the Site’s rights
or obligations under Section 6 Publication. In the
event of a limited disclosure of Sponsor’s
Confidential Information that is required under this
Section, Institution 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.

EU DISCLOSURE CODES.

Institution and Investigator acknowledge that
Sponsor may be required to report to governmental
agencies or disclose to the public the amount of the
compensation under this Agreement, including fees

pfedchoziho pisemného souhlasu Zadavatele po
dobu sedmi (7) let po ukonceni Smlouvy. Vyse
uvedeny zavazek dveérnosti informaci se
nevztahuje na davérné informace v rozsahu, v
jakém:

(a) jsou a nebo budou zvetejnény bez zavinéni
ze strany fesitelského centra;

muze Resitelské centrum prokazat, e k
datu jejich sdéleni teSitelskému centru jiz
byly legaln¢ fesitelskému centru znamy,
aniz by podléhaly ptfedchozimu zavazku
duvérnosti informaci;

Resitelské centrum ziskalo od né&jaké tieti
osoby bez omezeni tykajicich se jejich
sdélovani;

Resitelské centrum vytvofilo nezavisle na
obdrzeni divérnych informaci podle této
Smlouvy, coz Ize prokazat
kvalifikovanymi pisemnymi zaznamy.

(b)

(©)

(d)

Povinnosti Zdravotnického
zafizeni ohledné utajeni a nepouziti divérnych
informaci neplati v rozsahu, v jakém ma feSitelské
centrum zakonnou povinnost divémé informace
vyzradit, ovSem s tim, Ze pfed vyzrazenim feSitelské
centrum bezodkladné informuje Zadavatele, aby
mel Zadavatel pfrilezitost se tomuto pozadavku
branit nebo pozddat o vydani ptislusného
ochranného opatfeni. Tento ¢lanek 4 neomezuje
prava a povinnosti feSitelského centra dle ¢l. 6 —
Publikace. V ptipadé omezeného zpiistupnéni
davérnych informaci Zadavatele pozadovaného
podle tohoto ¢lanku bude Zdravotnické zatizeni s
témito informacemi nadale zachazet pro vSechny
ostatni ucCely jako s divémymi informacemi
Zadavatele podle ostatnich smluvnich podminek
této Smlouvy.

KODEXY ZPRISTUPNOVANI

INFORMACI.

EU (0]

Zdravotnické zafizeni a Zkousejici berou na
védomi, ze Zadavatel mlze byt pozadan, aby na
zaklad¢ platnych zakonti, piedpist nebo kodexh
nahlasil statnim ufadim nebo zvetejnil vysi odmény

and/or other items of value provided, the nature of podle této Smlouvy vcetné poplatkli a/nebo jinych

the services provided, and other facts relating to this
Agreement pursuant to applicable laws, regulations,

poskytnutych hodnotnych véci, typ poskytnutych
sluzeb a dalsi skutecnosti vztahujici se k této
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or codes. Institution consents to such report or
disclosure by Sponsor.

5. PRIVACY AND DATA PROTECTION.

The parties agree that each will comply with their
respective obligations as required under applicable
privacy and data protection laws. The Institution
and Investigator will obtain the consent of each
Data Subject, and the Investigator will provide

Smlouveé. Zdravotnické zafizeni souhlasi s
takovymto nahlasenim nebo zpfistupnénim ze
strany Zadavatele.

5. OCHRANA SOUKROMI A OSOBNICH
UDAJU.

Smluvni strany se dohodly, ze budou plnit své
prislusné zévazky v souladu s pravnimi piedpisy na
ochranu soukromi a osobnich udaji. Zdravotnické
zafizeni a ZkouSejici zajisti souhlas jednotlivych
subjektt, jichz se tidaje tykaji a ZkousSejici poskytne

his/her consent and will obtain the Study Team jeho/jeji souhlas a ziska souhlas ¢lent tymu studie

members’ consent with regard to their own personal
data, to the use, processing, holding and transfer of
their data to countries other than their own, that may
not have the same level of data protection as their
own country. For any personal information received
from either the Study subjects or the Study Team,
the Sponsor will be the data controller where the
Study is within the European Union. The
Investigator and the Study Team have the right to
access and correct their personal data. In order to
exercise this right, the requests should be addressed
to the Sponsor and CRO.

6. PUBLICATION.

(a) The Study is part of a multi-site study, and
publication of the results of the Study
conducted at the Site shall not be made
before the first multi-site publication by
Sponsor. If there is no multi-site
publication within eighteen (18) months
after the Study has been completed or
terminated at all Study sites, and all data
has been received, the Site shall have the
right to publish its results from the Study,
subject to the following notice
requirements. Prior to submitting or
presenting a manuscript abstract, press
release, or other materials relating to the
Study to a publisher, reviewer, or other
outside person, the Site shall provide to
Sponsor a copy of all such manuscripts and
materials, and Sponsor shall have sixty
(60) days from receipt of such manuscripts

ohledné¢ jejich osobnich udaji s pouzivanim,
zpracovavanim, ukladanim a pievadénim jejich
udaji mimo jejich vlastni zemi, i kdyz tam neplati
stejné predpisy pro ochranu udaji, jako v jejich
vlastni zemi. Vzhledem k tomu, ze studie probiha v
ramci Evropské unie, kontrolu veskerych osobnich
udaju ziskanych bud’ od subjektt, ktefi se podileji
na studii, nebo od studijniho tymu, bude mit na
starosti Zadavatel. Zkou$ejici a Clenové tymu
studie maji pravo pristupu ke svym osobnim
udajim a k jejich opraveé. Pozadavky na vykon
tohoto prava musi byt adresovany zadavateli a
CRO.

6. ZVEREJNOVANI.

(a) Studie je soucasti —multicentrického
klinického  hodnoceni a  publikace,
prezentace Ci jiné zvefejnéni vysledkl
studie provadéné v fesitelském centru
nejsou dovoleny pred prvni
multicentrickou  publikaci  provedenou
Zadavatelem. Nebude-li multicentrickd
publikace vydana do osmnacti (18) mésict
po dokonceni nebo ptredéasném ukonceni
studie ve vSech feSitelskych centrech,
obdrzeni vSech dat a uzavfeni databaze
studie, ma feSitelské centrum pravo po
pfedchozim pisemném souhlasu
Zadavatele a pod podminkou nize
uvedenych ohlasovacich povinnosti své
vysledky studie publikovat, prezentovat ¢i
jinak zvefejnit. Pfed pfedloZzenim nebo
prezentaci rukopisu, tiskovych zprav ¢i
jingych materiald tykajicich se studie
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and materials_to review and comment. At
Sponsor’s request the Site shall remove
any Confidential Information (other than
Study results) prior to submitting or
presenting the materials. The Site shall,
upon Sponsor’s request, further delay
publication or presentation for a period of
up to one hundred twenty (120) days to
allow Sponsor to protect its interests in any
Sponsor Inventions (as defined below)
described in any such materials.

(b) Subject to Clauses 4 and 6(a) above,

Sponsor agrees with the publication of this
Agreement and its requirements by
Institution in order to fulfill the obligations
imposed under the applicable and effective
legislation, namely Act No. 340/2015 Coll.,
on the Register of Contracts, as amended,
and Act No. 106/1999 Coll., on Free Access
to Information, as amended.
Notwithstanding the foregoing, all Budget
information shall be redacted prior to such
publication, except for the Sites obligation
to disclose the total amount of this Sites
Budget.

(¢) CRO shall, no later than on the date of the

last signature hereof, supply the Institution
an approved version of the Agreement,
intended for publication in the Register of
Contracts.

(b)

(c)

vydavateli, lektorovi nebo jiné osobé
zvenéi je TteSitelské centrum povinno
predlozit Zadavateli jednu kopii vSech
rukopist. a materiald k posouzeni a
pfipominkovani, a Zadavatel ma na
piipominkovani Sedesatidenni (60) Ilhitu
od jejich obdrzeni. Na zadost Zadavatele je
teSitelské  centrum  povinno  pred
predloZzenim nebo prezentaci materidlu
z n¢j odstranit vS§echny duveérné informace
(krom¢ vysledki studie). Na Zadost
Zadavatele je fesitelské centrum povinno
publikaci nebo prezentaci pozdrzet o
dalsich az sto dvacet (120) dnti, aby mohl
Zadavatel =zajistit ochranu svych prav
k vyndlezim  Zadavatele (jak  jsou
definovany nize) popsanym v téchto
materidlech.

Vsouladu scasti 4 a casti 6(a) vyse,
Zadavatel souhlasi se zvefejnénim této
Smlouvy a jejich nalezitosti Zdravotnickym
zafizenim za ucelem splnéni povinnosti
ulozenych ji platnou a ucinnou pravni
upravou, a to zejména zakonem ¢. 340/2015
Sb., o registru smluv, ve znéni pozdéjsich
predpisit a zakonem ¢. 106/1999 Sb., o
svobodném pfistupu k informacim, ve znéni
pozdgjsich ptedpisi. Bez ohledu na
predchazejici ujednani, veskeré informace v
rozpo¢tu budou redigovany pred timto
zvefejnénim, kromé celkové  Castky
rozpoctu Zdravotnického zatizeni, kterou je
Zdravotnické zatizeni povinno zvetejnit.

CRO dodd Zdravotnickému zafizeni
Zadavatelem schvalenou verzi smlouvy
urcenou ke zvefejnéni v registru smluv
nejpozdéji ke dni posledniho podpisu této
smlouvy.

(d) The Parties agree that the Sponsor shall, (d) Smluvni strany se dohodly, Ze zadavatel
following the clinical trial completion, poskytne zdravotnickému zafizeni po
provide a list of publications concerning the ukonCeni  studie = seznam  publikaci

results of this Study to the Institution.

vztahujicich se k vysledkiim této studie.
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7. OWNERSHIP. 7. VLASTNICTVI.

All documents, protocols, data, know-how, Veskeré dokumenty, protokoly, udaje,
methods, operations, formulas, Confidential know-how, metody, postupy, vzorce, divérné
Information and Materials (as defined below) informace a materidly (jak je definovano nize),
provided to the Investigator pursuant to this které ZkouSejici obdrzi na zékladé této Smlouvy,
Agreement are and shall remain Sponsor’s property. jsou anaddle zlistanou vlastnictvim Zadavatele.
The completed eCRFs, the final report (if Vlastnictvim Zadavatele jsou i vyplnéné eCREF,

applicable) and all information and data resulting
from the Study including Study results (“Study
Data”), shall also be owned by Sponsor. The
Investigator assigns (and shall require all Study
Team members to assign) to Sponsor all rights, title
and interest, if any, in and to such Study Data.
Sponsor shall not own subject medical records.

8. INVENTIONS.

The existing inventions and technologies of
Sponsor or the Investigator are their separate
property and are not affected by this Agreement.
The entire right, title and interest in and to any
inventions, discoveries, know-how, copyrights or
other intellectual property rights that are conceived,
developed, or reduced to practice, (including all
improvements or modifications), which (i) rely, use,
or incorporate the Study Drug; (ii) incorporate or
are anticipated by the Protocol; or (iii) rely, use, or
incorporate any Confidential Information, shall be
the exclusive property of Sponsor (collectively
referred to as “Sponsor Inventions”). The
Investigator shall promptly disclose in writing to
Sponsor each such Sponsor Invention and agrees to
transfer and hereby does assign (and shall ensure
that all Study Team members hereby assign) to
Sponsor (which said assignment can be transferred
or assigned by Astex to its Affiliates) all rights, title
and interest, if any, in and to each such Sponsor
Invention. Investigator agrees to provide, at
Sponsor’s expense, reasonable assistance to
Sponsor to enable Sponsor to perfect and enforce its
rights in such Sponsor Inventions.

zaveéretna zprava (pokud to pripada v tvahu) a dalsi
piipadné vysledky studie. ZkousSejici postoupi
Zadavateli veskera prava (a zajisti, aby tak ucinili
vsichni Clenové tymu studie), naroky a podily
tykajici se Studie. Vlastnictvim Zadavatele nejsou
1ékatské zpravy subjektil.

8. VYNALEZY.

Stavajici vynalezy a technologie Zadavatele
nebo Zkousejiciho zakladaji jejich samostatné
vlastnictvi a Smlouva na né nemd zadny vliv.
Kompletni pradva, naroky a podily ohledné
veSkerych vynalezl, autorskych prav nebo jinych
prav  dusevniho vlastnictvi, know-how, které
vzniknou, budou vyvinuty nebo pouZity v praxi,
veetné veskerych zlepSeni nebo uprav, které (i)
pouzivaji, vyuzivaji nebo zahrnuji 1é¢iva pouzitd pfi
studii; (ii) jsou zahrnuty nebo piedvidany v
protokolu; nebo (iii) pouzivaji, vyuZzivaji nebo
zahrnuji divérné informace, zakladaji vylucné
vlastnictvi Zadavatele (spolecné dale jen ,,vynalezy
Zadavatele™). Zkousejici je povinen bezodkladné
pisemné informovat Zadavatele o kazdém takovém
vynadlezu nalezicimu Zadavateli a souhlasi
s pfevodem a timto prevadi (a bude pozadovat na
vSech clenech tymu studie, aby pfevedli) na
Zadavatele (a tim bylo feceno i moznost pievedeni
na poboCky Zadavatele) veSkera prava, naroky a
podily tykajici se kazdého jednotlivého vynalezu
naleziciho Zadavateli. Zkousejici se zavazuje
poskytnout Zadavateli na jeho naklady pfimétenou
pomoc, aby mohl Zadavatel smluvné zajistit a
vykonavat sva prava na takové vynalezy ndlezici
Zadavateli.
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9. MATERIAL TRANSFER: RETURN OF

(a)

(b)

(©

(d)

MATERIALS; EQUIPMENT.

During the Study, Sponsor or Sponsor’s
designee shall provide to the Site, at
Sponsor’s expense, the Study Drug,
placebo and other compounds, or agents
for the performance of the Study
(collectively, the “Materials”). The
Materials will be used only by the Site for
performance of the Study in accordance
with the Protocol and this Agreement. The
Site shall handle, store, and ship or dispose
of Materials in accordance with the
Protocol and any reasonable written
instructions provided by Sponsor (or
Sponsor’s designee), and in compliance
with all applicable, local and national laws,
rules and regulations including, but not
limited to, those governing hazardous
substances. Materials shall be stored at
Institution’s Pharmacy.

Unless otherwise agreed by the parties, in
the event that the Protocol for a Study
requires the collection of blood, tissue or
other biological materials from subjects
(“Biological Materials”) the Investigator
agrees that the use of such Biological
Materials shall be limited to those tests,
analyses or procedures identified in the
Protocol and informed consent as approved
by the IRB/EC.

Upon completion or termination of the
Study, all Materials furnished to the Site
by Sponsor or Sponsor’s designee shall be
promptly returned to Sponsor or destroyed
as directed by CRO or Sponsor. Shipping
costs relating thereto will be paid by
Sponsor.

A separate Loan Agreement shall be
entered into for the supply of any
Equipment.

9. PREVODY A VRACENiI MATERIALU,

(a)

(b)

(©)

(d)

ZARIZENI.

V  pribéhu studie, Zadavatel nebo
zmocnénec Zadavatele poskytnou
treSitelskému centru, na naklady
Zadavatele, 1éCiva pouzivana v ramci

studie, smési, jiné léky, vzorky, cinidla,
pomticky a souvisejici materialy a zatizeni
(spoleéné dale jen ,,materialy*). Resitelské
centrum bude materialy vyuzivat vyhradné
pfi provadéni studie v souladu s
protokolem a touto Smlouvou. Regitelské
centrum bude s materidlem nakladat,
skladovat jej a zasilat nebo likvidovat v
souladu s protokolem a pfiméfenymi
pisemnymi pokyny predanymi
Zadavatelem (nebo jeho zmocnéncem) a v
souladu se vSemi platnymi mistnimi a
narodnimi zékony, pravidly a pfedpisy,
véetné mimo jiné predpisti upravujicich
zachazeni s nebezpeCnymi latkami.
Materialy budou uskladnény v Lékarné
Zdravotnického zatizeni.

Jestlize neni  smluvnimi  stranami
dohodnuto jinak, odbér krve, tkan€ nebo
jiného biologického materidlu od subjektt
(dale jen ,biologicky material), bude
probihat v souladu s protokolem a
ZkouSejici se zavazuje, Ze odbéry
biologického materialu budou limitovany
testy, analyzy nebo procedurami v souladu
s protokolem a se souhlasem schvalenym
etickou komisi (dale jen ,,ETK*).

Po ukonceni nebo zruseni studie musi byt
vSechny  materialy, které  obdrzelo
Regitelské centrum od Zadavatele nebo
jeho  zmocnénce, zlikvidovany nebo
vraceny Zadavateli v souladu s instrukcemi
CRO nebo Zadavatele. Prislusné prepravni
néaklady uhradi Zadavatel.

O poskytnuti jakéhokoliv vybaveni bude
uzaviena separatni smlouva o vypujcce.
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10. TERM; TERMINATION.

10. PLATNOST SMLOUYVY.

(a) This Agreement shall commence on the (a) Tato Smlouva vstoupi v platnost k datu
Effective Date and shall continue in force ucinnosti, a plati az do dokonceni studie u
until the Study has been completed at the u fesitelského centra s predpokladanym
Site, with estimated timeframe until terminem  dokonceni .

. Any deviation of Piipadna odchylka skute¢né doby trvani od
the actual Study duration compare to predpokladané doby trvani ptesahujici tuto
expected Study duration exceeding 6 dobu o vice nez 6 mésict vyzaduje zménu
months shall be covered by written této smlouvy ve formé pisemného dodatku.
Amendment to this Agreement.

(b) This Agreement may be terminated by (b) Zadavatel je opravnén vypovedét tuto
Sponsor at any time and for any reason Smlouvu kdykoli a z jakéhokoli diivodu na
upon thirty (30) days written notice, or zéklad¢ pisemné odivodnéného oznameni
immediately upon written notice by any ve lhuté tficeti (30) dni nebo muze byt tato
party for health or safety reasons. Smlouva vypovézena okamzité kteroukoli

smluvni stranou na zaklad¢ pisemného
oznameni z ddvodii ochrany zdravi nebo
bezpecnosti.

(c) Upon the effective date of termination of (c) K datu uc¢innosti zruseni této Smlouvy
this Agreement, an accounting shall be provede Resitelské centrum vyuétovéni,
conducted by the Site, subject to které ovéfi CRO nebo Zadavatel. Jakmile
verification by CRO and Sponsor. CRO nebo Zadavatel obdrzi piislusnou
Following CRO or Sponsor’s receipt of dokumentaci, Zadavatel zaplati:
adequate documentation, Sponsor will pay
for:

(i)  all services properly rendered and (i) za veSkeré poskytnuté sluzby a
monies properly expended by the astky, které Resitelské centrum
Site, through the effective date of fadné¢ vynalozi do data zaniku
termination which have not yet been Smlouvy, které Zadavatel doposud
paid by Sponsor; and neuhradil; a

(ii) non-cancelable obligations properly (il)  nezrusitelné zavazky, které
incurred for the Study by the Site Regitelskému centru fadné vznikly v
prior to receipt of notice of souvislosti s provadénim studie pied
termination. tim, nez mu byla dorucena vypovéd'.

(d) If the Site has been paid any amounts (d) Jestlize Resitelské centrum obdrzelo
which have not been earned hereunder as n&jaké zalohy, které nebyly do data zaniku
of the date of termination, the Institution fadné vyuzity, Zdravotnické zafizeni

(e)

shall promptly return to Sponsor all such
unearned funds within 30 days.

Immediately upon receipt of a notice of
termination, the Investigator shall stop
screening and enrolling subjects into the
Study and shall, as directed by CRO and
Sponsor, cease  conducting  Study

veskeré tyto nevyuzité zalohy bezodkladné
vrati Zadavateli do 30 dnd.

(e) Okamzité po obdrzeni vypovédi Zkousejici

zastavi screening a nabor subjektl do
studie a, jak je nafizeno CRO a
Zadavatelem, piestane s provadénim
studijnich procedur na subjektech jiz
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procedures on subjects already enrolled in
the Study, to the extent medically
permissible, and to cease, to the extent
reasonably feasible, from incurring any
additional Study expenses.

11. INSURANCE.

The parties hereto acknowledge that
Sponsor has obtained insurance cover, as required
by applicable law, for Study subject’s injuries
arising from their participation in the Study for
itself and Investigator, also covering compensation
in the event of trial subject’s death. The Sponsor is
required to maintain above mentioned insurance in
force for the whole duration of the Study.

In accordance with § 45(2)(n) of Act No.
372/2011 Coll., on Healthcare Services, Institution
has taken out an insurance policy covering their
liability for damage caused in connection with the
provision of the healthcare services.

12. LIABILITY.

The Site is and shall remain liable for any
harm, claims, actions or expenses (including legal
expenses) resulting from or connected with the
negligence, omission or fault on the part of the
Institution, Investigator or any Study Team
members.

Sponsor shall indemnify, defend and hold
harmless, Institution and Investigator, from and
against any demands, actions, proceedings or costs
of judgments which are made against them by a
third party by reason of personal injury (including
death) to any person arising directly from the
administration of the Study Drug in accordance
with the Protocol and this Agreement.

zatazenych do studie v  Iékafsky
pripustném rozsahu a pfestane v ptiméiené
proveditelném rozsahu vytvaret jakékoli
dalsi naklady na studii.

11. POJISTENI.

Smluvni strany berou na védomi, ze
Zadavatel v souladu s pfislusnymi zakony opatfil
pojistné kryti pro ujmu subjekti studie vzniklou z
divodu jejich ucasti ve studii pro sebe a
Zkousejiciho, jehoz prostfednictvim je zajisténo i
odskodnéni v piipadé smrti subjektu hodnoceni.
Zadavatel je povinen vySe uvedené pojisténi
udrzovat v platnosti po celou dobu trvani klinického
hodnoceni.

Zdravotnické zafizeni ma v souladu s § 45
odst. 2 pism. n) zakona ¢. 372/2011 Sb., o
zdravotnich sluzbach, uzavienou pojistnou smlouvu
0 pojisténi své odpoveédnosti za Skodu zplisobenou v
souvislosti s poskytovanim zdravotnich sluzeb.

12.0DPOVEDNOST.

Regitelské centrum je a bude zodpovédné za
veskeré skody, naroky, zaloby nebo vydaje (véetné
soudnich vydajii) vyplyvajici nebo souvisejici se
zanedbanim, opomenutim nebo pochybenim na
strané¢ Zdravotnického zafizeni, Zkousejiciho nebo
kteréhokoliv ¢lena tymu studie.

Zadavatel zdravotnické zafizeni a zkouSejiciho
odskodni, ochrani a zbavi odpovédnosti Vv
souvislosti s jakymikoliv pozadavky, opatfenimi,
fizenimi nebo naklady na soudni fizeni, které jsou
proti nim vedeny tfeti stranou z divodu Ujmy na
zdravi (véetn¢ smrti) zptisobené kterékoliv osobé v
pfimém dasledku podani hodnocené¢ho Iéku v
souladu s protokolem a touto smlouvou.
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13. CERTIFICATIONS.

(a) The Institution and the Investigator hereby
individually certify that they have not been
debarred or disqualified from participating
in clinical research under any laws or
regulations. If during the term of this
Agreement, the Institution or the
Investigator (i) becomes debarred or
disqualified or (ii) receives notice or threat
of an action with respect to its debarment
or disqualification, the Institution and/or
the Investigator, as the case may be, shall
notify Sponsor immediately.

(b) The Institution and the Investigator hereby
individually certify that they, in good faith,
have not and will not use in any capacity
the services of any individual or entity
which has been debarred or disqualified
from participating in clinical research
under any laws or regulations. In the event
that the Institution or the Investigator
becomes aware of the debarment,
threatened debarment, disqualification or
threatened disqualification of any such
individual or entity, the Institution and/or
the Investigator, as the case may be, shall
notify Sponsor immediately.

14. ANTI-BRIBERY AND ANTI-
CORRUPTION.

The Sponsor and CRO are subject to the

13. POTVRZENI.

(@)

(b)

Zdravotnické zafizeni a ZkouSejici timto
individualn€ potvrzuji, ze nebyli zadnym
pravnim ani jinym pfedpisem zbaveni
prava ani  prohlaSeni  nezplsobilym
provadét klinicka hodnoceni. Jestlize po
dobu platnosti této Smlouvy bude
Zdravotnickému zatizeni nebo
zkouSejicimu(i) zastavena c¢innost nebo
bude diskvalifikovan,, nebo (ii) obdrzi
oznameni o zalobé nebo hrozbé zbaveni
prava nebo prohldSeni za nezpusobilé,
Zdravotnické zatizeni a/nebo Zkousejici o
tom bude bezodkladné¢ informovat
Zadavatele.

Zdravotnické zafizeni a zkouSejici timto
potvrzuji, ze v dobré vife nevyuzivali ani
nebudou vyuzivat v Zadném ohledu
jakékoli sluzby jednotlivcd nebo sdruzeni,
které jsou zbaveny prava nebo prohlaseny
za  nezpusobilé  provadét  klinicka
hodnoceni na zaklad¢ jakychkoli zakont ¢i
predpist. Jestlize se Zdravotnické zatfizeni
nebo Zkousejici dozvi o skute¢ném nebo
hrozicim zbaveni prava nebo o skute¢ném
¢i  hrozicim prohldSeni nezpuUsobilosti
nékterych  jednotlived nebo sdruzeni,
bezodkladn¢ o tom bude informovat
Zadavatele.

14. OPATRENI PROTI PODPLACENI A

KORUPCI.

Zadavatel a CRO podléhaji Zakonu USA o

Foreign Corrupt Practices Act of 1977, as amended. korup¢nich praktikdch v zahrani¢i (US Foreign
Further, the Sponsor is subject to Section 6002 of Corrupt Practices Act) z r. 1977 v platném znéni.

the U.S. Affordable Care Act, better known as the
Sunshine Act, as well as the requirements of the
European Federation of Pharmaceuticals Industries
and Association (EFPIA) Disclosure Code.
Accordingly, Sponsor and CRO require the
following:

The Institution and Investigator (as parties to this
Agreement) shall abide by all laws of the Czech

Zadavatel dale podléha § 6002 Zakona USA o
dostupné zdravotni péci (US Affordable Care Act),
ktery je 1épe znamy jako Sunshine Act, a také
pozadavkiim kodexu o zpfistupiiovani informaci
Evropské federace farmaceutickych spolecnosti a
asociaci (EFPIA). V souladu s tim Zadavatel a CRO
vyzaduji nasledujici:

Zdravotnické zafizeni a ZkouSejici (jako smluvni
strany této Smlouvy) by méli dodrZzovat vSechny
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Republic and such laws that affects them. If any
activity of the Institution and Investigator is
inconsistent with the requirements of
European  Federation of  Pharmaceuticals
Industries and Association (EFPIA) Disclosure
Code, then the Sponsor and CRO shall be obliged
to draw attention to this fact and the Institution
and Investigator, within their limits drawn to
them by the laws of the Czech Republic, will
bring the matter into line with the EFPIA.

(a) The Institution certifies that neither it nor
Principal Investigator shall use their
powers or their real or potential influence
to improperly or unlawfully influence a
decision, an act, an action or an omission
with respect to the activities of Sponsor or
CRO.

(b) In the event of a conflict of interest or the
risk of a conflict of interest, Institution
agrees, and shall ensure that Principal
Investigator agrees, not to improperly or
unlawfully participate in any duties or
tasks of any official position held when
the duty or task relates to the activities of
Sponsor or CRO.

The Institution certifies that neither it nor
Principal Investigator shall offer or
provide any payment, gift or anything of
value, either directly or indirectly, to any
government official, including public
officials, agents or employees of a public
administration, persons acting on behalf
of any of the foregoing, or any person
responsible for a mission of public

(©)

services or an  elected  office,
representatives of any political party,
candidates for public office,

representatives of other businesses or
persons acting on behalf of any of the
foregoing, for the purpose of improperly
or unlawfully influencing decisions, acts
or omissions, with respect to the activities
of Sponsor or CRO.

the jakakoliv

pravni piedpisy Ceské republiky a takové pravni
predpisy, které na né dopadaji. Pokud bude
¢innost  Zdravotnického zafizeni a
Zkousejictho v rozporu s pozadavky kodexu o
zptistupnovani  informaci  Evropské federace
farmaceutickych spolecnosti a asociaci (EFPIA),
pak jsou Zadavatel a CRO povinni na tuto
skutecnost upozornit a Zdravotnické zafizeni a
Zkousejici v rdmci svych moznosti, ulozenych jim
pravnimi  piedpisy Ceské republiky, uvedou
skute¢nost do souladu s EFPIA.

(a) Zdravotnické zatizeni potvrzuje, ze ani
ono, ani Hlavni zkousSejici nevyuziji svou
moc ani svlj skute¢ny nebo mozny vliv k

nepatfi¢énému nebo nezakonnému
ovlivnéni rozhodnuti, konani, ¢inu nebo
opomenuti  tykajicich se  ¢innosti

Zadavatele nebo CRO.

(b) V ptipad¢, kdy dojde ke konfliktu zajmu
nebo riziku konfliktu zajmu, Zdravotnické
zafizeni souhlasi - a =zajisti souhlas
Hlavniho zkousejiciho - s tim, Ze se
nebude nepatficne€ nebo nezakonné podilet
na povinnostech ¢i ukolech v zastavané
ufedni funkci, pokud se tato povinnost ¢i
ukol tyka cinnosti Zadavatele nebo CRO.

(c) Zdravotnické zafizeni potvrzuje, ze ani

ono, ani Hlavni zkouS$ejici nenabidne ani

neposkytne Zzadnou platbu, dar nebo
hodnotnou véc, at’ piimo nebo nepiimo,

zadnym  vladnim  Cinitelim  vcetné
vefejnych  Cinitelli, zadstupci  nebo
zaméstnancli  vefejné spravy, osobam

jednajicim jménem ptedeslych osob, ani
zadnym  osobam  odpovédnym  za
poskytovani vetejnych sluzeb nebo vykon
volené funkce, zastupcum jakékoli
politické strany, kandidatim na vefejné
funkce, zastupciim jinych spole¢nosti ani
osobam jednajicim jménem pfedesSlych
osob, za ucéelem nepatiicného nebo
nezakonného ovlivnéni rozhodnuti,
konani nebo opomenuti tykajicich se
¢innosti Zadavatele nebo CRO.
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15. ASSIGNABILITY.

Site may not assign any of its rights or delegate any
performance under this Agreement, voluntarily or
involuntarily, whether by merger, consolidation,
dissolution, operation of law, or any other manner
except with the prior written consent of Sponsor,
and any purported assignment or delegation without
Sponsor’s written consent is void.

16. NOTICES.

With the exception of Study funds paid by
Sponsor pursuant to Section 2 hereof, all notices
required or permitted to be given under this
Agreement shall be in writing and shall be (a)
delivered personally, (b) sent by certified mail, or
(c) sent by a nationally-recognised courier
guaranteeing next-day delivery, to the recipients
below. The parties agree that changes to the
addresses below for receipt of notices under this
Section may be effected by a letter signed by the
relevant party and does not require an amendment
to this Agreement signed by all parties:

If to CRO:

Pharmaceutical Research Associates CZ, s.r.o.
C/O Pharm Research Associates (UK) Ltd
500 South Oak Way, Green Park

Reading, Berkshire, RG2 6AD

United Kingdom

Attention: Director of Global Contracts

If to the Institution:
Fakultni nemocnice Ostrava
Clinical Trial Department
17. listopadu 1790
Ostrava - Poruba 708 52
Czech Republic

Attention:

If to the Investigator:
Fakultni nemocnice Ostrava

15. POSTOUPENI.

Regitelské centrum neni opravnéno postoupit sva
prava ani delegovat néjaké vykony dobrovolné ¢i
nedobrovolné, at’ jiz na zakladé fuze, slouceni,
zruseni, pusobenim prava nebo jakymkoli jinym

zplisobem vyjma s predchozim pisemnym
souhlasem Zadavatele a jakékoli domnélé
postoupeni nebo delegovani bez pisemného

souhlasu Zadavatele je neplatné.

16. OZNAMOVANI.

S vyjimkou prostredkd na provadéni studie,
které uhradi Zadavatel v souladu s c¢asti 2 této
Smlouvy, musi byt veskera oznameni, ktera maji
nebo mohou byt podavéana podle této Smlouvy, v
pisemné formé€ a musi byt (a) doruceny osobné, (b)
zaslany postou jako doporucend zasilka nebo (c)
zaslany celostatné uznavanou kuryrni sluzbou
zaruCujici doruCeni nésledujiciho dne, a to
pfijemcim uvedenym nize. Smluvni strany se
dohodly, ze zmény adres uvedenych nize pro piijem
oznameni dle této casti mohou byt sd¢leny dopisem
podepsanym  piisluSnou smluvni stranou a
nevyzaduji dodatek k této Smlouvé podepsany
vSemi smluvnimi stranami:

If to CRO:

Pharmaceutical Research Associates CZ, s.r.o.
C/O Pharm Research Associates (UK) Ltd
500 South Oak Way, Green Park

Reading, Berkshire, RG2 6AD

United Kingdom

K rukam: Director of Global Contracts

Pokud jsou urc¢eny pro Zdravotnické zafizeni:
Fakultni nemocnice Ostrava

Centrum klinickych studii

17. listopadu 1790

Ostrava - Poruba 708 52

Ceska republika

K rukém:

Pokud jsou ur¢eny pro Zkousejiciho:
Fakultni nemocnice Ostrava
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Hematooncology Clinic

17. listopadu 1790

Ostrava - Poruba 708 52

Czech Republic

Attention: prof. MUDr. Roman Hajek, CSc.

If to the Sponsor:

Astex Pharmaceuticals, Inc.
4420 Rosewood Dr., Suite 200
Pleasanton, CA 94588
Attention:

Email:

17. USE OF NAMES.

The Institution and Investigator shall not
use the name, symbols and/or trademarks of CRO
or the Sponsor in any form of publicity in
connection with the Study wunless explicitly
approved by CRO or the Sponsor in advance.
Institution and Investigator agree that, in
accordance with applicable law, Sponsor may make
public the amount of funding provided hereunder
for the conduct of the Study and may identify
Institution and Investigator as part of this
disclosure.

18. WAIVER: SEVERABILITY.

No waiver of any term or condition of this
Agreement whether by conduct or otherwise in any
one or more instances shall be deemed to be or
construed as a further or continuing waiver of such
term or condition, or of any other term or condition
of this Agreement. If any terms or conditions of this
Agreement are held to be invalid, illegal or
unenforceable the remaining terms and conditions
contained herein shall not be affected.

19. ENTIRE AGREEMENT: EXHIBITS;
COUNTERPARTS.

This Agreement, including the Exhibits

Klinika hematoonkologie

17. listopadu 1790

Ostrava - Poruba 708 52

Ceska republika

K rukam: prof. MUDr. Roman Hajek, CSc.

Pokud jsou ur¢eny pro Zadavatele:
Astex Pharmaceuticals, Inc.

4420 Rosewood Dr., Suite 200
Pleasanton, CA 94588

K rukam:

Email:

17. UZIVANI NAZVU.

Zdravotnické zatizeni a ZkousSejici nejsou
opravnéni pouzivat v jakékoli formé publicity v
souvislosti se studii nazev, symboly, pfipadné
ochranné znamky CRO nebo Zadavatele, pokud to
vyslovn¢ pfedem CRO nebo Zadavatel neschvali.
Zdravotnické zatizeni a Zkousejici souhlasi s tim,
ze v souladu s platnymi predpisy mize Zadavatel
zvefejnit  vysi  prostiedkli  poskytnutych na
provadéni studie na zaklade¢ této Smlouvy, a v rdmci
tohoto zvefejnéni mize identifikovat Zdravotnické
zafizeni a Zkousejiciho.

18. VZDANI SE PBAV, ODDELITELNOST
USTANOVENI.

Z4dné  prominuti  splnéni  né&kterych
podminek nebo ustanoveni této Smlouvy, at’ uz
jednanim nebo jinak, se nepovazuje nebo nebude
vykladano jako dalsi nebo trvalé prominuti
takovych podminek nebo jinych podminek dle této
Smlouvy. V ptfipadé¢ Ze nékteré podminky nebo
ustanoveni této Smlouvy se stanou neplatnymi,
nicotnymi, nezdkonnymi nebo nevynutitelnymi v
jakémkoli smyslu, potom platnost, zakonnost a
vynutitelnost zbyvajicich podminek a ustanoveni
obsazenych v této Smlouvé nebude dotcena nebo
timto naruSena.

19. UPLNOST SMLOUVY. PRILOHY,

VYHOTOVENI.

Tato Smlouva, vcetné¢ ptiloh, zakladd tplnou

attached hereto, constitutes the full understanding of dohodu smluvnich stran ohledné pfedmétu Smlouvy
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the parties with respect to the subject matter hereof
and a complete and exclusive statement of the terms
of their agreement, and no terms, conditions,
understanding or agreement purporting to amend,
modify, vary or waive the terms of this Agreement
shall be binding unless made in writing and signed
by an authorised representative of each party hereto.
This Agreement and any amendment hereto may be
executed in several counterparts, each of which
shall be deemed an original but taken together shall
constitute one and the same instrument.

20. CONTINUING OBLIGATION;

a uplné vyjadieni podminek jejich ujednéni, a Zadné
podminky, ujednani ani dohody, o kterych se ma za
to, ze dopliuji, méni, upravuji nebo promijeji
podminky této Smlouvy, nejsou platné, ledaze jsou
v pisemné formé a podepsané zmocnénymi zastupci
smluvnich stran. Tato Smlouva a veSkeré jeji
dodatky mohou byt wuzavieny v nékolika
vyhotovenich, z nichz se kazdé vyhotoveni
povazuje za original, ale které spolecné zakladaji
jeden a tentyz dokument.

20. TRVALE ZAVAZKY, PLATNOST

SURVIVAL OF PROVISIONS.

Except as otherwise specifically provided
herein, termination of this Agreement shall not
relieve any party hereto from any obligation under
this Agreement that accrued or arose from facts and
circumstances in existence prior thereto. In addition,
the provisions of this Agreement that by their nature
contemplate continuing obligations shall survive
expiration or termination of this Agreement.

21. GOVERNING LAW.

This Agreement shall be governed by the
laws of the Czech Republic.

The governing language of this Agreement
shall be Czech language. A Certificate of
Translation is attached as Exhibit C to this
Agreement that confirms accuracy of Czech
language to the English language version.

Any dispute or controversy arising out of,
relating to or associated with any interpretation,
construction, performance or breach of this
Agreement, that the Parties fail to resolve by means
of a mutual agreement, will be addressed by the
relevant court of the Czech Republic.

22. CONFLICT OF INTEREST

Sponsor and Investigator declare that without
Institution’s approval, they will not enter into any
legal relationship between them, regardless of
whether is connected to this Study. The Parties

USTANOVENI.

Pokud neni v této Smlouve konkrétné
uvedeno jinak, zdnikem této Smlouvy neni zadna
smluvni strana osvobozena od svych zavazkii podle
této Smlouvy, které vznikly nebo vyplynuly ze
skuteCnosti a okolnosti existujicich pred jejim
zanikem. Mimo to, ustanoveni této Smlouvy, které
ze své povahy dopliuji pretrvavajici zavazky, plati i
po uplynuti platnosti nebo po zaniku této Smlouvy.

21. ROZHODNE PRAVO.

_Rozhodnym pravem pro tuto Smlouvu je
pravo Ceské republiky.

Rozhodnym jazykem této Smlouvy bude
Cesky jazyk. Osvédceni o piekladu, ptiloZzené k této
Smlouvé jako Priloha C, doklada ptesnost piekladu
z Ceské verze do anglického jazyka.

Jakékoliv rozepte a sporné otazky vzniklé z
jakéhokoliv vykladu, konstrukce, plnéni nebo
poruSeni této smlouvy nebo v souvislosti s nimi,
které neni mozné urovnat vzajemnou dohodou
smluvnich stran, budou feSeny prostiednictvim
piislusného soudu Ceské republiky.

22. STRET ZAJMU.

Zadavatel a zkousSejici prohlasuji, Zze mezi sebou
neuzaviou zadny pravni vztah bez ohledu na to,
zda se vztahuje k této Studii, aniz by s tim
Zdravotnické zatizeni vyjadrtilo souhlas. Smluvni
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hereby represent that there is no conflict of interest
on their parts, financial or non-financial, that would
impede due conduct of the clinical trial in
accordance with generally applicable regulations
and regulatory requirements (particularly Good
Clinical Practice).

strany timto prohlaSuji, Ze z jejich strany
neexistuje zadny stfet zajmd financéni Ci
nefinanéni povahy, ktery by branil fadné
realizaci Studie v souladu s obecné platnymi
predpisy a regula¢nimi pozadavky (zejména se
spravnou klinickou praxi).

SIGNATURES APPEAR ON FOLLOWING PODPISY JSOU NA NASLEDUJICi STRANE
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IN WITNESS WHEREOQOF, the parties NA DUKAZ TOHO i4dné zmocnéni
have caused this Agreement to be executed by their zastupci smluvnich stran podepsali tuto Smlouvu
duly authorised representatives on the date(s) dne, jak je uvedeno dale, ale s Ucinnosti pro
indicated below, but effective for all purposes as of vSechny ucely k datu ti¢innosti.
the Effective Date.

ASTEX PHARMACEUTICALS, INC.

By / Podpis:

Name / Jméno:

Title / Funkce:

Date / Datum:

FAKULTNI NEMOCNICE OSTRAVA

By / Podpis:

Name / Jméno: MUDr. Josef Srovnal
Title / Funkce: Assistant Director for Therapeutic Care / Naméstek teditele pro 1écebnou péci

Date / Datum:

PROF. MUDR. ROMAN HAJEK, CSC.

By / Podpis:

Name / Jméno: prof. MUDr. Roman Hajek, CSc.
Title / Funkce: Principal Investigator / Hlavni zkousejici

Date / Datum:
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