CLINICAL TRIAL AGREEMENT
Protocol # ONT-380-206

This Clinical Trial
between and among

Agreement (“Agreement”)

Cascadian Therapeutics, Inc., with registered
offices in the United States of America at 3101
Western Avenue, Suite 600, Seattle, WA 98121,
TAX ID number: 26-0868560 ("Sponsor™)

and

Vseobecna fakultni nemocnice v Praze with a
place of business at U Nemocnice 499/2, 128 08
Prague 2; CRN: 00064165; VAT: CZ 00064165;
represented by Dana Juraskova, M.Sc., Ph.D., MBA
— director (“Institution’)

and

head of the VFN’s Oncology Clinic, U Nemocnice
499/2, 128 08 Prague 2 (“Investigator™)

The “Agreement” is effective as of date of last
signature ("Effective Date"), when signed by all
Parties, and becomes applicable on the day that it is
published in the Register of Contracts ("Effective
Date").

Sponsor and Institution and Investigator are
hereinafter each referred to as "Party" and
collectively as the "Parties".

Sponsor is conducting a global multi-centre,
randomized, double-blind, controlled study of its
investigational medicinal product, tucatinib (ONT-
380), under Protocol No. ONT-380-206
(“Protocol”) entitled, ‘“Phase 2 Randomized,
Double-Blinded, Controlled Study of tucatinib vs.
Placebo in Combination with Capecitabine and
Trastuzumab  in  Patients with  Pretreated
Unresectable Locally Advanced or Metastatic
HER2+ Breast Carcinoma (HER2CLIMB) “Multi-
Centre Study”) under a U.S. Investigational New
Drug (“IND”) application. Institution and
Investigator are experienced in clinical trials, and
Sponsor desires that Institution and Investigator
participate, and they desire to participate, in the
Multi-Centre Study as one of the study sites. In this
Agreement, the term “Trial” means the part of the
Multi-Centre Study which will be performed at

SMLOUVA O KLINICKEM HODNOCENI
Protokol # ONT-380-206

Tato Smlouva o klinickém hodnoceni (dale
,,smlouva‘*) se uzavira mezi
Cascadian Therapeutics, Inc. se sidlem ve

Spojenych statech americkych na adrese 3101
Western Avenue, Suite 600, Seattle, WA 98121,
DIC: 26-0868560 (dale ,,zadavatel*)

a

Vseobecna fakultni nemocnice v Praze se sidlem na
adrese U Nemocnice 499/2, 128 08 Praha 2; IC:
00064165; DIC: CZ 00064165; zastoupena Mer.
Danou Juraskovou, Ph.D., MBA, feditelkou (dale

,,zdravotnické zafizeni®)

a

prednosta Onkologické kliniky VFN, U Nemocnice
499/2, 128 08 Praha 2 (dale ,,zkousejici).

Smlouva v vstupuje platnost v den, kdy ji podepsala
posledni strana, a nabyva ucinnosti dnem jejiho
uvefejnéni v registru smluv (dale ,,datum ucinnosti‘).

Zadavatel a zdravotnické zafizeni a zkousSejici jsou
dale jednotlivé oznaceni jako ,,strana“ a spole¢né jako
,,Strany*,

Zadavatel provadi globalni multicentrickou, dvojité
zaslepenou, kontrolovanou studii hodnoceného
lé¢ivého pripravku tucatinib (ONT-380), v ramci
protokolu ¢. ONT-380-206 (dale ,,protokol”) s
nazvem, ,,Faze 2, randomizovana, dvojit¢ zaslepena,
kontrolovana studie ptipravku tucatinib vs. placebo v
kombinaci s piipravky capecitabine a trastuzumab u
pacientl s predléCenym neresekovatelnym lokalné
pokrocilym nebo metastatickym HER2+ karcinomem
prsu (HER2CLIMB)“ (dale ,,multicentricka studie®)
na zakladé zadosti o hodnoceni nového 1é¢iva podané
ve Spojenych statech americkych (Investigational
New Drug, dale ,,IND*). Zdravotnické zafizeni a
zkousejici maji zkusSenost s klinickymi hodnocenimi
a zadavatel ma zajem, aby se zdravotnické zatizeni a
zkousejici zOcastnili, a oni maji zadjem se zacastnit
multicentrické studie coby jedno ze studijnich
pracovist. Pojem ,hodnoceni® v této smlouvé
znamena tu ¢ast multicentrické studie, kterd bude
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Institution  (Onkologicka klinika) under the

supervision and direction of the Investigator -
I - o

Protocol and subject to the terms of this Agreement.

By separate agreement, Sponsor has engaged
Novella Clinical LLC, a contract research
organization, with a principal place of business in
the United States at Perimeter Park Drive,
Morrisville, NC 27560 USA and its affiliates and
subsidiaries (together “CRO”) acting as an
independent contractors, to act on behalf of Sponsor
for the purposes of performing certain activities in
connection to this Agreement, including assisting
Sponsor with the management of the European
clinical trial sites participating in the Multi-Centre
Study. To conduct the Multi-Centre Study in the
European Economic Area, Sponsor also has, under a
separate agreement, appointed Canary Wharf Life
Sciences 01, Ltd, a company registered under the
laws of England, with its registered office situated at
Biopark — Broadwater Road — Welwyn Garden City
— Hertfordshire — AL73AX — United Kingdom
(hereinafter, “Canary Wharf”), as an independent
contractor, to act as Sponsor’s legal representative
in relation to the Multi-Centre Study for purposes of
the EU Clinical Trials Directive (defined below),
and Canary Wharf has accepted the appointment.

The parties agree as follows:

1. Investigators and Institution Personnel.

1.1 Investigator. The Investigator will be
responsible for the personal oversight and direction
of the Trial and will have all obligations of an
“investigator” in the clinical study of an
investigational medicinal product under Applicable
Law (defined below), the Protocol and Sponsor’s
instructions.

1.2 Institution Personnel. Investigator and
Institution will ensure that all individuals including
Investigator, any sub-investigators, Trial staff and/or
any individuals acting directly or indirectly on
behalf of Institution or Investigator in the
performance of this Agreement and/or the Trial
(together “Institution Personnel”) are appropriately
trained and qualified to perform their services and
activities. Investigator will be responsible for direct
supervision of and the conduct of all Institution
Personnel.

provedena ve zdravotnickém zatizeni (Onkologickd
klinika) pod dohledem a fizenim zkousejiciho i
v souladu s
protokolem a ktera bude podléhat podminkam této
smlouvy.

Zadavatel v ramci samostatné smlouvy najal
spolec¢nost Novella Clinical LLC, smluvni vyzkumnou
organizaci s hlavnim sidlem ve Spojenych statech na
adrese Perimeter Park Drive, Morrisville, NC 27560
USA a jeji pobocky a dcefiné spolecnosti (dale
spole¢né ,,smluvni vyzkumna organizace®) jednajici
coby nezavisli dodavatelé¢, aby jednala jménem
zadavatele pii vykonu urcitych ¢innosti souvisejicich s
touto smlouvou vcetné pomoci zadavateli s fizenim
evropskych pracovist’ klinického hodnoceni, ktera se
ucastni multicentrické studie. Za ucelem provedeni
multicentrické studie v Evropském hospodarském
prostoru zadavatel v ramci samostatné smlouvy rovnéz
jmenoval Canary Wharf Life Sciences 01, Ltd,
spolecnost registrovanou v souladu s anglickym
pravem se sidlem na adrese Biopark — Broadwater
Road — Welwyn Garden City — Hertfordshire —
AL73AX — Spojené kralovstvi (dale ,,Canary
Wharf) nezavislym dodavatelem, aby v souvislosti s
multicentrickou studii pro ucely smémice EU o
klinickém hodnoceni (definovana nize) jednala coby
zadavatelv zdkonny zastupce podle této evropské
smérnice, a Canary Wharf toto jmenovani ptijala.

Strany se dohodly nasledovné:

1. ZkouSejici a persondl zdravotnického zafizeni.

1.1  ZkouSejici. ZkouSejici bude odpovédny za
dohled nad personalem a za fizeni hodnoceni a bude
mit v8echny zavazky ,,zkousejiciho® v klinické studii
hodnoceného 1é¢ivého piipravku v ramci platnych
zakonli (nize vymezenych), protokolu a pokyni
zadavatele.

1.2 Persondl zdravotnického zatizeni. Zkousejici a
zdravotnické zafizeni zajisti, aby vSechny osoby
veetné  zkousejiciho, vSech  spoluzkousejicich,
personalu hodnoceni anebo osob jednajicich piimo ¢i
nepfimo jménem zdravotnického zafizeni nebo
zkouSejictho pii  vykonu této smlouvy nebo
hodnoceni (dale spolecné ,,persondl zdravotnického
zatizeni‘) byly fadné vySkoleny k vykonu svych
sluzeb a cinnosti. Zkousejici bude odpoveédny za
pfimy dohled a vedeni veskerého personalu
zdravotnického zafizeni.
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1.3  Obligations of Institution and Investigator.
Institution and Investigator shall perform and shall
cause Institution Personnel to perform the Trial in
accordance with this Agreement, Applicable Law,
Institution policies, the Protocol, the Informed
Consent Form and Sponsor’s written instructions.
Institution and Investigator are entitled to refuse to
comply with Sponsor’s instructions if these are
contrary to Applicable Law, the Protocol, the
authorisation provided by the State Institute for
Drug Control or the approval by the responsible
Independent Ethics Committees, contrary to good
clinical practice or it can be reasonably presumed
that their fulfilment would present disproportionate
increase of health risks for Trial Subjects or risk of
damage to the Institution’s property, or it could be
reasonably presumed that their fulfilment would
entail costs incurred by the Institution not forseen by
this Agreement, or if the Institution may fulfil these
instructions only with disproportionate difficulties.
Institution and Investigator shall ensure that all
Institution Personnel are informed of and agree to
abide by the terms of this Agreement. Institution
and Investigator are responsible and primarily liable
to Sponsor for the compliance by all Institution
Personnel with the terms of this Agreement. In this
Agreement, “Applicable Law” means all applicable
European Union ("EU") laws, Czech Republic
national laws, rules, regulations, declarations,
requirements,  directives, detailed  guidance,
guidelines, and policies that apply to or govern the
conduct of the Trial under this Agreement, including
but not limited to Directive 2001/20/EC on the
approximation of the laws, regulations and
administrative provisions of the Member States
relating to the implementation of good clinical
practice in the conduct of clinical trials on medicinal
products for human wuse (the "Clinical Trial
Directive") Commission Directive 2005/28/EC
laying down principles and detailed guidelines for
good clinical practice as regards investigational
medicinal products for human use, the related
national  implementing laws, all relevant
International Conference on Harmonization Good
Clinical Practice (“ICH GCP”) guidelines and
standards, as amended from time to time, the
provisions of the World Medical Association’s
Declaration of Helsinki, the Act No. 378/2007 Coll.,
on Pharmaceuticals, the Decree No. 226/2008 Coll.,
on the Good Clinical Practice and Detailed
Conditions of Clinical Trials on Medicinal Products
as amended, act No. 89/2012 Coll., the Civil Code
as amended, and, because the Multi Centre Study is

1.3 Zéavazky zdravotnického zafizeni a
zkousSejiciho. Zdravotnické zafizeni a zkousSejici
budou provadét hodnoceni a zajisti, aby personal

zdravotnického zafizeni provadél hodnoceni v
souladu s touto smlouvou, platnymi pravnimi
predpisy, zasadami  zdravotnického  zafizeni,

protokolem, formuldfem informovaného souhlasu a
pisemnymi pokyny zadavatele. Zdravotnické zafizeni
a Zkousejici jsou opravnéni odmitnout plnéni pokynti
Zadvatele, pokud jsou tyto v rozporu s pravnimi
predpisy, Protokolem, povolenim Staniho tstavu pro
kontrolu 1éCiv nebo souhlasnym stanoviskem
prislusnych etickych komisi, spravnou klinickou
praxi, nebo Ize odivodnéné piedpokladat, ze jejich
plnéni by predstavovalo neumérné zvySeni
zdravotniho rizika pro subjekty hodnoceni nebo
riziko Skody na majetku zdravotnického zafizeni,
nebo lze odivodnéné predpokladat, ze jejich plnéni
by znamenalo vznik nédkladi na  strané
zdravotnického zafizeni neptedpokladanych touto
smlouvou nebo je plnéni téchto pokynii pro
zdravotnické  zafizeni  proveditelné jen s
nepfiméfenymi obtizemi. Zdravotnické zafizeni a
zkousejici  zajisti, = aby  veSkery  personal
zdravotnického  zafizeni byl informovany o
podminkach této smlouvy a souhlasil s jejich
dodrzovanim. Zdravotnické zatizeni a zkousejici jsou
vuci zadavateli primarné odpovédni za to, Ze veSkery
personal zdravotnického zafizeni dodrzuje podminky
této smlouvy. ,,Platné zakony* v této smlouvé
znamenaji veskeré platné pravni piedpisy, Evropské
unie (,,EU*) a Ceské republiky, jakoZ i jina pravidla,
predpisy, prohlaseni, pozadavky, smérnice, podrobné
pokyny, zasady a politiky, které se vztahuji k fizeni
nebo vykonu hodnoceni v ramci této smlouvy, mimo
jiné vcetné smeérnice 2001/20/ES o sblizovani
pravnich a spravnich predpisit cClenskych stati
tykajicich se uplatiovani spravné klinické praxe pfi
provadéni klinickych hodnoceni humannich 1écivych
ptipravktl (,,smérnice o klinickém hodnoceni),
smeérnice Komise 2005/28/ES, kterou se stanovuji
zasady a podrobné pokyny pro spravnou klinickou
praxi tykajici se hodnocenych humannich 1é¢ivych
ptipravkl, souvisejicich vnitrostatnich provadécich
predpisti, vSech piislusnych smérnic a norem
Mezinarodni konference pro harmonizaci spravné
klinické praxe (,,JICH GCP*), ve znéni pozd&jsich
predpisti, ustanoveni Helsinské deklarace Svétové
lékarské organizace, zakona o 1é¢ivech ¢. 378/2007
Sb., o IéCivech, ve znéni pozdéjsich predpisi,
vyhlasky ¢. 226/2008 Sb., o spravné klinické praxi a
bliz§ich podminkach klinického hodnoceni 1é¢ivych
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being conducted under a U.S. IND, any other
relevant laws or regulations of which (and the
relevant obligations) Sponsor notifies the Institution
in writing. “Applicable Law” also includes any of
the foregoing relating to ethical business conduct
(including antibribery laws), Regulation 2016/679
on the protection of natural persons with regard to
the processing of personal data and on the free
movement of such data, and repealing Directive
95/46/EC (the "GDPR"), the Act No. 101/2000
Coll., on Protection of Personal Data, and also
includes the requirements and conditions of approval
of the applicable Independent Ethics Committee
(defined below), and the policies and procedures of
Institution. As above stated “Applicable Laws” may
be in future amended or replaced, “Applicable
Laws” shall include also this future legislation. All
Parties are obliged to comply with the Applicable
Laws.

1.4 Sponsor's undertakings The Sponsor hereby
represents and warrants that all information
submitted for the purposes of conducting the study
(including the Protocol) is complete and accurate for
the purpose of conducting the clinical trial. The
Sponsor undertakes to notify the Institution, without
delay, of completion of the Study (whether early or
as scheduled). The Sponsor shall also be required to
notify the Institution without delay, if the State
Institute for Drug Control suspends or prohibits
performance of the Study or in the event of
withdrawal of the ethics committees' favorable
opinion (permanently or temporarily). The Sponsor
shall also be required to notify the Institution
without delay of any facts that may have an adverse
effect on the health or safety of the Trial Subjects,
or may affect continued performance of the Study,
including information arising from performance of
the Study at other trial sites, and shall be required to
notify the Institution of any suspected adverse
effects of the investigational medicinal product that
have been reported to the Sponsor.

1.5 U.S. IND Requirements. Because the Multi-
Centre Study is being conducted under a U.S. IND,
Institution and Investigator agree to provide such
information and documents as Sponsor may
reasonably require for Sponsor to comply with the
requirements of the U.S. Food and Drug
Administration (“FDA”). Information will be
provided via forms that the Sponsor is obliged to
provide..

pripravki, ve znéni pozdéjSich predpisii, zdkona ¢.
89/2012 Sb., oblansky zakonik, ve znéni pozdéjsich
predpisti a protoze se multicentricka studie provadi
na zakladé IND podané ve Spojenych statech,
jakychkoliv jinych pfislusnych zakonl a ptedpist, o
nichz (jakoz i z nich vyplyvajicich povinnosti)
zadavatel pisemné informoval zdravotnické zatizeni.
,,Platné zakony* zahrnuji také vSechny vySe uvedené
ve vztahu k etickému obchodnimu chovani (vcetné
protikorupénich  zékond), nafizeni 2016/679 o
ochrané fyzickych osob v souvislosti se zpracovanim
osobnich daji a o volném pohybu téchto udaji a o
zruSeni smérnice 95/46/ES (,,GDPR®), zakon ¢.
101/2000 Sb., o ochrané osobnich daji, a zahrnuji
rovnéz pozadavky a podminky schvaleni pfislusné
nezavislé etické komise (nize vymezené) a zasady a
postupy zdravotnického zafizeni. Jelikoz vyse
uvedené “Platné zakony” mohou byt do budoucna
zménény ¢i nahrazeny, zahrnuji “Platné zakony” také
tyto budouci pravni ptredpisy. VSechny smluvni
strany jsou povinny fidit se Platnymi zakony.

1.4  Zéavazky zadavatele Zadavatel prohlasuje, zZe
veskeré informace pfedané pro ucely provadéni
studie (vCetn¢ Protokolu) jsou uplné a spravné pro
ucely provadéni klinického hodnoceni. Zadavatel se
zavazuje neprodlen¢ informovat Zdravotnické
zafizeni o ukonceni studie (pfedCasném nebo v
fadném predpokladaném terminu). Déle je Zadavatel
povinen Zdravotnické zafizeni neprodlené informovat
v piipadé, ze Statni Gistav pro kontrolu 1é¢iv pozastavi
nebo zakaze provadéni studie a dale bude-li
souhlasné stanovisko etickych komisi (docasné nebo
trvale) odvolano. Zadavatel je rovnéz povinen
neprodlené¢ informovat Zdravotnické zafizeni o
veskerych skutecnostech, které mohou nepftizniveé
ovlivnit bezpecnost nebo zdravi subjekti hodnoceni
nebo mit vliv na dal§i provadéni studie, vcetné
informaci vzeSlych ze studie provadéné na jinych
mistech hodnoceni a informovat Zdravotnické
zafizeni o vSech jemu oznamenych podezienich na
nezadouci G¢inky hodnoceného lécivého pripravku.

1.5 Pozadavky na hodnoceni novych Iéfiv ve
Spojenych  statech  americkych.  Protoze se
multicentrickd studie provadi na zakladé Zzadosti o
hodnoceni nového I1é¢iva podané ve Spojenych
statech  americkych, zdravotnické =zafizeni a
zkousejici souhlasi s tim, ze poskytnou takové
informace a dokumenty, jez zadavatel miize
piiméfené pozadovat proto, aby splnil pozadavky
Utadu pro kontrolu potravin a 1é&iv ve Spojenych
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1.6 No Substitution. Institution and Investigator
may not reassign the conduct of the Trial to a
different Investigator without prior written
authorization from Sponsor. If Investigator is unable
to perform the duties required under this Agreement,
Institution and Investigator shall promptly notify the
Sponsor in writing. If a replacement acceptable to
the Sponsor is not available, this Agreement may be
terminated under Section 18.1(c)(2). Any
replacement investigator will be required to agree to
the terms and conditions of this Agreement in a
separate writing.

1.7 Delegation of Duties by Investigator.
Investigator may delegate duties and responsibilities
to Institution Personnel who have relevant
education, training and experience, but only to the
extent permitted by Applicable Law.

1.8 Compliance with Institutional Policies.
Investigator will comply with the internal policies
and procedures of Institution.

1.9 Personal Data of Investigator and Institution
Personnel. Prior to and during the course of the
Trial, Institution and Investigator may provide to
Sponsor personal data relating to the Investigator, or
other members of the Institution Personnel involved
in conducting the Trial, the processing of which
may be subject to Applicable Laws regarding data
protection and privacy.

1.10 Required Notifications. If there are any
notifications required by the laws of the Czech
Republic from the Institution or the Investigator as
part of the clinical trial, the Institution and the
Ivestigator undertake to do so in the clinical trial.
Furthermore, Institution and Investigator warrant
that Institution, Investigator and the Institution
Personnel shall seek and receive all authorizations
by the relevant competent authorities or professional

organizations that may be required by the
Applicable Laws.
2. Protocol. Institution and Investigator will

conduct the Trial in accordance with the Protocol.
The Protocol shall mean the support document
containing the detailed description of the Trial
identified by Protocol number ONT-380-206 and

statech (,,FDA®). Informace budou poskytnuty
prosttednictvim formulaii, za jejichz dodani nese
odpovédnost zadavatel.

1.6 Zadné zastoupeni. Zdravotnické zafizeni a
zkousejici nesméji bez piredchoziho pisemného
opravnéni zadavatele zadat provedeni hodnoceni
jinému zkousejicimu. Jestlize zkousejici neni schopen
plnit povinnosti pozadované touto smlouvou,
zdravotnické zafizeni a zkouSejici o tom okamzité
pisemné uvédomi zadavatele. Jestlize neni dostupna
nahrada piijatelna pro zadavatele, tato smlouva mize
byt ukoncena podle casti 18.1(c)(2). Jakykoliv
nahradni zkouSejici bude muset souhlasit s
podminkami této smlouvy na jejim samostatném
pisemném vyhotoveni.

1.7  Pfeneseni povinnosti zkouSejicim. Zkousejici
mize prenést povinnosti a odpoveédnost na personal
zdravotnického zafizeni, jenZ ma odpovidajici
vzdélani, skoleni a zkuSenost, ale pouze v rozsahu,
ktery povoluji platné zakony.

1.8 Soulad se zasadami zdravotnického zafizeni.
Zkousejici bude dodrzovat interni zasady a postupy
zdravotnického zafizeni.

1.9 Osobni tdaje zkouSejicitho a personalu
zdravotnického zafizeni. Pfed hodnocenim a v
pribéhu hodnoceni mohou zkousejici a zdravotnické
zafizeni poskytnout zadavateli osobni udaje tykajici
se zkouSejiciho nebo jinych ¢lentt personalu
zdravotnického zatizeni, ktefi se ucastni provadeéni
hodnoceni, pfi¢emz zpracovani téchto osobnich tdaji
bude podléhat platnym zakonim s ohledem na
ochranu udajt a na soukromi.

1.10 Pozadovana oznameni. Pokud jsou zakony
Ceské republiky pozadovany od zkousejiciho nebo
zdravotnického  zafizeni v ramci klinického
hodnoceni  jakakoliv oznameni, =zavazuje se
zdravotnické zafizeni a zkouSejici tyto oznameni v
ramci klinického hodnoceni ucinit. Zdravotnické
zafizeni a zkouSejici dale zarucuji, ze zdravotnické
zatizeni, zkouSejici a personal zdravotnického
zatizeni pozadaji a obdrzi vSechna opravnéni od
ptislusnych opravnénych urfadi nebo profesnich
organizaci, jez mohou byt pozadovdna platnymi
zakony.

2. Protokol. Zdravotnické zatizeni a zkouSejici
provedou hodnoceni v souladu s protokolem.
Protokolem se rozumi podpumny dokument, ktery
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entitled Phase 2 Randomized, Double-Blinded,
Controlled Study of tucatinib vs. Placebo in
Combination with Capecitabine and Trastuzumab in
Patients with Pretreated Unresectable Locally
Advanced or Metastatic HER2+ Breast Carcinoma
(HER2CLIMB). The Protocol, as modified from
time to time in writing in accordance with Section
2.1, forms an essential part of this Agreement and is
incorporated as Attachment A.

2.1  Amendments. The Protocol may be modified
only by a written Amendment, agreed to and signed
by Sponsor, Institution and the Investigator. The
Parties acknowledge that Protocol amendments are
also subject to approval by the Ethics Committee
(“IEC”).

2.2 Emergency Deviations; Amendments.
Institution and Investigator shall not change the
manner in which the Protocol is carried out unless
the change is approved in advance by Sponsor and
the responsible IEC, except in the event and to the
extent necessary to eliminate apparent immediate
hazards to the safety of Trial Subject(s) (defined
below), and, in such event, Institution and/or
Investigator will notify Sponsor and the responsible
IEC as soon as practicable but, in any event, no later
than two (2) working days after the change is
implemented.

2.3 No Additional Research. No additional
research may be conducted on Trial Subjects during
the conduct of the Trial, unless it is approved in
advance in writing by Sponsor and documented as a
companion protocol or an amendment to the original
Protocol. Such prohibited research activities include
analyses of biological samples from Trial Subjects
for any non-therapeutic purpose.

2.4 1EC and competent authority. Pursuant to the
Applicable Law, Sponsor shall or shall cause CRO
to obtain the approval of the competent IEC and
obtain the approval of the competent authority
(State Institute for Drug Control). All Parties agree
that the Trial may not commence before:

(i)  apositive vote of the competent IEC pursuant
to the Applicable Law has been issued for the Trial,

(i) the approval of the competent authority
pursuant to the Applicable Law has been obtained,
and

obsahuje podrobny popis hodnoceni, oznaceny ¢islem
protokolu ONT-380-206 a nazvany Faze 2,
randomizovana, dvojit¢ zaslepend, kontrolovana
studie pfipravku tucatinib vs. placebo v kombinaci s
ptipravky capecitabine a trastuzumab u pacientl s
predléCenym neresekovatelnym lokalné pokrocilym
nebo metastatickym HER2+ karcinomem prsu
(HER2CLIMB). Protokol, v¢etné svych pisemnych
uprav v souladu s ¢asti 2.1, tvoii nezbytnou ¢ast této
smlouvy a je do ni zaclenén coby ptiloha A.

2.1  Dodatky. Protokol lze zménit pouze
prostfednictvim pisemnych dodatkti, jez jsou
odsouhlaseny a podepsany zadavatelem,

zdravotnickym zafizenim a zkouSejicim. Strany
potvrzuji, ze dodatky k protokolu rovnéz podléhaji
schvaleni etickou komisi (,,JEC).

2.2  Odchyleni ve stavu nouze, dodatky.
Zdravotnické zafizeni a zkousejici nezméni zpisob,
jakym je protokol provadén, pokud takova zména
neni pfedem schvalena zadavatelem a odpovédnou
IEC, s vyjimkou pfipadli a v rozsahu nutném pro
odstranéni  zjevného bezprostfedniho ohrozeni
bezpecnosti subjektti hodnoceni (nize vymezeném), a
zdravotnické zafizeni anebo zkousejici v takovém
pfipadé¢ uvédomi zadavatele a odpovédnou IEC,
jakmile to bude proveditelné, ale v zadném ptipadé
ne pozdé€ji nez dva (2) pracovni dny poté, co je
zmeéna zavedena.

2.3  Zadny dodateény vyzkum. Na subjektech
hodnoceni nelze béhem provadéni hodnoceni
provadét zadny dodateCny vyzkum, pokud neni
pfedem  pisemné schvalen zadavatelem a
zdokumentovany jako doprovodny protokol nebo
dodatek k ptvodnimu protokolu. Tyto zakazané
¢innosti zahrnuji analyzy biologickych vzorkt od
subjektd hodnoceni pro jakykoliv nelé¢ebny ucel.

2.4  IEC a opravnény utad. Zadavatel v souladu s
platnymi zakony ziskd nebo =zajisti, aby smluvni
vyzkumna organizace ziskala, schvaleni opravnéné
nezavislé  etické komise aziskd  schvaleni
opravnéného ufadu (Statniho ustavu pro kontrolu
1€¢iv). VSechny strany souhlasi, Ze hodnoceni nesmi
byt zahajeno predtim nez:

(1) bylo kladné odhlasovano opravnénou IEC v
souladu s platnymi zakony,

(i)  bylo ziskano schvéleni opravnéného uradu v
souladu s platnymi zdkony, a
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(iii)) the informed consent form ("ICF”) has been
approved by the IEC.

3. Refusal by IEC to provide a position opinion.
If the IEC refuses to provide a positive opinion

concerning the Trial this Agreement will
immediately terminate.

4.,  Trial Conduct. Institution shall provide
appropriate resources and facilities to enable

Investigator and Institution Personnel to conduct the
Trial in a timely and professional manner and in
accordance with the terms of this Agreement.
Institution and Investigator will conduct the Trial at
the Onkologicka klinika. facilities specified in the
Investigator’s  Statement (FDA Form 1572).
Institution and Investigator hereby are authorized to
communicate directly with CRO and other Sponsor
service providers, as directed or instructed by
Sponsor.

5. Sponsor Drug. Sponsor will provide
Institution free of charge with sufficient quantities
of the Sponsor’s investigational medicinal product,
tucatanib that is being studied (“Sponsor Drug”),
placebo, and the standard treatment drugs,
capecitabine and trastuzumab (“Additional Drugs”)
as stipulated under the Protocol. The Sponsor shall
ensure distribution of a consignment of the
Sponsor's investigational medicinal product to the
Institution's pharmacy, where it shall be received
and inspected by the pharmacist responsible (as with
other consignments - i.e., to ensure that they have
not been damaged, in the event of special transport
requirements, whether those requirements have been
met, whereupon receipt of the consignment is
confirmed). The Investigator shall then collect the
investigational medicinal product via a requisition
form and shall be fully responsible for the
investigational medicinal product. The Sponsor shall
be required to provide notification at least 3 working
days in advance of when a consignment will be

delivered to the pharmacy, either || G
]
|

The Sponsor hereby declares that all of the
conditions laid down under Applicable Law for the
manufacture (import) of the investigational
medicinal products supplied and distribution thereof
to the Institution have been met.

The undertakes to  provide the

Sponsor

(i) IEC schvalila formulaf  informovaného
souhlasu (dale ,,ICF*).
3. Odmitnuti IEC vydat souhlasné stanovisko.

Pokud IEC odmitne v souvislosti s hodnocenim vydat
souhlasné stanovisko, tato smlouva bude okamzité
ukoncena.

4. Provedeni hodnoceni. Zdravotnické zafizeni
poskytne odpovidajici zdroje a zafizeni, aby
zkousejicimu a personalu zdravotnického zafizeni
umoznilo provést hodnoceni vcas, profesionalnim
zptusobem a v souladu s podminkami této smlouvy.
Zdravotnické zafizeni a zkouSejici provedou
hodnoceni na Onkologické klinice a zafizenich
uvedenych v prohlaseni zkouSejiciho (FDA 1572).
Zdravotnické zatizeni a zkouSejici jsou timto
opravnéni, aby komunikovali piimo se smluvni
vyzkumnou organizaci a ostatnimi poskytovateli
sluzeb dle fizeni ¢i pokynti zadavatele.

5. Lécivo zadavatele. Zadavatel zdravotnickému
zafizeni bezplatn¢ poskytne dostatené mnozstvi
hodnoceného 1é¢ivého pripravku tucatinib, ktery je
zkouman (dale ,,1é¢ivo zadavatele®), placeba a l1é¢iva
pro standardni [éCbu capecitabine a trastuzumab (dale
,,dodate¢na 1é¢iva”), jak stanovi Protokol. Zadavatel
zajisti distribuci zasilky 1é¢iva zadavatele do 1ékarny
zdravotnického zafizeni, kde je odpoveédny farmaceut
prevezme a zkontroluje (jako jiné zasilky - tzn. neni-
li poskozena, v piipadé zvlastnich pozadavki na
transport, byly-li tyto poZzadavky dodrzeny, pfijem
zasilky potvrdi), nasledné si na zaddanku zkousejici
hodnocené pripravky vyzvedne a je za né plné
zodpovédny. Zadavatel je povinen oznamit do 3
pracovnich dni pfed dodanim, kdy bude zasilka do

Iékarny predana bud'to R

Zadavatel prohlasSuje, ze jsou splnény veSkeré
podminky stanovené Platnymi zakony pro vyrobu
(dovoz) dodavanych hodnocenych produkti a jejich
distribuci do zdravotnického zatizeni.

Zadavatel se zavazuje zajistit hodnocené 1éCivo a
placebo v mnozstvi a casovych intervalech
pottebnych pro fadné provedeni studie.
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investigational medicinal product and the placebo in
the quantities and at the time intervals required for
due performance of the Study.

The Sponsor, as the waste producer, undertakes to
arrange handover of unusable medicinal product to
an authorized party, at its own expense, both during
and after completion of the clinical trial, in
accordance with the provisions of Act No. 185/2001
on Waste, and its implementing regulations.

The Sponsor shall arrange for deliveries to be made
to the following address: OPC, Karlovo nam. 32,
Praha 2, responsible pharmacist

5.1 Custody and Dispensing. Institution and
Investigator will adhere to Applicable Law and
industry standards requiring careful custody and
dispensing of Sponsor Drug, the Additional Drugs
and placebo, as well as appropriate documentation
of such activities.

5.2  Control. Institution and Investigator will
maintain appropriate control of supplies of Sponsor
Drug, the Additional Drugs and placebo and will not
administer or dispense such materials to anyone
who is not a Trial Subject, or transfer or provide
access to such materials to anyone except
Investigator and other Institution Personnel.

5.3 Use. Institution and Investigator will use
Sponsor Drug, the Additional Drugs and placebo
only for the purpose of conducting the Trial as
specified in the Protocol. Any prohibited use of
Sponsor Drug, the Additional Drugs or placebo
constitutes a material breach of this Agreement.

5.4 Ownership of Sponsor Drug. Sponsor Drug
and placebo and all intellectual property rights
relating to or covering Sponsor Drug or placebo are
and remain the sole property of Sponsor. Sponsor
grants Institution and Investigator no express or
implied intellectual property right and/or license in
the Sponsor Drug or placebo or in any methods of
making or using the Sponsor Drug or placebo.

5.5 Payment for Sponsor Drug or Additional
Drugs. Institution and Investigator will not charge a
Trial Subject or third-party payer for Sponsor Drug,
placebo or the Additional Drugs or for any services
reimbursed by Sponsor under this Agreement for the

Zadavatel se jako ptivodce odpadu zavazuje, Ze zajisti
na vlastni naklady, jak v priibéhu, tak i po skonceni
klinického  hodnoceni, pfeddni nepouzitelného
lécivého pripravku opravnéné osobé v souladu
s ustanovenimi zak. ¢. 185/2001 Sb., o odpadech a
jeho provadécimi predpisy v platném znéni.

Zadavatel zajisti dodavku na adresu: OPC, Karlovo
nam. 32, Praha 2, odpovédny farmaceut | Gz

5.1  Uchovavani a vydavani. Zdravotnické zatizeni
a zkousSejici budou dodrzovat platné zakony a
primyslové  standardy, jez pozaduji peclivé
uchovavani a  vydavani léciva  zadavatele,
dodate¢nych 1éCiv a placeba, stejné jako nalezitou
dokumentaci téchto ¢innosti.

5.2  Kontrola. Zdravotnické zatfizeni a zkousSejici
budou provadét odpovidajici kontrolu dodavek 1é¢iva
zadavatele, dodate¢nych 1€¢iv a placeba a nepodaji
ani nevydaji tyto materidly nikomu, kdo neni
subjektem hodnoceni, ani k nim nepfenesou ani
neposkytnou pfistup nikomu kromé zkousejiciho a
ostatniho personalu zdravotnického zatizeni.

5.3  Pouziti. Zdravotnické zafizeni a zkouSejici
pouziji 1é¢ivo zadavatele, dodatecna 1é¢iva a placebo
pouze pro ucel provedeni hodnoceni, jak je upfesnéno

v protokolu. Jakékoliv zakdzané pouziti [éCiva
zadavatele, dodatecnych 1é¢iv. nebo placeba
predstavuje zavazné poruseni této smlouvy.

54  Vlastnictvi 1éCiva  zadavatele.  LéCivo

zadavatele, placebo a veSkerd prava duSevniho
vlastnictvi, jez se k 1é¢ivu zadavatele vztahuji ¢i ho
nebo placebo kryji, jsou a zlstanou vyhradnim
majetkem  zadavatele. =~ Zadavatel = neud€luje
zdravotnickému zafizeni ani zkouSejicimu Zzadna
vyslovna ani pfedpokladand prava duSevniho
vlastnictvi, ani licenci na 1é¢ivo zadavatele nebo
placebo, ani na zadné zplsoby pouziti 1éCiva
zadavatele nebo placeba.

5.5  Platba za IéCivo zadavatele a dodatecna 1éciva.
Zdravotnické zafizeni a zkouSejici nebudou
subjektiim hodnoceni ani platcim z fad tietich stran
uctovat poplatky za 1é¢ivo zadavatele, placebo nebo
dodatecnd 1é¢iva nebo za jakékoliv sluzby, jez
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duration of the Trial.

6.  Financing. The Sponsor is obliged to make
payments to Institution in accordance with
Attachment B. The Institution acknowledges and
agrees that funding of the Investigator and
Institution Personnel will be made under the
separate agreement concluded between Institution
and Investigator. The payment represents the total of
all Institution’s costs related to the conduct of the
Trial. The payment shall include all direct, indirect,
overhead and other costs, including laboratory and
ancillary service charges, and will remain fixed for
the duration of the Trial, unless otherwise agreed in
writing by the Parties. Payments will be made only
in relation to Trial Subjects properly enrolled,
screened and treated in accordance with the Protocol
and this Agreement. All payments due and payable
by Sponsor under this Agreement are exclusive of
any Value Added Tax (“VAT”). The Institution is
liable for discharge of taxes on all payments
received under this Agreement in accordance with
the laws of Czech Republic. The Parties represent
that the financing provided under this Agreement
represents fair market value of the services
provided. If Protocol is amended and such
amendment affects the financing under this
Agreement, the Agreement will also be amended by
an amendment in writing.

7. Trial Subject Enrollment. Institution and
Investigator have agreed to enroll Trial Subjects in
the Trial in accordance with the Protocol. If
necessary, the period of recruitment may be
extended or reduced at the Sponsor’s sole discretion.
Sponsor may discontinue patient enrollment if the
total enrollment needed for the Multi-Centre Study
has been achieved. There are -Trial Subjects
expected to be enrolled in the Institution. Institution
and Investigator further agree not to perform any
other investigations or studies involving Trial
Subjects enrolled in the Trial during the term of this
Agreement.

8.  Informed Consent. Informed consent must be
obtained from each Trial Subject enrolling in the
Trial prior to the commencement of any Trial-
related procedure. Investigator shall inform the Trial
Subject of the nature, risks and scope of the Trial
and provide all other necessary information in
accordance with the Protocol and Applicable Law,
and shall obtain the Trial Subject’s written and
signed informed consent to participate in the Trial

zadavatel v souladu s touto smlouvou hradi po dobu
trvani hodnoceni.

6. Financovéani. Zadavatel se  zavazuje
zdravotnickému zafizeni uhradit platby v souladu s
ptilohou B. Zdravotnické zatfizeni bere na védomi a
souhlasi, Zze zkousejici a ¢lenové studijniho personalu
budou odmeénéni na zakladé¢ samostatné smlouvy
uzaviené mezi zadavatelem a zkouSejicim. Platby
predstavuji naklady zdravotnického =zafizeni na
provedeni hodnoceni. VSechny castky zahrnuji
veskeré ptimé, neptimé, rezijni a jiné naklady, vcetné
laboratornich poplatkii a poplatkit za doplikové
sluzby, a po dobu hodnoceni zlstanou neménné,
jestlize se strany pisemné nedohodnou jinak. Platby
budou provedeny pouze za subjekty hodnoceni, které
jsou fadné zatazené, screenované a lécené v souladu s
protokolem a touto smlouvou. VSechny platby, jez
jsou na zaklad¢ této smlouvy splatné zadavatelem,
jsou uvedeny bez jakékoliv dan¢ z pridané hodnoty
(,,DPH®). Zdravotnické zafizeni je odpovédné za
uhradu dani ze vSech plateb, jez obdrzi na zéakladé¢
této smlouvy, v souladu se zdkony Ceské republiky.
Strany prohlasuji, Ze financovani poskytnuté na
zakladé¢ této smlouvy predstavuje redlnou trzni
hodnotu. Pokud dojde ke zméné protokolu a tato
zména bude mit dopad na financovani podle této
Smlouvy, bude smlouva zménéna dodatkem v
pisemné formé.

7. Néabor subjektdi hodnoceni. Zdravotnické
zatizeni a zkousSejici se dohodli na naboru subjektl
hodnoceni vsouladu s protokolem. V pfipadé
nutnosti mize byt doba naboru prodlouzena nebo
zkracena  dle vyhradniho  uvéazeni  zadavatele.
Zadavatel mtze ukoncit nabor pacientd, jestlize byl
dosazen celkovy pocet pacienti potiebny pro
multicentrickou studii. O¢ekavany pocet zarazenych
subjektti hodnoceni ve zdravotnickém zafizeni je ﬁ
Zdravotnické zatizeni a zkousSejici dale souhlasi s
tim, Ze nebudou provadét jakékoliv jiné vyzkumy
nebo studie zahrnujici subjekty hodnoceni zafazené
do hodnoceni béhem doby trvani této smlouvy.

8. Informovany souhlas. Od kazdého subjektu
hodnoceni, ktery je zatazen do hodnoceni, je nutné
pfed zahajenim jakéhokoliv postupu souvisejiciho s
hodnocenim ziskat informovany souhlas. Zkousejici
informuje subjekty hodnoceni o povaze, rizicich a
rozsahu hodnoceni a poskytne jim vSechny potfebné
informace v souladu s protokolem a platnymi zdkony
a ziska od subjektli hodnoceni pisemny a podepsany
informovany souhlas s ucasti v hodnoceni, pfi¢emz
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using the ICF provided by the Sponsor and
approved by the IEC. Any revisions to the content
of the ICF (including any revisions made during the
course of the Trial and/or requested by the
competent IEC) must be approved by Sponsor in
writing and, where necessary, be subject to IEC
review and opinion, before they may be used.
Institution and Investigator will maintain a signed
original of that ICF in the Trial Subject’s file.
Institution/Investigator shall only use the most
recent version of the ICF approved by Sponsor, the
IEC and/or other competent Regulatory Authorities,
as applicable. The Investigator will ensure that
every Trial Subject signs an ICF approved by
Sponsor, the Institution and IEC before the Trial
Subject begins participating in the Trial. When
required, the approved ICF will be modified to
reflect amendments to the Protocol. Each Trial
Subject (or his/her legal representative) will be
provided an original of his or her ICF. The Sponsor
is responsible for the submission of the ICF with the
competent authority and the competent IEC.
Sponsor will or will cause CRO to inform the
Institution and the Investigator about any relevant
modifications of the ICF. The ICF may not be
modified by Institution or Investigator without
Sponsor’s prior written approval.

9.  Adverse Events. Institution and Investigator
will report adverse events experienced by Trial
Subjects in accordance with instructions in the
Protocol, the written instructions of Sponsor
(directly or via CRO), and Applicable Law. Without
limiting the generality of the foregoing, Institution
and Investigator shall notify Sponsor or its
designated representative of any serious adverse
events and serious adverse reactions encountered in
the Trial (including, without limitation, all serious
and unexpected adverse reactions that the Principal
Investigator suspects may be Sponsor Drug-related)
via email or telephone within 24 hours of making
such discovery, in accordance with the instructions
in the Protocol. Sponsor will obtain and maintain
the compulsory insurance for Trial Subjects, as
required by Applicable Law. Investigator shall
notify Sponsor promptly in writing and at least
within five (5) days of becoming aware of any
actual or possible Trial-related injury, and the
Parties shall cooperate in good faith in the
investigation and causal analysis of any Trial-related

injury.

pouzije ICF dodany zadavatelem a schvaleny IEC.
Zadavatel musi pisemné schvalit veskeré zmény
obsahu ICF (v€etné¢ vSech zmén provedenych v
pribéhu hodnoceni nebo pozadovanych opravnénou
IEC). Zdravotnické zafizeni a zkousSejici uchovaji
podepsany original tohoto ICF ve slozce subjektu
hodnoceni. Zdravotnické zafizeni nebo zkousejici

pouziji pouze nejnovej§i verzi ICF schvalenou
zadavatelem, IEC nebo jinymi opravnénymi

regulacnimi ufady.. ZkouSejici zajisti, ze kazdy
subjekt hodnoceni podepise ICF schvaleny
zadavatelem, zdravotnickym zafizenim a IEC pted
tim, nez se zacne Ucastnit hodnoceni. Schvaleny ICF
bude dle potieby upraven tak, aby odpovidal
dodatkim k protokolu. Kazdy subjekt hodnoceni
(nebo jeho zdkonny zastupce) obdrzi original svého
ICF. Zadavatel odpovida =za predlozeni ICF
opravnénému ufadu a opravnéné nezavislé etické
komisi. Zadavatel informuje nebo zajisti, aby smluvni
vyzkumna organizace informovala, zdravotnické
zafizeni a zkousSejiciho o vSech pfislusnych upravach
ICF. Zdravotnické zafizeni nebo zkousSejici nesméji
bez zadavatelova ptfedchoziho pisemného schvaleni
upravit ICF.

9. Nezéadouci pfihody. Zdravotnické zafizeni a
zkousejici ohlasi nezadouci piihody zjisténé u
subjektti hodnoceni v souladu s pokyny protokolu,
pisemnymi pokyny zadavatele (pfimo nebo
prostfednictvim smluvni vyzkumné organizace) a
platnymi zdkony. Aniz by byl omezen obecny rozsah
vyse uvedeného, zdravotnické zafizeni a zkousSejici
uvédomi zadavatele nebo jeho stanoveného zastupce
o veskerych zavaznych nezadoucich pfihodach a
zavaznych nezadoucich ucincich, jez byly zjistény v
pribéhu hodnoceni (mimo jiné vcetné vSech
zavaznych neocekavanych nezadoucich ucinki, o
nichz se hlavni zkouSejici domniva, Ze mohou
souviset s léCivem zadavatele), prostiednictvim e-
mailu nebo telefonu do 24 hodin od takového zjisténi
a v souladu s pokyny v protokolu. Zadavatel ziska a
bude udrzovat povinné pojisténi subjektd hodnoceni
tak, jak ho pozaduji platné zakony. Zkousejici
okamzité pisemné informuji zadavatele nejpozdéji do
péti (5) dnti od zjisteéni jakéhokoliv skutecného nebo
mozného  poSkozeni  zdravi  souvisejictho s
hodnocenim a strany budou v dobré vife
spolupracovat na vySetfeni a kauzalni analyze
veskerych  poSkozeni zdravi souvisejicich s
hodnocenim.
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10. Protected Health Information. The Parties
recognize a common goal of securing all
individually identifiable health information and
holding such information in confidence and
protecting it from unauthorized disclosure.
Contracting parties each represent and warrant that
it/she/he will comply with the provisions of any
Applicable Law relating to the confidentiality,
privacy and security of such information.

10.1 Authorization to Use and Disclose Health

10.  Chranéné zdravotni informace. Strany
uznavaji spoleény cil zabezpeéit vSechny osobné
identifikovatelné zdravotni informace, zachovavat
mlcenlivost o téchto informacich a chranit je pied
neopravnénym  zvefejnénim.  Smluvni  strany
prohlasuji a zarucuji, Ze budou dodrzovat ustanoveni
veskerych platnych zakonti vztahujicich se k
dtvérnosti, soukromi a bezpecnosti téchto informaci.

10.1 Opravnéni pouzit a zvefejnit zdravotni
informace. Kazda ze stran bude dodrzovat platné

Information. Each Party will comply with
Applicable Law pertaining to data privacy to the
extent such Applicable Law governs its
responsibilities and activities under this Agreement.
Sponsor, CRO, Institution and Investigator
recognize that, pursuant to this Agreement, they
have the responsibility to protect all individually
identifiable patient information and to restrict the
use of such information to those persons and
entities, including  consultants, contractors,
subcontractors and agents, who must have access to
such information in order to fulfill their assigned
duties with respect to the Trial and in accordance
with Applicable Law. Neither Sponsor, CRO,
Institution nor Investigator may use such
information to recruit Trial Subjects to additional
studies, to advertise additional studies or products,
or to perform marketing or marketing research.

11. Confidential Information of Sponsor

11.1 Definition. In this Agreement, “Confidential
Information” means (i) all information provided by
or on behalf of Sponsor to Institution, Investigator
or other Institution Personnel, (ii) Inventions
(hereinafter defined in Section 14.1), and/or (iii)
Trial Data (hereinafter defined in Section 12.2), in
any form (whether in writing, electronic or oral
form or acquired visually), and also includes
without limitation the terms of this Agreement,
Sponsor’s commercialization and Trial strategies,
trade secrets and know-how.

11.2 Exclusions. Confidential Information does not
include information that Institution demonstrates (i)
is in the public domain prior to disclosure under this
Agreement; (ii) becomes part of the public domain
during the term of this confidentiality obligation
without any breach of this Agreement by Institution,
Investigator or other Institution Personnel; (iii) is
already known to Institution or Investigator free of
any obligations of confidentiality; provided,

zakony tykajici se osobnich udaji do té miry, do jaké
tyto platné zakony fidi jejich povinnosti a Cinnosti v
ramci této smlouvy. Zadavatel, smluvni vyzkumna
organizace, zdravotnické zafizeni a zkouSejici
uznavaji, ze podle této smlouvy jsou odpovédni za
ochranu vsech osobn¢ identifikovatelnych informaci o
pacientech a omezeni pouziti téchto informaci pouze
na osoby a subjekty vcetné poradcl, dodavatell,
subdodavatelid a jednateli, kter¢ musi mit k danym
informacim pfistup, aby splnily své piidélené
povinnosti tykajici se hodnoceni, a v souladu s
platnymi zakony. Ani zadavatel, ani smluvni
vyzkumna organizace, ani zdravotnické zafizeni, ani
zkousejici nesméji vyuzit tyto informace pro nabor
subjektl hodnoceni do dodatecnych studii, pro
propagaci dodatecnych studii nebo piipravki nebo pro
provadéni reklamy ¢i reklamniho prizkumu.

11. Duvérné informace zadavatele.

11.1 Vymezeni. ,Davérné informace v této
smlouvé znamenaji (i) vSechny informace poskytnuté
zadavatelem nebo jménem zadavatele
zdravotnickému zatizeni, zkouSejicimu nebo jinému
personalu zdravotnického zatizeni, (ii) vynalezy (dale
vymezené v ¢asti 14.1), anebo (iii) udaje z hodnoceni
(dale vymezené v casti 12.2) v jakékoliv formé (at’ jiz
pisemné, elektronické, ustni nebo ziskané vizualn¢) a
zahrnuji mimo jiné také v plném rozsahu podminky
této smlouvy, zadavatelovy strategie komercializace a
hodnoceni, obchodni tajemstvi a know-how.

11.2 Vyjimky. Duavérné informace nezahrnuji
informace, o nichz zdravotnické zatizeni prokaze, zZe
(1) byly vefejné znamé pred zvefejnénim na zakladé
této smlouvy; (ii) se staly vefejné¢ znamymi v dobé
trvani  tohoto zavazku mlcenlivosti, aniz by
zdravotnické zafizeni, zkousSejici nebo jiny personal
zdravotnického zatfizeni porusili tuto smlouvu; (iii)
jiz byly zdravotnickému zafizeni nebo zkouSejicimu
znamé bez jakychkoliv zavazkd ml¢enlivosti; oviem s
podminkou, Ze vyjimka stanovend v tomto

ONT-380-206 / Site 1059
Vseobecna fakultni nemocnice v Praze

Page 11 of 36




however, that the exception set forth in this
clause (iii) shall not apply to Inventions or Trial
Data or other information developed or generated by
Institution, Investigator or other Institution
Personnel as a result of using Sponsor-disclosed
information or performing the Trial under this
Agreement; or (iv) is obtained by Institution or
Investigator free of any obligations of
confidentiality from a third party who has a lawful
right to publicly disclose it.

11.3 Obligations of Confidentiality. Institution and
Investigator may use Confidential Information only
to perform the Trial and as otherwise expressly
permitted under this Agreement. Institution and
Investigator shall keep the Confidential Information
of the Sponsor confidential and may not disclose it
without Sponsor’s prior written consent. Sponsor
consents to the disclosure of Confidential
Information, on a “need-to-know basis” and for
purposes expressly authorized in this Agreement, to
Institution Personnel who are bound by obligations
of confidentiality and nonuse at least as stringent as
those contained in this Agreement. Required
disclosure of Confidential Information to the IEC or
to an applicable Regulatory Authority is specifically
authorized.

The Sponsor shall be required to maintain
confidentiality with regard to information about the
Institution that comes to its attention in connection
with conducting the study and the implementing the
terms of this Agreement, and shall take all necessary
steps to ensure that this information is not disclosed
to third parties. The Sponsor's employees and other
persons entrusted by the Sponsor with implementing
the terms of this Agreement and/or conducting the
study shall also be bound by the same
confidentiality obligation.

The Sponsor shall also be bound by confidentiality
with respect to facts that the Institution identifies as
classified and confidential facts. The Sponsor shall
also be required to maintain confidentiality with
respect to facts that are of a nature liable to cause
detriment to the Institution in the event of
publication, irrespective of whether those facts are
personal, commercial or unrelated to the Agreement.

11.4 Disclosure Required by Law. If disclosure of
Confidential Information beyond that expressly
authorized in this Agreement is required by
Applicable Law, that legally-required disclosure

odstavci (iii) nebude platit pro vynalezy nebo udaje z
hodnoceni ¢i jiné informace vyvinuté nebo vytvorené
zdravotnickym zafizenim, zkouSejicim nebo jinym
personalem zdravotnického zafizeni v dusledku
pouziti informaci zvetfejnénych zadavatelem nebo
provadéni hodnoceni na zaklad¢ této smlouvy; nebo
(iv) byly ziskdny zdravotnickym zafizenim nebo
zkousejicim bez jakychkoliv zavazkli ml¢enlivosti od
treti strany, jez méla zakonné pravo je zvefejnit.

11.3 Zavazky mlcenlivosti. Zdravotnické zafizeni a
zkousejici sméji pouzit divérné informace pouze pro
ucel provedeni hodnoceni, pro dalsi ucely vyslovné
povolené na zakladé¢ této smlouvy. Zdravotnické
zafizeni a zkousSejici zachovaji mlc¢enlivost ve vztahu
k ddvérnym informacim zadavatele a nesméji je
zvetejnit bez zadavatelova ptedchoziho pisemného
souhlasu. Zadavatel souhlasi se zvefejnénim
davérnych informaci, a to dle zasady ,,potfeby védét™
a pro ucely, které jsou v této smlouvé vyslovné
schvalené, pouze personalu zdravotnického zafizeni,
ktery je vazan zavazky mléenlivosti a nepouziti, jez
jsou pfinejmensim stejné piisné, jako ty obsazené v
této smlouvé. Pozadované zvefejnéni divérnych
informaci IEC nebo pfislusnému regulacnimu ufadu
je konkrétné povoleno.

Zadavatel je povinen zachovavat mlcenlivost o
informacich o zdravotnickém zafizeni, se kterymi se
seznami v souvislosti s provadénim studie a plnénim
této Smlouvy, a ucinit veskeré potiebné kroky, aby
tyto informace nebyly zpfistupnény tfetim osobam.
Stejnou povinnosti ml¢enlivosti budou vazany také
zameéstnanci zadavatele a dalsi osoby podilejicimi se
na plnéni této smlouvy z povéteni zadavatele a/nebo
provadeéni studie.

Zadavatel se zavazuje zachovavat mlcenlivost i o
skute¢nostech, které zdravotnické zafizeni oznaci
jako skutecnosti utajované a diavérné. Zadavatel je
dale  povinen  zachovavat  mlcCenlivost o
skutecnostech, které jsou takového charakteru, ze
mohou v pfipadé zvefejnéni privodit zdravotnickému
zafizeni Gjmu bez ohledu na to, zda maji povahu
osobnich, obchodnich ¢i jinych informaci.

11.4 Zvefejnéni pozadované zdkonem. Jestlize
platné zakony vyzaduji jiné zvefejnéni didvérnych
informaci, nez které je vyslovné schvaleno touto
smlouvou, takové zdkonem pozadované zvefejnéni
nepfedstavuje poruseni této smlouvy, pokud
zdravotnické zatizeni a zkouSejici o tomto zvefejnéni
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does not constitute a breach of this Agreement so
long as Institution and 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,
disclose only that Confidential Information required
to comply with the legal requirement, and continue
to maintain the confidentiality of and comply with
their obligations of nonuse with respect to such
Confidential Information.

11.5 Survival of Obligations. For Confidential
Information other than Trial Data, these obligations
of nonuse and nondisclosure survive termination of
this Agreement and continue for a period of seven
(7) years after termination. For Confidential
Information that are Trial Data, these obligations of
nonuse and nondisclosure survive termination of
this Agreement indefinitely. 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 in writing, Institution and
Investigator will return or destroy and certify
destruction of all Confidential Information, at
Sponsor’s expense, except for information and
documentation that are required to be retained by
Institution under Applicable Law. Institution and
Investigator may retain a single archival copy of the
Confidential Information, which archived copy must
be kept confidential and may be used for the sole
purposes of complying with Applicable Law and
determining the scope of obligations incurred under
this Agreement.

12.  Trial Data, Biological Samples, and Records.

12.1 General Data. All Confidential Information
and all other information, documents and materials
provided to Institution and/or Investigator by or on
behalf of Sponsor pursuant to this Agreement are
and shall remain Sponsor’s sole property.

12.2 Trial Data. Institution and Investigator shall,
in accordance with the Protocol and Applicable
Laws, and in a timely, accurate, complete, and
legible manner, record all data and results collected
or generated in the performance of the Trial and
prepare and maintain all written and electronic
records and reports of the Trial that are required to
be submitted to Sponsor including, without
limitation, eCRFs (collectively, “Trial Data”).

s co nejvétsim predstihem pisemné informuji
zadavatele tak, aby zadavatel mohl ucinit pravni
kroky za Gcelem ochrany svych divérnych informaci,
zvetejni pouze ty divérné informace, které jsou
pozadovany pro splnéni zakonného pozadavku, a ve
vztahu k danym divérnym informacim budou dale
zachovavat mlcenlivost a dodrzovat své zavazky
nepouziti.

11.5 Platnost zavazkti po ukondéeni smlouvy. Ve
vztahu k jinym divérnym informacim, neZ jsou udaje
z hodnoceni, budou zdvazky mléenlivosti a nepouZziti
platit i po ukonceni této smlouvy, a to po dobu sedmi
(7) let po wukonceni. Ve vztahu k ddvérnym
informacim, jez jsou udaji z hodnoceni, budou
zavazky mlcenlivosti a nepouziti platit i po ukonceni
této smlouvy, a to neomezen¢ dlouho. Povolené
pouziti a zvefejnéni udaji z hodnoceni je popsané v
¢asti 15 této smlouvy (Publikace).

11.6 Vraceni duvérnych informaci. Jestlize je
zadavatel pisemné pozada, zdravotnické zafizeni
a zkousejici na zadavatelovy naklady vrati nebo znici
vSechny divérné informace a potvrdi jejich zniceni s
vyjimkou informaci a dokumentace, jez je
zdravotnické zafizeni povinno uchovat na zakladé
platnych zakonl. Zdravotnické zatizeni a zkousejici
si sm¢&ji ponechat jednu archivni kopii duvérnych
informaci. Tato archivni kopie musi byt uchovavana
v divérnosti a mize byt pouzita vyhradné pro tcely
dodrzeni platnych zakont a uréeni rozsahu zavazkd,
jez vznikaji z této smlouvy.

12.  Udaje z hodnoceni, biologické vzorky a
zédznamy.

12.1 Obecné udaje. Veskeré diveérné informace a
vSechny ostatni informace, dokumenty a materialy
poskytnuté zdravotnickému zafizeni nebo
zkousejicimu zadavatelem nebo jménem zadavatele
na zakladé této smlouvy jsou a zlistanou vyhradnim
majetkem zadavatele.

12.2 Udaje z hodnoceni. Zdravotnické zafizeni a
zkousejici budou v souladu s protokolem a platnymi
zakony vcas, presné, zcela a Citelné zaznamenavat
vSechny udaje a vysledky, jez shromazdi nebo
vytvoii pfi provadéni hodnoceni, a povedou vSechny
pisemné a elektronické zaznamy a zpravy
z hodnoceni, které musi byt predlozeny zadavateli,
mimo jiné vcetné elektronickych zaznami subjektt
hodnoceni (eCRFs) (dale spolecné ,udaje z
hodnoceni‘®). Zdravotnické zafizeni a zkousejici
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Institution and Investigator will use their efforts to
ensure that all eCRFs are completed within four (4)
business days of each Trial Subject visit and that all
data queries are fully responded to within seven (7)
days of the request.

a. Ownership of Trial Data. Sponsor is the
exclusive owner of all Trial Data. Institution’s
and/or Investigator have the right to publish the
results of the Trial under and in compliance with
Section 15 and have a non-exclusive license to use
Trial Data under and in compliance with Section
12.2(b).

b.  Non-Exclusive License. Commencing with
the first publication of Trial Data pursuant to
Section 15, Sponsor grants Institution and
Investigator a royalty free, non-exclusive and non-
transferable license, with no right to sublicense, to
use Trial Data for non-commercial internal research
or educational purposes only. For clarity, this non-
exclusive license excludes the right to use Trial Data
in connection with any research or consulting
agreement with any third party.

c. Medical Records. Sponsor makes no claim of
ownership to the medical records of the Trial
Subjects.

d.  Data Protection. Each Party shall comply in
all material respects with all applicable data
protection and privacy laws and regulations, such as
the Czech Personal Data Protection Act Czech Civil
Code and all other applicable legislation, regulations
and guidance implemented pursuant to the GDPR
and Directive 2002/58/EC to the extent such laws,
regulations and guidances are applicable to such
Party.

12.3 Biological Samples. As specified in the
Protocol, Institution and Investigator will collect
and provide to Sponsor or its designee biological
samples (e.g., blood, urine, tissue, saliva, etc.)
(“Biological Samples”) obtained from Trial Subjects
for purposes of the Trial, and, provided that the
Trial Subject has given his/her prior written
informed consent, for testing that is not directly
related to patient care or safety monitoring,
including pharmacokinetic, pharmacogenomics, or
biomarker testing.

vynalozi své usili, aby =zajistili, Ze vSechny
elektronické zaznamy subjektd hodnoceni jsou
provedeny do Ctyf (4) pracovnich dnl po navstéve
kazdého subjektu hodnoceni a ze vSechny dotazy na
udaje jsou plné zodpovézeny do sedmi (7) pracovnich
dnt po zadosti.

a. Vlastnictvi udaji z hodnoceni. Zadavatel je
vyhradnim vlastnikem vSech tudaji z hodnoceni.
Zdravotnické zafizeni anebo zkousSejici maji pravo
publikovat vysledky hodnoceni na zakladé casti 15 a
v souladu s ni a maji nevyhradni licenci na pouziti
udaji z hodnoceni na zakladé¢ c¢asti 12.2(b) a v
souladu s ni.

b. Nevyhradni licence. Pocinaje prvni publikaci
udajii z hodnoceni na zakladé casti 15, zadavatel
ud€luje zdravotnickému zafizeni a zkouSejicimu
bezplatnou, nevyhradni a nepfenosnou licenci, bez
prava udélovat sublicence, na pouziti udaji z
hodnoceni pouze pro tcely nekomeréniho interniho
vyzkumu nebo vzdélavani. Upfesnuje se, Ze tato
nevyhradni licence vylucuje pravo pouzit udaje z
hodnoceni ve spojeni s jakoukoliv smlouvou o
vyzkumu nebo poradenstvi, kterd bude uzaviena s
jakoukoliv tfeti stranou.

c. Zdravotni zdznamy. Zadavatel si ne€ini zadny
narok na vlastnictvi zdravotnich zdznaml subjektl
hodnoceni.

d. Ochrana udajui. Kazda ze stran bude ve vSech
vyznamnych ohledech dodrzovat vSechny platné
zakony a predpisy tykajici se ochrany udaji a
soukromi, jako je Cesky zakon o ochran¢ osobnich
udaji, cesky obcansky a vSechny ostatni platné
pravni predpisy, regulace a pokyny zavedené na
zakladé GDPR a smérnice 2002/58/ES, a to do té
miry, do jaké tyto zakony, predpisy a pokyny plati
pro danou stranu.

12.3 Biologické vzorky. Jak je upfesnéno v
protokolu, zdravotnické zafizeni a zkousejici budou
shromazd’ovat a poskytovat zadavateli nebo jim
povéiené osobé biologické vzorky (napt. krev, moc,
tkan, sliny atd.) (dale ,,biologické vzorky*) ziskané
od subjektt hodnoceni pro ucely hodnoceni a s
podminkou, Zze subjekt hodnoceni poskytl sviij
pisemny informovany souhlas pro testovani, jez
pfimo nesouvisi s péci o pacienty nebo sledovanim

bezpecnosti, vcetné farmakokinetického a
farmakogenomického testovani nebo testovani
biomarkerd.
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a. Use. Institution and Investigator will not use
Biological Samples collected under the Protocol in
any manner or for any purpose other than that
described in the Protocol, the terms and conditions
of the ICF signed by the applicable Trial Subjects
and all Applicable Laws, including data protection
laws. Neither shall Biological Samples be exported
from the EU to third countries, including the U.S.
without the prior unambiguous written consent of
the Trial Subject.

12.4 Records. Institution and Investigator will
ensure that the Trial Data records, source documents
and other essential documents (collectively,
“Records™), are kept up to date and maintained in
accordance with Applicable Law.

a. Retention. Institution and Investigator will
retain all Records under storage conditions
conducive to their stability and protection for a
period of fifteen (15) years after termination of the
Trial and after the end of that period they shall be
shredded in accordance with the relevant laws.
Should the Sponsor or the CRO require further
archiving of the documentation, they shall be
required to submit a written request to that effect to
the Institution at least two months before the end of
the agreed archiving period, and the Institution shall
provide further archiving at the Sponsor's or CRO's
expense, where this complies with applicable data
protection laws, or shall hand over the
documentation to the Sponsor or the CRO..

13. Inspections and Audits.

13.1 Sponsor's Access. Upon reasonable request,
Sponsor, authorized representatives of Sponsor,
and/or authorized representatives of a Regulatory
Authority, may during regular business hours
monitor, audit, inspect, examine, and, as far as
permitted by Applicable Law, copy: all Trial Data
and Records, including eCRFs, Trial Subject records
and medical charts, ICF and authorizations, and
drug receipt logs). Examine and inspect the
facilities, communicate with the Investigator and
Institution Personnel,  conduct other activities
relating to the Trial; and observe the conduct of the
Trial.

13.2 Regulatory Inspections. Institution and/or
Investigator will inform Sponsor within twenty-four
(24) hours of any effort or request by the
government, applicable Regulatory Authority or

a. Pouziti. Zdravotnické zafizeni a zkouSejici
nepouziji biologické vzorky shromazdéné na zakladé
protokolu Zadnym jinym zplisobem nebo pro zadny
jiny ucel, nez jsou popsané v protokolu, podminkach
ICF podepsaného ptislusnymi subjekty hodnoceni a
vsech platnych zakonech vcetné pravnich predpist v
oblasti ochrany osobnich daji. Biologické vzorky
nebudou bez pfedchoziho jednozna¢ného pisemného
souhlasu subjektti hodnoceni ani vyvezeny mimo EU
do tfetich zemi vcetné Spojenych statd.

12.4 Zéaznamy. Zdravotnické zafizeni a zkousSejici
zajisti, ze zéznamy udaji z hodnoceni, zdrojové
dokumenty a jiné zakladni dokumenty (dale spolecné
»zaznamy*) budou aktualizovany auchovavany v
souladu s platnymi zakony.

a. Uchovani. Zdravotnické zafizeni a zkousejici
uchovaji  vSechny zaznamy ve skladovacich
podminkach prospésnych pro jejich stalost a ochranu
po dobu patnacti (15) let po ukonceni hodnoceni a po
uplynuti této doby budou skartovany dle piislusnych
zakonl. V piipadé, Ze zadavatel nebo CRO maji
zajem na dalsi archivaci dokumentace, jsou povinni
svlj pozadavek uplatnit pisemné u zdravotnického
zafizeni nejmén¢ dva meésice pred uplynutim
sjednané doby archivace a Zdravotnické zafizeni
dalsi archivaci na naklady zadavatele nebo CRO
zajisti, bude-li takovy postup v souladu s pravnimi
pfedpisy na ochranu osobnich tdaji, popf. jim
dokumentaci vyda.

13. Kontroly a audity.

13.1 Zadavateliv pfistup. Zadavatel, opravnéni
zastupci  zadavatele nebo opravnéni  zastupci
regulacniho ufadu sméji na pfiméfenou zadost béhem
pravidelné pracovni doby sledovat, prohlizet,
kontrolovat, zkouset a v rozsahu povoleném platnymi
zakony kopirovat: vSechny udaje z hodnoceni a
zdznamy vcetn¢ elektronickych zaznamt subjekt
hodnoceni, zaznamu a lékafskych grafti subjektl

hodnoceni, formulafu informovaného souhlasu a
opravnéni azdznamii o pfijmu; prohlizet a

kontrolovat zafizeni, komunikovat se zkousejicim a
personalem zdravotnického zafizeni, vykonavat dalsi
¢innosti  vztahujici se khodnoceni a sledovat
provadéni hodnoceni.

13.2 Regulaéni kontroly. Zdravotnické zafizeni
nebo zkousejici budou zadavatele do dvaceti Ctyt (24)
hodin informovat o jakékoliv snaze nebo Zzadosti
statnich organt, pfislusného regulacniho uradu nebo
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other persons to inspect or contact the Institution,
Investigator or research staff with regard to the
Trial; will provide Sponsor with a copy of any
communications sent by such persons; and will
provide Sponsor the opportunity to participate in
any inspections as well as provide, review and
comment on any proposed or actual responses by
Investigator or Institution to such communications.

13.3 Cooperation. Institution and Investigator will
ensure the full cooperation of the Institution,
Investigator and other Institution Personnel, and
IEC members with any such inspection and will
ensure timely access to applicable records and data.
Institution and/or Investigator will promptly resolve
any discrepancies that are identified between the
Trial Data and the Trial Subject’s medical records.
Institution and/or Investigator will promptly forward
to Sponsor copies of any inspection findings that
Institution or Investigator receives from a
Regulatory Authority in relation to the Trial.
Whenever feasible, Institution and/or Investigator
will also provide Sponsor with an opportunity to
prospectively provide, review and comment on any
Institution and/or Investigator responses to
Regulatory Authority inspections in regard to the
Trial.

14. Inventions and Intellectual Property. The
Parties agree and acknowledge that all intellectual
property rights and know-how existing as of the
execution date of this Agreement are their separate,
respective property and are not affected by this
Agreement. In particular, Sponsor owns all title in
the Sponsor Drug and any Confidential Information
that Sponsor may provide to Institution and
Investigator under this Agreement.

14.1 Inventions. Any and all inventions,
discoveries, know-how, technical information and
related objects, that are conceived, made and/or
reduced to practice, in whole or in part, by
Institution, Investigator or any other Institution
Personnel, either solely or jointly with any other
person, which arise from the performance of the
Trial or otherwise arise out of the use, misuse or
modification of the Sponsor Drug, Trial Data or
Confidential Information, whether or not patentable
(“Invention”, including, in each case, all patent and
other intellectual and industrial property rights
therein), shall be exclusively owned by and assigned
to Sponsor; and Sponsor hereby accepts such
assignment. Notwithstanding the special provisions

jinych  osob  kontrolovat nebo  kontaktovat
zdravotnické zafizeni, zkouSejiciho nebo personal
vyzkumu v souvislosti s hodnocenim, poskytnou
zadavateli kopii veskeré komunikace zaslané témito
osobami a poskytnou zadavateli prileZitost ucastnit se
vsech kontrol a poskytnout, zkontrolovat a vyjadrit se
ke vSem navrhovanym nebo skute¢nym odpovédim
zkousejiciho nebo zdravotnického zatizeni na danou
komunikaci.

13.3  Spoluprice. Zdravotnické zatizeni a zkousSejici
zajisti plnou spolupraci zdravotnického zafizeni,
zkousejiciho a ostatniho personalu zdravotnického
zafizeni a cClen nezavislé etické komise pfi
vesSkerych takovych kontrolach a zajisti vcéasny
pristup k pfislusSnym zédznamim a udajim.
Zdravotnické zafizeni nebo zkouSejici okamzité
odstrani jakykoliv nesoulad, jenz bude zjistén mezi
udaji z hodnoceni a zdravotnimi zaznamy subjektl
hodnoceni. Zdravotnické zafizeni nebo zkousSejici
okamzité zaslou zadavateli kopie vSech kontrolnich
nalezli, jez zdravotnické zafizeni nebo zkousejici v
souvislosti s hodnocenim obdrzi od regulacniho
ufadu. Kdykoliv to bude proveditelné, zdravotnické
zafizeni nebo zkouSejici zadavateli také umozni
pfedem poskytnout, zkontrolovat nebo se vyjadfit k
veskerym odpoveédim zdravotnického zatizeni nebo
zkousejiciho na kontroly regula¢niho uradu vztahujici
se k hodnoceni.

14. Vyndlezy a dusevni vlastnictvi. Strany
souhlasi a potvrzuji, Ze veSkera prava dusevniho
vlastnictvi a know-how, jez existuji k datu uzavfeni
této smlouvy, jsou jejich samostatnym pfislusSnym
majetkem anejsou touto smlouvou dotceny.
Zadavatel zejména vlastni vSechny naroky na 1é¢ivo
zadavatele a na vSechny divémné informace, které
zadavatel mize poskytnout zdravotnickému zatizeni
a zkousejicimu na zaklad¢ této smlouvy.

14.1 Vynalezy. Jakékoliv a vSechny vyndlezy,
objevy, know-how, technické informace a souvisejici
predméty, jez jsou vymysleny, vyrobeny nebo
uvedeny do praxe, vcelku nebo z¢asti, zdravotnickym
zafizenim, zkouSejicim nebo jinym personalem
zdravotnického zatizeni, samostatné nebo spole¢né s
jakoukoliv jinou osobou, ke kterym dojde v ramci
provadéni hodnoceni nebo jinak na zéklad¢ pouziti,
nespravného pouziti nebo Upravy léCiva zadavatele,
udaji z hodnoceni nebo divérnych informaci, at’ jiz
patentovatelné, ¢i nikoliv (dale ,,vynalezy*, v kazdém
piipadé vcetné vSech patentll a jinych prav dusevniho
a pramyslového vlastnictvi v nich obsazenych) budou
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for employee inventions under subsection 14.4
below, Institution and Investigator agree to give
Sponsor prompt written notice of all Inventions and
agree to assign, hereby assign and shall ensure that
applicable Institution Personnel assign all rights,
title and ownership in such Inventions to the
Sponsor to the maximum extent permitted by
Applicable Laws. Institution and Investigator shall
provide reasonable assistance to Sponsor in filing
and prosecuting any patent applications relating to
Inventions, at Sponsor’s expense. Sponsor shall
have the sole power to apply for, to prosecute, to
enforce, to defend and to abandon any intellectual
property right relating to Inventions, and Sponsor
shall be free to act in any such matter at its sole
discretion. In the event that any such intellectual
property right is not transferable to Sponsor by
applicable law, Institution and Investigator hereby
grant to Sponsor an exclusive, transferable, sub-
licensable, worldwide, timely unlimited,
irrevocable, royalty free license to exploit the
Invention for any purpose whatsoever. Institution
and Investigator agree that any persons involved in
the conduct of the Trial shall abide by the provisions
of this section 14 with respect to any Inventions so
that any right to such Inventions can be
unrestrictedly assigned to Sponsor by the Institution
and/or the Investigator.

14.2 No Additional Compensation.
Notwithstanding the special provisions for
employee inventions under subsection 14.4 below,
Institution and Investigator agree that any
assignment or transfer of rights under this section 14
by the Institution and/or the Investigator shall be
fully compensated by the payments pursuant to
section 6.

14.3 Employee Inventions

a. Institution and Investigator shall ensure that
all patentable Inventions made by employees of
Institution will be notified in writing to the Sponsor
without undue delay, irrespective of whether such
Inventions are employee inventions or free
inventions according to the Applicable Laws. If
applicable, the Investigator hereby waives his/her
negative rights and the Institution shall ensure that
the Investigator and each Institution Personnel

vlastnény a postoupeny vyhradné zadavateli a
zadavatel timto takové postoupeni pfijima. Bez
ohledu na zvlastni ustanoveni pro vynalezy
zameéstnancli dle nize wuvedené podcasti 14.4
zdravotnické zafizeni a zkousSejici souhlasi, ze budou
zadavatele okamzité¢ pisemné informovat o vSech
vynalezech, a souhlasi, Ze postoupi, timto postupuji a
zajisti, aby prfisluSny personal zdravotnického
zatizeni postoupil, vSechna prava, naroky a
vlastnictvi takovych vynalezi zadavateli, a to v
maximalnim mozném rozsahu, ktery platné zakony

umoznuji. Zdravotnické zafizeni a zkousSejici
poskytnou zadavateli na zadavatelovy naklady
pfiméfenou pomoc pii podavani  jakykoliv

patentovych piihlaSek a vymahani prav z patentil
vztahujicich se k vynalezim. Zadavatel bude mit
vyhradni pravomoc pozadat o prava duSevniho
vlastnictvi vztahujici se k vynalezim, vymahat je,
prosazovat, hajit a vzdat se jich, a zadavatel bude mit
moznost jednat jakymkoliv takovym zpisobem dle
svého vyhradniho uvazeni. V pfipad¢, Ze jakékoliv
takové pravo dusevniho vlastnictvi nebude v souladu
s platnou legislativou prevoditelné na zadavatele,
zdravotnické zafizeni a zkouSejici timto udéluji
zadavateli vyhradni, pfenosnou, sublicencovatelnou,
svétovou, C¢asové neomezenou, neodvolatelnou a
bezplatnou licenci na vyuziti vynalezu pro jakykoliv
ucel. Zdravotnické zafizeni a zkousejici souhlasi, ze
veskeré osoby, jeZ se ucastni provadéni hodnoceni,
budou dodrzovat ustanoveni této Casti 14 s ohledem
na veskeré vynalezy, aby veskera takova prava mohla
byt zdravotnickym zafizenim nebo zkousejicim
neomezen¢ postoupena zadavateli.

142 Zadna dodateénd odména. Bez ohledu na
zvlastni ustanoveni pro vynalezy zaméstnancd dle
nize uvedené podcasti 14.4 zdravotnické zafizeni a
zkousejici souhlasi, ze jakékoliv postoupeni nebo
pfevod prav  zdravotnického  zafizeni nebo
zkousejiciho na zaklad¢ Casti 14 budou plné uhrazeny
platbami podle ¢asti 6.

14.3 Vynalezy zaméstnancu.

a. Zdravotnické zafizeni a zkouSejici zajisti, Ze
zadavatel bude pisemné a bez zbytecného odkladu
informovan o vsSech patentovatelnych vynalezech,
které vytvoii zaméstnanci zdravotnického zafizeni, a
to bez ohledu na to, zda dané vynalezy jsou podle
platnych zakonti vynalezy zaméstnancti nebo volné
vynalezy. Bude-li to mozné, zkousejici se timto ziika
svych pasivnich prav a zdravotnické zafizeni zajisti,
ze zkousSejici a vesSkery personal zdravotnického
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individual involved in the Trial waives his/her
negative rights pursuant to Applicable Laws towards
the Sponsor. Unless Sponsor has explicitly stated in
writing that it has no interest in the invention,
Institution shall, without undue delay, claim the
Inventions if such Inventions are deemed employee
inventions according to Applicable Laws, and
Institution shall transfer all rights in the invention to
the Sponsor. Regarding the latter, the Sponsor
undertakes to pay for the expenses incurred by the
Institution.

b. Institution warrants that all individuals on the
side of Institution involved in the Trial are
employees of Institution.

14.4 Cooperation. Institution and/or Investigator
shall (i) fully cooperate with Sponsor in obtaining,
at Sponsors’ sole cost and expense, any patent
and/or any other intellectual property right as may
be available for the Invention, (ii) particularly
provide Sponsor with such information and all
reasonable assistance in the preparation, filing,
execution and defense of any patent applications
and (iii) execute all assignments, declarations or
other instruments and documents as Sponsor may
reasonably require pursuant to this Section 14.

15. Publications. Sponsor does not object to
publication by Institution or Investigator of the
results of the Trial based on information collected or
generated by Institution and 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 Investigator will provide Sponsor an
opportunity to review any proposed publication or
other type of disclosure at least sixty (60) days
before it is submitted or otherwise disclosed.
Because the Trial is part of a multi-center trial,
Institution and Investigator agree that the first
publication is to be a joint publication involving all
centers. 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 eighteen (18) months of
completion or termination of Trial at all
participating sites, Institution and/or Investigator are
free to publish separately, subject to the other
requirements of this Agreement. Institution and

zafizeni, ktery se ucastni hodnoceni, se v souladu s
platnymi zakony vzda svych pasivnich prav vici
zadavateli. Pokud zadavatel vyslovné pisemné
neuvedl, Ze nema o vyndlez zadny zijem,
zdravotnické zatizeni bez zbyte¢ného odkladu vznese
narok na dané vynalezy, jestlize dané vynalezy budou
podle platnych zakond povazovany za vyndlezy
zaméstnancli, a zdravotnické zafizeni prevede na
zadavatele vSechna prava na dané vynalezy.
Zadavatel se  zavazuje  vtéto  souvislosti
zdravotnickému zafizeni uhradit ucelné vynalozené
naklady.

b. Zdravotnické zafizeni zarucuje, Zze vSechny
osoby, které se ucastni hodnoceni na strané
zdravotnického zafizeni  jsou zaméstnanci
zdravotnického zatizeni.

14.4 Spoluprace. Zdravotnické zafizeni nebo

zkousejici (i) budou se zadavatelem a na vyhradni
naklady a vydaje zadavatele pln€ spolupracovat na
ziskani veSkerych patenti a jakychkoliv jinych prav
duSevniho vlastnictvi, jez se k vynalezu mohou
vztahovat, (ii) zejména poskytnou zadavateli takové
informace a veSkerou piiméfenou pomoc pii
pripravé, podavani, vyfizeni a obhajobé veskerych
patentovych pfihlasek a (iii) vykonaji vSechny ukoly,
ucini vSechna prohlaseni a vyhotovi vSechny néstroje
a dokumenty, jez =zadavatel mize pfimefene
pozadovat v souladu s touto casti 14.

15. Publikace. Zadavatel nema namitky proti
tomu, aby zdravotnické zafizeni nebo zkousejici
publikovali  vysledky hodnoceni zalozené na
informacich, jez zdravotnické zafizeni a zkousejici
shroméazdili nebo vytvorili, bez ohledu na to, zda jsou
dané vysledky pfiznivé pro lécivo zadavatele, Ci
nikoliv. Aby ovSem nedoSlo k neumyslnému
zvetejnéni divérnych informaci nebo nechranénych
vynalezli, zdravotnické =zafizeni a zkouSejici
poskytnou zadavateli ptileZitost zkontrolovat vsechny
nevrzené publikace nebo jiné zplisoby zvefejnéni, a
to prinegjmensim Sedesat (60) dnd piedtim, nez jsou
predloZzeny nebo jinak zvefejnény. Protoze hodnoceni
je soucasti multicentrického hodnoceni, zdravotnické
zatizeni a zkousSejici souhlasi s tim, Zze prvni
publikace bude spolecnou publikaci za casti vSech
center. ZkouSejici m& pravo odmitnout ucast nebo
uvedeni svého jména coby autora spole¢né publikace.
Jestlize spolecny rukopis nebyl ptedlozen k publikaci
do osmnacti (18) mésicli od dokonceni a ukonceni
hodnoceni na vSech =zucastnénych pracovistich,
zdravotnické zafizeni a zkouSejici maji  pravo
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Investigator shall comply with all Applicable Laws
regarding disclosure of industry support (financial
or otherwise) in connection with such publications.

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. For clarity,
Sponsor reserves the right to identify the
Investigator and Institution in association with a
listing of the Protocol in governmental and
regulatory or other publicly available listings of
ongoing clinical trials, and other patient recruitment
services or mechanisms. For additional clarity, all
announcements and publicity concerning the Trial,
the Multi-Centre Study, the Sponsor Drug or this
Agreement by Institution or Investigator must be
approved in writing in advance by Sponsor, such
approval not to be unreasonably withheld.

17. Indemnification.

17.1 Sponsor Indemnification. Subject to Section
17.2, Sponsor shall indemnify, defend or cover
costs of defense for, and hold harmless
“Indemnify”) Institution from and against any and
all liabilities, claims, actions or suits resulting from
any third party claim made or suit brought against
Institution (“Institution Claims and Losses”) arising
out of a Trial Subject injury, the design of the Trial,
or the specifications of the Protocol. Trial Subject
injury means a injury caused by application or use
in the Trial of the Sponsor Drug in accordance with
the Protocol or by the performance in the Trial of
any clinical intervention or procedure required by
the Protocol that the Trial Subject would likely not
have received if the Trial Subject had not
participated in the Trial. Sponsor shall not have any
obligation to Indemnify under this Section 17 to the
extent that the Institution Claims and Losses arise
out of the negligence or willful misconduct of
Institution, Investigator or any other Institution
Personnel, or the breach of the Protocol, this
Agreement, or Applicable Law by Institution,
Investigator or any other Institution Personnel.

The Sponsor also undertakes to reimburse the
Institution's costs for treatment of a Trial Subject in
the event of the Trial Subject suffering health
damage in connection with his/her participation in

publikovat samostatné, a to v souladu s ostatnimi
pozadavky této smlouvy. Zdravotnické zafizeni a
zkousejici v souvislosti s témito publikacemi dodrzi
vSechny platné zakony tykajici se zvefejnéni
primyslové podpory (finan¢ni ¢i jiné).

16.  Propagace. Zadn4 strana nepouZije jméno jiné
strany nebo jméno kteréhokoliv z jejich zaméstnanct
pro propagac¢ni nebo reklamni ucely bez pisemného
povoleni dané jiné strany. Upfesnuje se, Ze zadavatel
si vyhrazuje pravo uvést zkousejiciho a zdravotnické
zafizeni pfi zafazeni protokolu do statnich a
regulacnich ¢i jinych vefejné pfistupnych seznami
probihajicich klinickych hodnoceni a jinych sluzeb ¢i
mechanismi ndboru pacientii. Dale se upfesiiuje, ze
zadavatel musi pisemné schvalit veskera oznameni a
propagaci, jez se tykaji hodnoceni, multicentrické
studie, 1éciva zadavatele nebo této smlouvy, ucinéna
zdravotnickym zafizenim nebo zkousSejicim, pricemz
takové schvaleni nebude bezdiivodné odmitnuto.

17. Odskodnéni.

17.1 Odskodnéni zadavatelem. S vyjimkou casti
17.2, zadavatel odskodni, bude hjit nebo pokryje
naklady na obhajobu a bude kryt (dale ,,0d8kodni®)
zdravotnické zatfizeni pfed a proti jakymkoliv a vSem
odpovédnostem, naroktim, krokiim nebo Zalobam
vyplyvajicim z naroku c¢inéného nebo obzaloby
podané jakoukoliv tfeti stranou vuéi zdravotnickému
zatizeni (dale ,,naroky za skody vii¢i zdravotnickému
zatizeni®), které vyplyvaji z poskozeni subjektu
hodnoceni, planu hodnoceni nebo podrobnosti
protokolu. Poskozeni subjektu hodnoceni znamena
umy, které jsou zpusobeny aplikaci ¢i pouzitim
léciva zadavatele pii hodnoceni v souladu s
protokolem nebo provedenim jakékoliv klinické
intervence ¢i postupu v priabéhu hodnoceni dle
pozadavku protokolu, a ke kterym by u subjektu
hodnoceni pravdépodobné nedoslo, kdyby se subjekt
hodnoceni neucastnil hodnoceni. Zadavatel nebude
mit v ramci této ¢asti 17 zadny zavazek odSkodnit,
jestlize naroky za Skody vaci zdravotnickému
zafizeni vyplynou z nedbalosti nebo umyslného
pochybeni zdravotnického zafizeni, zkousejiciho ¢i
veskerého ostatniho personalu  zdravotnického
zafizeni nebo z poruSeni protokolu, této smlouvy ¢i
platnych zakonti ze strany zdravotnického zafizeni,
zkousejictho ¢i  veskerého ostatniho personalu
zdravotnického zatizeni.

Zadavatel se dale zavazuje nahradit zdravotnickému
zatizeni naklady na 1écbu subjektu hodnoceni v
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the study and all of the Institution's other costs
connected thereto, unless they are covered under the
Trial Subject's public health insurance.

The Sponsor's liability to indemnify the Institution,
in accordance with this clause, shall not be limited
by an amount payable under any insurance policy
taken out by the Sponsor, but shall apply to the full
amount of actual damage to the Institution totaling
the claim brought by the Trial Subject or his/her
legal beneficiaries, and successfully applied under
Czech law.

17.2 Indemnification by Institution. Subject  to
Section 17.1, Institution shall Indemnify Sponsor
(collectively "Sponsor Indemnitees”) from and
against any and all liabilities, claims, actions or suits
resulting from any third party claim made or suit
brought against Sponsor Indemnitees (“Sponsor
Claims and Losses”) arising out of the negligence or
willful misconduct of Institution, Investigator or any
other Institution Personnel, or a breach of the
Protocol, this Agreement, or Applicable Law by
Institution, Investigator or any other Institution
Personnel. Institution shall not have any obligation
to Indemnify under this Section 17.1, to the extent
that the Sponsor Claims and Losses arise out of the
negligence or willful misconduct of Sponsor, or the
breach of this Agreement or Applicable Law by
Sponsor.

17.3 Notice and Cooperation. Each indemnified
Party agrees to provide the indemnifying Party with
prompt notice of, and full cooperation in handling,
any claim that is subject to indemnification. If so
requested by the indemnifying Party, the
indemnified Parties agree to authorize the
indemnifying Party to carry out the sole
management of defense of an indemnified claim.

17.4 Settlement or Compromise. No settlement or
compromise of a claim subject to this
indemnification provision will be binding on the
indemnifying Party without the indemnifying
Party’s prior written consent. The indemnifying
Party will not unreasonably withhold such consent
of a settlement or compromise. No Party will admit

pfipadé poskozeni zdravi subjektu hodnoceni v
souvislosti s jeho UcCasti na studii a veskeré dalsi
naklady Zdravotnického zafizeni s tim souvisejici,
pokud nejsou hrazeny z vetejného zdravotniho
pojisténi subjektu udaju.

Odpovédnost zadavatele odskodnit zdravotnické
zafizeni dle tohoto ustanoveni nebude limitovana
castkou  splatnou dle jakéhokoliv  pojisténi
uzavieného zadavatelem, ale bude se vztahovat na
celou castku skutecné jmy zdravotnického zatizeni
ve vys$i naroku subjektu hodnoceni nebo naroku jeho
zakonného zastupce uspé$né uplatnéného dle ceského
pravniho fadu.

17.2  Odskodnéni zdravotnickym zafizenim. S
vyjimkou c¢asti 17.1, zdravotnické zatizeni v souladu
s casti 17.1 odSkodni zadavatele (dale spolecné
,,odSkodiiované osoby zadavatele®) pfed a proti
jakymkoliv a vSem odpovédnostem, narokliim,
krokiim nebo zalobam vyplyvajicim z naroku
¢inéného nebo obzaloby podané jakoukoliv tieti
stranou vu¢i odskodiovanym osobam zadavatele
(dale ,,naroky za Skody vaci zadavateli), které
vyplyvaji z nedbalosti nebo Umyslného pochybeni
zdravotnického zafizeni, zkouSejicitho ¢i veskerého
ostatniho personalu zdravotnického zafizeni nebo z
poruseni protokolu, této smlouvy ¢i platnych zakont
ze strany zdravotnického zafizeni, zkousSejiciho c¢i
veskerého ostatniho personadlu  zdravotnického
zafizeni. Zdravotnické zafizeni nebude mit v ramci
této casti 17.1 zadny zavazek odskodnit, jestlize
naroky za Skody vu¢i zadavateli vyplynou
z nedbalosti nebo umyslného pochybeni zadavatele
nebo z poruseni této smlouvy ¢i platnych zakont ze
strany zadavatele.

17.3 Oznédmeni a spoluprice. Kazda odSkodnéna
strana souhlasi s tim, ze odSkodnujici stranu okamzité
informuje o jakémkoliv naroku na odSkodnéni a
poskytne ji plnou spolupraci pii jeho vyfizovani.
Jestlize ji o to odskodnujici strana pozada,
odskodnéna strana souhlasi s tim, ze poskytne
odskodnujici strané opravnéni vyhradné tidit
obhajobu naroku na odskodnéni.

17.4 Urovnani nebo kompromis. Bez ptedchoziho
pisemného souhlasu odskodnujici strany nebudou pro
odskodnujici stranu zavazné zadné urovnani nebo
kompromis tykajici se naroku, ktery podléha tomuto
ustanoveni o odskodnéni. OdSkodiujici strana nebude
takovy souhlas s urovnanim nebo kompromisem
bezdiivodné odmitat. Zadna ze stran nepiiznd chybu

ONT-380-206 / Site 1059
Vseobecna fakultni nemocnice v Praze

Page 20 of 36




fault on behalf of another Party without the written
approval of that Party. The Parties shall be required
to inform one another of the course and outcome of
extrajudicial negotiations and any extrajudicial
settlements.

18. Termination.
18.1 Termination Conditions. This Agreement

terminates upon the earlier of any of the following
events:

a. Disapproval by IEC. If the Trial is never
initiated because of IEC disapproval, this
Agreement will terminate immediately.

b. Trial Completion. This Agreement will
terminate when the Trial is complete. For purposes
of this Agreement, the Trial is considered complete
after conclusion of all Protocol-required activities
for all enrolled Trial Subjects; receipt and
acceptance by Sponsor of all relevant Protocol-
required Trial Data, Records, and Biological
Samples; database lock; and receipt of all payments
due to any Party.

Estimated end of trial is year 2020.

c. Early Termination of Trial. If the Trial is
terminated early as described below, the Agreement
will terminate after Sponsor receives in accordance
with the Protocol the relevant Trial Data, Records
and Biological Samples, and after all payments due
to any Party are made.

(1) Termination of Trial Upon Notice. Sponsor
reserves the right to terminate the Trial for any
reason upon at least thirty (30) days’ written notice
to Institution and Investigator.

(2) Immediate Termination of Trial by Sponsor.
Sponsor further reserves the right to terminate the
Trial immediately upon written notification to
Institution and Investigator for cause, which
includes material unauthorized deviations from the
Protocol or reporting requirements; circumstances
that in Sponsor’s opinion pose risks to the health or
well-being of Trial Subjects; or Regulatory
Authority actions relating to the Trial or the Sponsor
Drug or Additional Drugs or placebo.

(3) Immediate Termination of Trial by Institution
and/or Investigator. Institution and/or Investigator

jménem jiné strany bez pisemného schvaleni dané
strany. Smluvni strany jsou povinny vzajemné se
informovat o prubé¢hu a vysledku mimosoudnich
jednani a ptipadného mimosoudniho vyrovnani.

18.  Ukonceni.

18.1 Podminky ukoncéeni. Tato smlouva bude
ukonéena na zaklad¢ té z nasledujicich udalosti, ktera
nastane dfive:

a. Nesouhlas IEC. Jestlize hodnoceni nebude
nikdy zahajeno, protoze ho IEC neschvalila, bude
tato smlouva okamzité ukoncena.

b. Dokon¢eni hodnoceni. Tato smlouva bude
ukoncena, kdyz bude dokonceno hodnoceni. Pro
potieby této smlouvy je hodnoceni povazovano za
dokoncené po skonceni vSech ¢innosti pozadovanych
protokolem u vSech zafazenych subjektd hodnoceni;
zadavatelové ptijmu a pfijeti vSech pfislusnych tdaji
z hodnoceni, zaznamt a biologickych vzorkd
pozadovanych protokolem; uzamceni databaze a
ptijmu vSech plateb splatnych kterékoliv strané.

Odhadovana doba ukonceni studie je rok 2020.

c. PiedCasné ukonceni hodnoceni. Jestlize je
hodnoceni nize uvedenym zplisobem ukonceno
pfedcasné, bude smlouva ukoncena v okamziku, kdy
v souladu s protokolem zadavatel obdrzi od
zdravotnického zatizeni pfislusné udaje z hodnoceni,
zaznamy a biologické vzorky, a zaroven dojde k
uhradé¢ veskerych plateb splatnych kterékoliv strané.

(1)  Ukonceni hodnoceni na zakladé vypovédi.
Zadavatel si vyhrazuje pravo ukoncit hodnoceni z
jakéhokoliv diivodu podanim vypovédi s alespon
tficeti (30) denni vypovédni lhlitou zdravotnickému
zafizeni a zkouSejicimu.

(2) Okamzité ukonceni hodnoceni ze strany
zadavatele. Zadavatel si dale vyhrazuje pravo
okamzité¢ ukoncit hodnoceni pisemnym oznamenim
zdravotnickému zafizeni a zkousSejicimu z davodd,
jez zahrnuji zavazné neopravnéné odchyleni od
protokolu nebo pozadavkd na hlaSeni; okolnosti,
které podle zadavatelova nazoru piedstavuji riziko
pro zdravi nebo blaho subjektli hodnoceni; nebo
kroky regula¢niho ufadu, jez se tykaji hodnoceni
nebo 1éciva zadavatele nebo dodateCnych 1é¢iv nebo
placeba.

(3) Okamzité ukonceni hodnoceni ze strany
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reserves the right to suspend the Trial immediately
upon notification to Sponsor, and, after prior
consultation in good faith with Sponsor, to terminate
the Trial upon notification to Sponsor, if requested
to do so by the responsible IEC or if such
termination is required to protect the health of Trial
Subjects.

(4) Other Grounds. Either Party may terminate
this Agreement upon written notice to the other
party with immediate effect (A) if one of the Parties
is dissolved; (B) if one of the Parties becomes or is
declared insolvent or a petition in bankruptcy has
been filed against it; (C) if the Investigator is no
longer able to act as Principal Investigator and no
mutually acceptable replacement can be found; (D)
one of the Parties seriously violates the provisions
of the Agreement.

18.2 Effect of Termination. In the event this
Agreement is terminated prior to completion of the
Trial, immediately upon receipt of a notice of
termination, the Investigator and Institution will
cease screening and enrolling subjects into the Trial
and will, as directed by Sponsor or CRO, cease
conducting Study procedures on Trial Subjects
already enrolled in the Study and cease use of the
Sponsor Drug as soon as practicable, with due
regard for the Trial Subjects’ safety and welfare.
Upon notice of termination, the
Investigator/Institution shall together with the
Sponsor agree on a procedure after the Trial
Subject’s exit from the Trial, for example on its
transfer to another health service provider
participating on Multi-Centre Study or on provision
of alternative care by the Investigator/Institution, by
performing an Early Termination visit per Protocol.
Furthermore Investigator/Institution shall provide
the data as requested by the Protocol up to and
including all Early Termination Trial Subject’s
visits.

18.3 Payment upon Termination. If the Trial is
terminated early in accordance with this Agreement,
Sponsor will pay for work already properly
performed up to and including the Effective Date of
termination, in accordance with Attachment B, less
payments already made, plus any actual and 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,
and all reasonable costs associated with shutting

zdravotnického  zafizeni  nebo  zkouSejiciho.
Zdravotnické zafizeni nebo zkousSejici si vyhrazuji
pravo okamzité pozastavit hodnoceni ozndmenim
zadavateli a, po pfedchozi konzultaci v dobré vife se
zadavatelem, ukoncCit hodnoceni  ozndmenim
zadavateli, jestlize je o to pozada odpoveédna IEC
nebo pokud takové ukonceni vyzaduje ochrana zdravi
subjektii hodnoceni.

(4) Jiné divody. Kazda ze stran muze tuto
smlouvu s okamzitou ucinnosti ukoncit pisemnou
vypovédi druhé strang, jestlize (A) je jedna ze stran
zrusena; (B) se jedna ze stran ocitne v platebni
neschopnosti nebo je prohlasena za platebné
neschopnou nebo vac¢i ni byla podana zadost o
konkurz; (C) zkousSejici jiz neni schopen vykonavat
funkci hlavniho zkousejiciho a nebyla nalezena zadna
oboustranné pfijatelnd nahrada; (D) jedna ze stran
z&vazn¢ porusuje ustanoveni této smlouvy.

18.2 Utinnost ukondeni. V piipadé, Ze je tato
smlouva ukoncena pfed dokoncenim hodnoceni,
zkousSejici a zdravotnické zafizeni okamzité poté, co
obdrzi oznameni o ukoncCeni, pifestanou provadét
screening a nabor subjektl do hodnoceni a, v souladu
s pokyny zadavatele a smluvni vyzkumné organizace,
pfestanou provadét studijni postupy na subjektech
hodnoceni, které jiz byly zafazeny do studie, a
jakmile to bude proveditelné s patficnym ohledem na
bezpeCi a prospéch subjekti hodnoceni, pfestanou
pouzivat 1é¢ivo zadavatele. Po oznameni o ukonceni
se zdravotnické zafizeni/zkouSejici spolecné se
zadavatelem dohodnou na postupu po vyfazeni
subjektu  hodnoceni z hodnoceni, naptiklad jeho
pfevedenim k jinému poskytovateli zdravotnich
sluzeb ucastnicim se multicentrické studie nebo jeho
alternativni  1é¢bé ve zdravotnickém  zafizeni/
zkousejicim, a to na zakladé predCasné zaverecné
navstévy subjektu  hodnoceni provedené dle
protokolu. Zdravotnické zafizeni/zkousejici budou
zaroven poskytovat zadavateli veskeré tdaje
pozadované protokolem, a to az do provedeni
predCasné zaveérecné navstévy subjektu hodnoceni.

18.3 Platba po ukonceni. Jestlize je hodnoceni
podle této smlouvy ukonceno pifedcasné, zadavatel
zaplati za praci, ktera byla fddn¢ vykonana do data
ucinnosti ukonceni (véetné tohoto data), v souladu s
ptilohou B. Z této platby budou odecteny platby,
které jiz byly provedeny, a budou k ni pficteny
veskeré skutecné a nezrusitelné vydaje kromé
budoucich néakladd na personal, pokud vznikly fadné
a byly doptedu schvaleny zadavatelem, a pouze v
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down the Trial. However, if Records cannot be
evaluated because of violations of the Protocol,
Sponsor shall pay only for completed evaluable
eCRFs, on a pro rata basis. If the Trial was never
initiated because of disapproval by the IEC, Sponsor
will reimburse Institution for IEC fees, and
administrative costs.

18.4 Return of Materials. Upon completion or any
termination of the Trial or this Agreement,
Institution and Investigator shall and shall cause
Institution Personnel to make no further use of and
to return to Sponsor or its designee, all Confidential
Information and any other Records, Trial Data,
materials and information that are the property of
Sponsor. At the conclusion of the Trial (or, if this
Agreement is terminated early, then upon the early
termination of this Agreement), Institution and
Investigator shall follow Sponsor’s instructions with
respect to the return, at Sponsor’s expense, of any
remaining quantities of unused Sponsor Drug or
Additional Drug.

19. Insurance. The Institution hereby represents
and warrants that it has taken out insurance, in
accordance with the Sec. 45(2)(n) of the Act No.
372/2011 Coll. on Health Services and the Terms
and Conditions for the Providing of Such Services
(the Act on Healthcare Services), as amended.

The Sponsor hereby represents and warrants that it
has taken out liability insurance for health damage
caused by the clinical trial, in accordance with the
provisions of section 52(3)(f) of Act No. 378/2007
Coll. on Pharmaceuticals and on Amendments to
Some Related Acts (the Act on Pharmaceuticals), as
amended .

20. Debarment, Exclusion, Licensure and
Response. Institution and Investigator each certify
that it/she/he is not debarred or restricted from
conducting clinical research and will not use in any
capacity the services of any person debarred or
restricted from conducting clinical research under
Applicable Law with respect to services to be
performed under this Agreement. Institution and
Investigator each also certify that it/she/he is not
excluded from providing of health services,
Investigator further certify that she/he has not
violated any applicable anti-kickback or false claims
laws or regulations. During the term of this
Agreement and for three years after its termination,
Institution and Investigator will notify Sponsor

takovém rozsahu, ve kterém tyto naklady nemohou
byt pfiméfené snizeny, a vSechny pfiméfené naklady
spojené s uzavienim hodnoceni. Jestlize ovSem
zaznamy nemohou byt vyhodnoceny kvili poruseni
protokolu, zadavatel zaplati pouze pomérnou ¢astku
za vyplnéné zhodnotitelné elektronické zaznamy
subjekti  hodnoceni. Jestlize hodnoceni kvuli
nesouhlasu EK nebylo nikdy zahdjeno, zadavatel
uhradi zdravotnickému zafizeni poplatky za EK,
zejména administrativni poplatek

18.4 Vraceni materidlli. Zdravotnické zafizeni a
zkousejici po dokonceni hodnoceni nebo jakémkoliv
ukonceni této smlouvy nebudou nadale pouzivat a
vrati, nebo zajisti, aby personal zdravotnického
zatizeni nadale nepouzival a vratil, zadavateli nebo
jim povétené osobé vSechny diavérné informace a
vSechny ostatni zaznamy, udaje z hodnoceni,
materidly a informace, které jsou majetkem
zadavatele. Pfi ukonceni hodnoceni (nebo, pokud je
tato smlouva ukoncena pfedcasné, pti predCasném
ukonceni této smlouvy) budou zdravotnické zatizeni
a zkousSejici dodrzovat zadavatelovy pokyny tykajici
se vraceni, na zadavatelovy naklady, veskerého
zbyvajictho mnozstvi nepouzitého 1éCiva zadavatele
nebo dodate¢nych 1éCiv.

19.  Pojisténi. Zdravotnické zatizeni prohlasuje, ze
mé sjednano pojisténi dle § 45 odst. 2 pism. n)
zakona ¢. 372/2011 Sb., o zdravotnich sluzbach, a
podminkach jejich poskytovani (zakon o zdravotnich
sluzbach) ve znéni pozdégjsich predpisti.

Zadavatel timto prohlaSuje a ujiStuje, Ze uzaviel
pojisténi  odpovédnosti za Skodu zplsobenou
klinickym hodnocenim v souladu s ustanovenimi §
52 odst. 3, pism. f) zakona ¢. 378/2007 Sb., o
lé¢ivech a o zménach nékterych souvisejicich zakontd
(zakon o 1écivech), ve znéni pozdé&jsich predpist.

20.  Zakaz Cinnosti, vylouceni, omezeni ¢innosti a
feSeni situace. Jak =zdravotnické zafizeni, tak 1
zkousejici, potvrzuji, Ze nepodléhaji zakazu nebo
omezeni vykonu klinického vyzkumu a Ze na zadné
pracovni pozici, sohledem na sluzby, jez budou
provedeny na zaklad¢ této smlouvy, nevyuziji sluzeb
jakékoliv osoby, jez v souladu s platnymi zakony
podléha zakazu nebo omezeni vykonu klinického
vyzkumu. Jak zdravotnické zafizeni, tak i zkousejici,
rovnéz potvrzuji, Ze nejsou vylouceni z poskytovani
zdravotnich sluzeb, a zkousejici dale potvrzuje, ze
neporusil zadné platné protikorupcni predpisy.
Zdravotnické zafizeni a zkousSejici budou po dobu
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promptly in writing (to the extent possible, within
two (2) business days) if either of these certifications
needs to be amended in light of new information or if
Institution or Investigator becomes aware of any
material issues related to the medical
licensure of any associated Trial researchers
(including the Investigator). Institution and
Investigator will cooperate with Sponsor regarding
any responsive action necessary.

21. Assignment and Delegation. Institution and
Investigator agree that Sponsor may at any time
assign or otherwise transfer the Agreement and all
or any parts of its rights or obligations under this
Agreement to an affiliate or third party, which is
obligated to inform remaining party in writing
without undue delay. None of the rights or
obligations under this Agreement will be assigned
or subcontracted by Institution or Investigator to
another without the prior written consent of
Sponsor, and the express agreement of Institution,
Investigator, and the requisite new assignee or
subcontractor. Investigator and/or Institution must
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.  No Conflicts; Authority; Enforceability. Each
Party represents and warrants as follows: (a) the
execution, delivery and performance of this
Agreement by such Party does not conflict with any
agreement to which it is a bounded party ; (b) it is
not currently a party to, and during the term of this
Agreement will not enter into, any agreements that
are inconsistent with its obligations under this
Agreement; (c) has the power and authority to enter
into this Agreement; (d) subject to the execution of
this Agreement by such Party, this Agreement has
been duly executed and delivered by such Party and
constitutes the valid and binding obligation of such
party, enforceable against it in accordance with its
terms; and (e) the execution, delivery and
performance of this Agreement has been duly
authorized by all necessary actions on the part of
such Party and, as applicable, its officers and
directors.

23. Survival of Obligations. The provisions of
Section 4 (Trial Conduct), Section 5 (Sponsor

trvani této smlouvy a po dobu tfi let po jejim
ukonéeni zadavatele okamzité pisemné informovat
(v mozném rozsahu, do dvou (2) pracovnich dntl),
pokud bude s ohledem na nové informace tieba
kterékoliv z téchto potvrzeni doplnit nebo pokud si
zdravotnické zafizeni nebo zkousejici budou védomi
jakychkoliv zavaznych skutecnosti tykajicich se
omezeni lékatské ¢innosti kteréhokoliv zaméstnaného
vyzkumnika provadéjiciho  hodnoceni  (vCetné
zkousejiciho). Zdravotnické zafizeni a zkousejici
budou se zadavatelem spolupracovat na jakychkoliv
pottebnych napravnych opattenich.

21. Postoupeni a pievedeni. Zdravotnické zafizeni
a zkousSejici souhlasi s tim, ze zadavatel mlze tuto
smlouvu a vSechny nebo kteroukoliv ¢ast svych prav
¢i zavazkd vyplyvajicich z této smlouvy kdykoliv
postoupit nebo jinak prevést na pobocku nebo tieti
stranu, o ¢emz je povinen bezodkladné pismené
informovat zbyvajici strany. Zdravotnické zafizeni
nebo zkousejici nepostoupi ani nezadaji zadné z prav
¢i zavazkd vyplyvajicich z této smlouvy nikomu
jinému bez zadavatelova ptedchoziho pisemného
souhlasu a vyslovné dohody zdravotnického zafizeni,
zkousejiciho a odpovidajiciho nového zmocnénce
nebo subdodavatele. Zkousejici nebo zdravotnické
zafizeni musi zadavatele pfedem uvédomit piedtim,
nez se prestéhuji na nové misto. Tato smlouva bude
vazat a prejde na nastupce a povolené nabyvatele
zadavatelovych prav.

22.  Zadné rozpory, pravomoc, vymahatelnost.
Kazda ze stran prohlasuje a zaruCuje nasledujici: (a)
uzavteni, vykon a plnéni této smlouvy danou stranou
nejsou v rozporu s zadnou smlouvou, ve které je
zavazanou stranou; (b) v soucasnosti neni stranou
zadné smlouvy a po dobu trvani této smlouvy
neuzavie zadnou smlouvu, kterd je v rozporu s jejimi
zavazky vyplyvajicimi z této smlouvy; (c) ma
pravomoc uzaviit tuto smlouvu; (d) tato smlouva byla
danou smluvni stranou fadn€ uzaviena a predstavuje
platny a u¢inny zavazek smluvni strany, jenz je vuci ni
vymahatelny v souladu s podminkami této smlouvy; a
(e) uzavteni, vykon a plnéni této smlouvy byly v této
stran¢ fadné schvaleny vSemi nezbytnymi kroky a dle
moznosti jejimi vedoucimi pracovniky a fediteli.

23. Platnost zavazkli po ukonceni smlouvy.
Ustanoveni ¢asti 4 (Provedeni hodnoceni), ¢asti 5
(Lécivo zadavatele), casti 6 (Financovani), ¢asti 9
(Nezadouci ptihody), ¢asti 10 (Chranéné zdravotni
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Drug), Section 6 (Financing), Section 9 (Adverse
Events), Section 10 (Protected Health Information),
Section 11 (Confidential Information), Section 12
(Trial Data, Biological Samples, and Records),
Section 14 (Inventions and Intellectual Property),
Section 15 (Publications), Section 16 (Publicity),
(Section 17  (Indemnification), Section 18
(Termination), Section 19 (Insurance), and Section
29 (Governing Law) survive termination of this
Agreement, as do any other provision in this
Agreement or its Attachments that by its nature
and intent remains valid after the term of the
Agreement.

24. Entire Agreement. This Agreement, including
Attachments (which are incorporated into this
Agreement by this reference) contains the complete
understanding among the Parties concerning the
performance of the specific Trial, and will, as of the
Effective Date, supersede all other agreements
between the parties concerning the specific Trial.
This Agreement may only be amended by a written
amendment signed by all parties. The failure of a
Party to enforce any right, remedy or condition of
this Agreement shall not be deemed a waiver
thereof. 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.

25.  Conflict with Attachments: Interpretation and
Construction. 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,
clinical and scientific matters unless expressly
agreed in writing between the Parties. Headings in
this Agreement are for convenience only and shall
not be considered in the interpretation or
construction of this Agreement.

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

informace), ¢asti 11 (Davérné informace), ¢asti 12
(Udaje z hodnoceni, biologické vzorky a zaznamy),
casti 14 (Vynalezy a duSevni vlastnictvi), ¢asti 15
(Publikace), ¢asti 16 (Propagace), casti 17
(Odskodnéni), casti 18 (Ukonceni), ¢asti 19
(Pojisténi) a casti 29 (Rozhodné pravo) budou platit i
po ukonceni této smlouvy, stejné jako veskera ostatni
ustanoveni této smlouvy nebo jejich pfiloh, ktera ze
své povahy a zaméru zUstavaji platnymi i po dobé
trvani této smlouvy.

24.  Uplna smlouva. Tato smlouva véetné pfiloh
(které jsou do této smlouvy =zaclenény timto
odkazem) obsahuje uplnou dohodu mezi stranami
tykajici se vykonu tohoto konkrétniho hodnoceni a,
pocinaje datem tucinnosti, nahradi vSechny ostatni
smlouvy mezi stranami tykajici se tohoto konkrétniho
hodnoceni. Tato smlouva mize byt ménéna na
zéklad¢ pisemnho dodatku podepsaného  vSemi
stranami. Jestlize nékterd ze stran neuspéje pii
vymahani  kteréhokoliv  prava, napravy nebo
podminky této smlouvy, nebude to povazovano za to,
7e se jich ziikd. Zadné zieknuti se kterékoliv
podminky nebo ustanoveni této smlouvy nebo jejich
poruseni, at’ jiz jednanim nebo jinak, v jednom ¢i
vice pripadech, nebude povazovano nebo vykladano
jako dalsi nebo pokracujici ziikani se kterékoliv
takové podminky nebo ustanoveni nebo jakéhokoliv
jejich predchoziho, soucasného nebo nasledného
poruseni, nebo jakékoliv jiné podminky nebo
ustanoveni této smlouvy, at' jiz stejné nebo jiné
povahy.

25. Rozpor s ptilohami, vyklad a interpretace. V
rozsahu, ve kterém jsou podminky a ustanoveni této
smlouvy v rozporu s podminkami a ustanovenimi
protokolu, budou mit podminky a ustanoveni této
smlouvy pfednost v pravnich a obchodnich
zalezitostech, zatimco podminky a ustanoveni
protokolu budou mit pfednost ve vécech technického
vyzkumu, klinickych a védeckych zalezitostech,
pokud se strany vyslovné pisemné nedohodnou jinak.
Nadpisy jsou v této smlouvé uvedeny pouze pro
orientaci anebudou pfi interpretaci nebo vykladu
smlouvy brany v uvahu.

26.  Vztah stran. Vztah zdravotnického zafizeni a
zkousejiciho k zadavateli je vztahem nezavislého
dodavatele, a nikoliv vztahem partnert, jednatele a
zmocnitele, zameéstnance a zameéstnavatele,
spole¢ného podniku nebo jinym.
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27. Force Majeure. No Party will be in default
under this Agreement for a 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,
accident, strike, terrorism, bioterrorism, lock-
out or other form of industrial action) promptly
notified to the other party (“Force Majeure”). If a
Force Majeure event persists for more than
thirty (30) 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.

28. Severability Clause. Should a provision of this
Agreement be invalid or become invalid or should
this Agreement contain an omission, then the legal
effect of the other provision shall not thereby be
affected. Instead of the invalid provision a valid
provision is deemed to have been agreed upon
which comes closest to what the Parties intended.

29. Governing Law. This Agreement shall be
interpreted and governed by the laws of the Czech
Republic and subject to the exclusive jurisdiction of
the courts of the Czech Republic. In case of conflict,
the Czech version of the Agreement shall take
precedence.

30. Dispute resolution. Any disputes arising from
or connected with this Agreement shall be settled
exclusively by the relevant Czech courts. Local
jurisdiction of the court shall be governed by the
location of the Institution's registered office.

31. Register of contracts. The Sponsor notes that
the Institution is obliged to publish information in
accordance with the Act No. 340/2015 Coll. on
Special Conditions for the Effectiveness of Certain
Contracts, the Disclosure of These Contracts and the
Register of Contracts (Act on the Register of
Contracts), as amended. The Agreement shall come
into force on the date of signature by both Parties
and shall come into effect on the date of publication
in the Register of Contracts.

The Parties have agreed that the Institution shall
publish a version of this Agreement, which the
Sponsor shall prepare for and provide to the
Institution for this purpose by no later than the date

27.  Vy&&i moc. Zadna ze stran nebude v prodleni
na zakladé této smlouvy kvili zpozdénému plnéni
nebo neplnéni zavazkl vyplyvajicich z této smlouvy,
jestlize k danému zpozdéni nebo neplnéni doslo
v disledku okolnosti, jez jsou mimo jeji pfimétenou
kontrolu (mimo jiné vcetné jakékoliv vyssi moci,
¢innosti  statu, nehody, stdvky, terorismu,
bioterorismu, vyluky zaméstnanci nebo jiné formy
protestni akce zameéstnancl), které budou druhé
strané okamzité¢ oznameny (dale ,,vy$§i moc®).
Jestlize udalost vyssi moci trva déle nez tficet (30)
dnti, strany mohou zah4jit debatu o zmirnéni dopadd,
a bude-li to mozné, dohodnout se na alternativnich
ujednanich, ktera mohou byt pfiméfena za vSech
okolnosti.

28.  Salvatorska klauzule. Jestlize bude nékteré
ustanoveni této smlouvy neplatné nebo se stane
neplatnym nebo jestlize bude v této smlouve cokoliv
vynechano, pravni uéinnost ostatnich ustanoveni tim
nebude ovlivnéna. Namisto neplatného ustanoveni
bude domluveno platné ustanoveni, jez bude co
nejvice odpovidat zameru stran.

29.  Rozhodné pravo. Smlouva se bude vykladat a
bude se #idit podle zakonti Ceské republiky a bude
podléhat vyhradni jurisdikci soud@ Ceské republiky.
V piipad¢ stietu bude mit piednost ceské znéni
smlouvy.

30. Rozhodovani spord. Jakékoli spory
vyplyvajici nebo souvisejici s touto smlouvou budou
rozhodovany vyhradng piislusnymi soudy Ceské
republiky. Mistni pfislusnost soudu bude dana sidlem
zdravotnického zatizeni.

31.  Registr smluv. Zadavatel/ bere na védomi, ze
Zdravotnické zafizeni je povinno uvefejiiovat
informace v souladu se zakonem ¢. 340/2015 Sb., o
zvlastnich podminkdch ucinnosti nékterych smluv,
uvefejnovani téchto smluv a o registru smluv (zakon
o registru smluv), ve znéni pozdéjsich predpist.
Smlouva nabyva platnosti dnem podpisu smluvnimi
stranami a ucinnosti dnem uvefejnéni v registru
smluv.

Smluvni strany se dohodly, ze Zdravotnické zatizeni
uvefejni verzi této Smlouvy, kterou mu za timto
ucelem piipravi a poskytne Zadavatel nejpozdéji v
den podpisu této Smlouvy, a to v strojové Citelném
formatu v elektronické podobé zaslanim na
emailovou adresu okh@vfn.cz Pokud Zadavatel

ONT-380-206 / Site 1059
Vseobecna fakultni nemocnice v Praze

Page 26 of 36




of signature of this Agreement, in machine-readable,
electronic format, sent to the e-mail address
okh@vfn.cz. Should the Sponsor fail to comply with
this obligation, the Institution shall be entitled to
publish the Agreement itself.

Total value of performance pursuant to this
Agreement for the purposes of the Register of
Contracts: CZK 100,000.

32. Notices. All notices required under this
Agreement will be in writing and be deemed to have
been given when hand delivered, sent by 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:

Cascadian Therapeutics, Inc.
3101 Western Avenue, Suite 600
Seattle WA 98121 USA

Attention: Clinical Operations
Telephone: NN

With a copy to:

Cascadian Therapeutics, Inc.
3101 Western Avenue, Suite 600
Seattle WA 98121 USA
Attention: Legal Department

Institution:

VSeobecna fakultni nemocnice v Praze
U Nemocnice 499/2, 128 08 Praha 2
Oddélenti klinického hodnoceni
Attention: kova
Telephone:

Investigator:

Vseobecna fakultni nemocnice v Praze
U Nemocnice 499/2, 128 08 Praha 2
Oddéleni klinického hodnoceni
Attention:

Telephone:

danou povinnost nesplni, je zdravotnické zafizeni
opravnéno uvefejnit smlouvu samo.

Celkova hodnota plnéni dle této smlouvy pro tcely
registru smluv: 100.000,- K¢.

32. Oznameni. Veskera oznameni, jez tato
smlouva pozaduje, budou ucinéna pisemné¢ a budou
povazovana za predand, kdyz budou dorucena
osobné, zaslana kuryrem nebo doporucenou postou
na nasledujici adresy, pfiCemz vSechny naléhavé
zalezitosti, jako jsou bezpecnostni hldseni, budou
okamzité sdélena telefonicky a potvrzena pisemné:

ZADAVATEL:

Cascadian Therapeutics, Inc.
3101 Western Avenue, Suite 600
Seattle WA 98121 USA

K rukam: Clinical Operations
reteton:
S kopii pro:

Cascadian Therapeutics, Inc.
3101 Western Avenue, Suite 600
Seattle WA 98121 USA

K rukam: Legal Department

Zdravotnické zarizeni:

VSeobecna fakultni nemocnice v Praze
U Nemocnice 499/2, 128 08 Praha 2
Oddélenti klinického hodnoceni

K rukam:

Telefon:

Zkousejici:

Vseobecna fakultni nemocnice v Praze
U Nemocnice 499/2, 128 08 Praha 2
Oddélenti klinického hodnoceni

K rukam:

Telefon:
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Agreed to and Accepted:

INSTITUTION SPONSOR: Cascadian Therapeutics, Inc.
By: By:
Signature Signature
Printed Name Printed Name
President
Title Title
Date Date
INVESTIGATOR
By:
Signature

Printed Name

Title

Date
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Attachment A
Protocol

Protocol No. ONT-380-206 entitled, ‘“Phase 2
Randomized, Double-Blinded, Controlled Study of
tucatinib vs. Placebo in Combination with
Capecitabine and Trastuzumab in Patients with
Pretreated Unresectable Locally Advanced or
Metastatic HER2+ Breast Carcinoma
(HER2CLIMB)" which is attached hereto and
incorporated herein by reference.

Priloha A
Protokol

Protokol ¢. ONT-380-206 nazvany “Faze 2,
randomizovana, dvojit¢ zaslepend, kontrolovana
studie pfipravku tucatinib vs. placebo v kombinaci
s ptipravky capecitabine a trastuzumab u pacientd s
predlécenym neresekovatelnym lokalné pokrocilym
nebo metastatickym HER2+ karcinomem prsu
(HER2CLIMB)”, ktery je do tohoto dokumentu
pripojen a zaclenén prostrednictvim odkazu.
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B-1.

B-2.

B-3.

Attachment B
FINANCING PAYMENT TERMS

General Terms. Institution will be paid by the
Sponsor for the services that they provide
under this Agreement the per patient grant
amount outlined on Attachment C (Financing
Worksheet) This amount constitutes full
compensation for the work to be completed by
the Payee, including all work and care
specified in the Protocol for the Trial, along
with all overhead and administrative services
in accordance with this Agreement. No
compensation will be available for Trial
Subjects enrolled or continuing in the Trial in
violation of the Protocol. The Sponsor shall
always make payment of the related amount to
the Payee’s bank account and only on the basis
of the invoice issued by the Institution in
accordance with the provision B-9. Institution
is responsible for providing the current and full
information for the purposes of making all the
payment presumed by this Agreement.
Institution shall maintain all available
documentation (e.g. copies of the invoices
issued) as prescribed by the relevant
legislation.

Payment Terms. Financing payments for
patient visits for Trial Subjects (“Visit Fees”)
will be made in Czech crowns, paid quarterly,
and based on visits performed and the date on
which complete data from the visits is entered
into the EDC system. Sponsor undertakes to
make the payments for work performed, based
on submitted and verified eCRFs, as to which
all data queries have been resolved, and
Attachment C  (Financing  Worksheet).
Specifically, Sponsor shal pay Payee for all
Visit Fees within thirty (30) days from the
receipt of invoice issued by the Institution in
accordance with B-9.  For example, if Trial
Subject visit occurs and the complete data
from the visit is entered into the EDC system
on October 16, Sponsor will make note of that
visit in calculating the Visit Fees accrued
during October and will pay the applicable
Visit Fees by the quarterly invoice issued at
the end of the relevant calendar quarter that
includes October.

Non-Procedural Costs. Payee will be paid for

B-1.

B-3.

o Priloha B )
FINANCNI PLATEBNI PODMINKY

Obecné podminky. Zdravotnickému zatizeni bude
hrazena zadavatelem za poskytovani sluzeb ve
smyslu této smlouvy CcCastka vypoctena podle
poctu pacientl a Castky uvedené v priloze C
(Finan¢ni list). Tato castka piedstavuje plnou
odménu za préci, jiz ptijemce platby vykond, a to
véetné veskeré prace a péce uvedené v protokolu
hodnoceni a vcetné¢ vSech rezijnich nakladl
a administrativnich sluzeb dle této smlouvy.. Za
subjekty hodnoceni, jejichz =zafazenim do
hodnoceni ¢i ponechanim v hodnoceni dojde k
poruseni protokolu, nebude poskytnuta zadna
odména. Zadavatel provede wvyplatu pfislusné
¢astky na bankovni et pfijemci platby vzdy a
pouze na  zakladé  faktury  vystavené
zdravotnickym zafizenim v souladu
s ustanovenim B-9. Zdravotnické zafizeni je
zodpovédné za poskytnuti spravnych a uplnych
informaci pro uskutecnéni veskerych plateb
predpokladanych touto smlouvou. Zdravotnické
zafizeni se zavazuje uchovavat veskerou jemu
dostupnou dokumentaci (napt. kopie vystavenych
faktur), jak mu ukladaji prislusné pravni predpisy.

Platebni podminky. Platby za navstévy pacientti
za vSechny subjekty hodnoceni (,,odmény za
navs§tévu“)  budou  provadény v Ceskych
korunach, vyplaceno Ctvrtletné a budou vychazet
z realizovanych navstév a dat, kdy budou Uplné
udaje z danych navstév zadany do systému EDC.
Platby se zadavatel zavazuje hradit za provedené
prace na zakladé¢ predlozenych a ovéfenych
zaznamu eCRF, unichz byly vyfeSeny vSechny
dotazy kudajim, ana zakladé¢ ptilohy C
(financ¢ni list). Splatnost faktury ¢ini 30 dnii ode
dne jejiho doruceni zadavateli.Pokud naptiklad
probéhnou navstévy subjektu hodnoceni a uplné
udaje ztéchto navstév jsou zadany do systému
EDC dne 16.fijna, zadavatel zohledni tyto
navstévy pii vypoftu odmén za navstévu
pfipsané béhem fijna a vyplati pfislusné odmeény
za navstévu na zakladé ctvrtletni faktury
vystavené na konci prislusného kalendainiho
¢tvrtleti zahrnujiciho fijen.

Jiné naklady. Pfijemci platby budou proplaceny
dalsi naklady neproceduralniho charakteru, které
budou piedem schvaleny zadavatelem, jak je
uvedeno v priloze C. VSechny castky uvedené
v piiloze C kromé odmén za navstévu budou
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B-5.

(1)

additional non-procedural costs that are pre-
approved by Sponsor, as set forth in
Attachment C. All amounts in Attachment C
other than Visit Fees are payable following
presentation of an invoice to Sponsor
(including, e.g., start-up fees, payment for pre-
screening HER2 testing, screen failure
payments, and IEC/IRB fees). To request
payment for such costs, Institution will remit
an itemized invoice (containing, if applicable,
also information stated in provision B-9 letter
¢)) to Sponsor with documentation and receipts
substantiating  agreed-upon  pass-through
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 C.
Amounts due will be paid within thirty (30)
days of the date on which Sponsor received the
invoice along with supporting documentation
and receipts.

Final Payment. At the conclusion of the Trial,
all eCRFs and Trial-related documents will be
promptly made available for Sponsor review.
The final payment will be paid once: all eCRFs
have been completed and received; data
queries have been satisfied and the database
has been locked; all Sponsor Drug, placebo
and Additional Drugs are returned to Sponsor;
and all close out issues are resolved and
procedures completed, including final IEC
notification. All queries must be resolved
within seven (7) working days of receipt by
Institution any time during the Trial. Sponsor
or its designee will perform final reconciliation
of all payments made to date against total
amount due and will promptly pay Payees
amounts remaining unpaid, if any. Payee will
promptly reimburse Sponsor amounts overpaid
within thirty (30) days of notification by
Sponsor or designee; this obligation also
applies if the amount overpaid was not, in
accordance with the invoice issued by the
Institution, paid to Institution’s bank account.

Taxes.

Payments shown in the Financing Worksheet
do not include Value Added Tax (VAT). Asa
U.S. based company and non-member of the
European Union. Cascadian Therapeutics,
Inc. is exempt of VAT and will be issued

B-4.

B-5.

(M

splatné po predlozeni faktury zadavateli (vCetné
napfi. nakladd na spus$téni, platby za testovani
vramci predbézného screeningu HER2, plateb
za neuspeésny screening a platby IEC/IRB). Pro
vyzadani proplaceni téchto nakladt zasle
zdravotnické zafizeni zadavateli polozkovou
fakturu (obsahujici ptipadné také informace
uveden¢ v  ustanoveni B-9 pism. ¢)
s dokumentaci a piijmy odtuvodnujicimi
dohodnuté prefakturovavané vydaje. Veskeré
provedené vydaje, jez nesouvisi s postupy,
budou uhrazeny pouze ve skute¢né vysi bez
navyseni na maximalni ¢astky uvedené v pfiloze
C. Splatné ¢astky budou uhrazeny do tficeti (30)
dnii od data, kdy zadavatel obdrzel fakturu,
spolu s pomocnou dokumentaci a piijmovymi
doklady.

Konecna platba. Po dokonceni hodnoceni budou
zadavateli okamzité poskytnuty ke kontrole
vSechny  elektronické  zdznamy  subjektl
hodnoceni a  dokumenty souvisejici s
hodnocenim. Konec¢na platba bude provedena
poté, co budou vyplnény a obdrzeny vsechny
elektronické zaznamy subjektd hodnoceni,
uspokojiveé zodpoveézeny dotazy tykajici se tidajt
a databaze uzamcena; veskeré 1éCivo zadavatele,
placebo a dodate¢na 1éCiva vraceny zadavateli;
vyfteSeny vSechny zalezitosti a dokonceny
postupy souvisejici s uzavienim hodnoceni
véetn¢ koneéného oznameni EK. VsSechny
dotazy musi byt kdykoliv b&hem hodnoceni
zodpovézeny do sedmi (7) pracovnich dnii od
jejich  obdrzeni zdravotnickym  zafizenim.
Zadavatel nebo jim povéfena osoba provedou
konec¢né vyuctovani vSech k aktudlnimu datu
provedenych plateb a dluznych castek a
pfijemcim platby okamzité¢ uhradi castky, které
zbyva zaplatit, pokud takové existuji. Pfijemce
platby okamzité vrati zadavateli preplacené
Castky do tficeti (30) dni od upozornéni
zadavatele nebo jim povéfené osoby, a to i v
ptipadé, ze tyto nebyly v souladu s fakturou
vystavenou zdravotnickym zafizenim vyplaceny
na bankovni i€et zdravotnického zatizeni.

Dané.

Platby uvedené ve finan¢nim listu nezahrnuji dan
z ptidané hodnoty (DPH). Jako spolecnost se
sidlem v USA, ktera neni ¢lenem Evropské unie.
Spolecnost Cascadian Therapeutics, Inc. je
osvobozena od DPH a vystavené faktury budou
bez uplatnéni DPH. Spole¢nost Cascadian
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invoices without application of VAT.
Cascadian Therapeutics, Inc. is a taxable entity
that carries out an organized economic activity
and is registered as a U.S. corporation with the
U.S. Internal Revenue Service (IRS).

(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. Sponsor and its designees 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 local regulations.

B-6. Screen Failures. A Screen Failure is a
consented Trial Subject who fails to meet the
screening visit criteria and is thus not eligible
for enrollment into the Trial. Screen Failures
will be reimbursed, if at all, as outlined in
Attachment C, based on work completed
pursuant to the Protocol, and must be invoiced
to the Sponsor for procedures actually
performed. Payment will be made within
thirty (30) days of receipt of a proper invoice.
Non-procedural expenses, if any, shall be
included in the invoice provided in accordance
with Section B-3.

B-7.  Necessary  Procedures. Payee will be
reimbursed for valid necessary visits and
procedures. Payment for any necessary
procedure due to patient safety will be
reimbursed at the agreed upon unit cost in the
budget, or if there is no such unit cost in the
budget, at the appropriate unit cost pre-
approved by Sponsor in writing, and will be
paid based on Sponsor’s eCRF review on the
basis of the invoice issued by the Institution in
accordance with the provision B-9. Where
practicable, Sponsor'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.

B-8.  Payee. The financing payments will be made
to the following Payee and address:

2

@

B-6.

B-7.

Therapeutics, Inc. dailovym subjektem, ktery
provozuje organizovanou ekonomickou ¢innost
aje zaregistrovany uamerického federalniho
danového uradu (IRS).

Ptijemce platby potvrzuje a souhlasi s tim, Ze je
vyhradné odpovédny =za zaplaceni vSech
pfispévkit a dani predepsanych jakymkoliv
prislusnym ufadem s ohledem na odménu nebo
dle vySe odmény zaplacené piijemci platby na
zéklade této smlouvy.. Zadavatel a jim povétrené
osoby nebudou odpovédni za srazky nebo platby
jakychkoliv takovych vyzadovanych piispévki
nebo dani. Piijemce platby pfijima plnou
odpovédnost za pfiznani vSech  plateb
obdrzenych na zaklad¢ této smlouvy piislusnym
danovym tfadim podle mistnich ptedpist.
NeuspéSné  screeningy. K  nelspé$nému
screeningu dojde tehdy, kdyz subjekt hodnoceni,
ktery souhlasil s casti v hodnoceni, nesplni
kritéria zékladniho vySetfeni, a neni proto
zpisobily k zatazeni do hodnoceni. Pokud budou
neuspesné screeningy uhrazeny, budou uhrazeny
dle ptilohy C na zdklad¢ prace vykonané podle
protokolu. Zadavateli musi byt fakturovany
pouze postupy, jez byly skutecné provedeny.
Platba bude provedena do tficeti (30) dnii od
obdrzeni fadné faktury. Jestlize vzniknou vydaje,
které nesouviseji s postupy, budou zahrnuty do
faktury vystavené v souladu s ¢asti B-3.

Nutné postupy. Piijemci platby budou uhrazeny
odiivodnéné nutné navstévy a postupy. Poplatek
za jakykoliv nutny postup kvili pacientove
bezpeCnosti bude uhrazen na  zakladé
jednotkovych nakladi dohodnutych v rozpoctu,
nebo pokud vrozpoCtu neexistuje takova
jednotkova sazba, na zékladé¢ piiméfené
jednotkové sazby pfedem pisemné schvalené
zadavatelem, a bude uhrazen na zakladé kontroly
zdaznamu eCRF zadavatelem a na zaklad¢ faktury
vystavené zdravotnickym zafizenim v souladu s
ustanovenim B-9. Bude-li to proveditelné, bude
od zadavatele ziskan predbézny pisemny
souhlas, pokud tim nebude narusena celistvost
hodnoceni nebo ovlivnéna bezpecnost subjektu
hodnoceni. V takovém piipadé¢ bude zadavatel
o této skuteCnosti informovan, jakmile to bude
mozné.

Pfijemce platby. Platby budou provedeny
nasledujicimu pfijemcina nasledujici adresu:
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B-9.

b)

Institution

Payee Name: VSeobecna fakultni nemocnice v
Praze

Payee Address: U Nemocnice 499/2, Praha 2.
128 08

Payee Tax Identification Number: 00064165

Payee Bank Account Details:

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

Invoices.
Data for invoicing including calculations of
conducted visits and all notifications to the
Institution will be sent to Oddéleni klinického
hodnoceni a vyzkumu, U nemocnice 2/499,
Praha 2, 128 08

All invoices must be issued and forwarded to
the following as instructed:

such other address as Sponsor shall notify
Institution in writing.

Institution is obliged to issue invoices after
each calendar quarter for Visit Fees. For the
purposes of issuing such invoice, and no later
than the 15" day of the month following such
calendar quarter, Sponsor shall provide the
Institution with a “pro forma” invoice
containing the total amount to be paid for Visit
Fees for the related calendar quarter.

Each invoice will be paid thirty (30) days from
receipt by Sponsor and must contain: (1)
Sponsor name, (2) Protocol number, (3)

B-9.

b)

Zdravotnické zatizeni

Nazev piijemce platby: VSeobecna fakultni
nemocnice v Praze

Adresa piijemce platby: U Nemocnice 499/2,
Praha 2. 128 08

Identifikacni ¢islo piijemce platby: 00064165

Udaje o bankovnim G&tu pifjemce platby:

V pfipad¢ zmény udaji o bankovnim uctu
ptijemce platby je zdravotnické zafizeni povinno
pisemné informovat zadavatele a smluvni
vyzkumnou organizaci, ale nebude vyzadovan
zadny dodatek k této smlouve.

aktury.

Podklady pro fakturaci vcetn¢ kalkulace
uskutecnénych navstév a veskera ozndmeni
zdravotnickému zafizeni budou =zaslany do
Odd¢leni klinického hodnoceni a vyzkumu, U

nemocnice 2/499, Praha 2, 128 08 — -

Vsechny faktury musi byt vystaveny a zaslany dle
pokyni na nasledujici adresu:

:

nebo
na jinou adresu, kterou zadavatel pisemné
oznami zdravotnickému zafizeni.

Zdravotnické zafizeni je povinno vystavovat
faktury na odmény za navstévu vzdy za ub¢hlé
kalendarni ctvrtleti. Pro ucely predchozi véty
bude zadavatel povinen zaslat zdravotnickému
zafizeni vzdy nejpozdéji do 15. dne mésice
nasledujiciho po ubéhlém kalendainim ctvrtleti
“pro forma” fakturu obsahujici informaci o
celkové Castce evidované k uhradé jako odménu
za nav§tévu na zakladé této smlouvy za dané
kalendarni ctvrtleti.

Zadavatel uhradi kazdou fakturu tficet (30) dnii
po jejim obdrzeni. Kazda faktura musi
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Investigator name, (4) Project code, if any, (5) obsahovat: (1) ndzev =zadavatele, (2) <¢islo
a summary of the reimbursement to be made in protokolu, (3) jméno zkouSejiciho, (4) kod
compliance with the Financing Worksheet. projektu, pokud existuje, (5) shrnuti uhrady,
ktera ma byt provedena v souladu s finan¢nim
d) Payee will not receive any payments for pass listem
through expenses if Payee has failed to
produce actual copy invoices or other d) Piijemce platby neobdrzi zadné platby za
documentation clearly substantiating that the prefakturovavané vydaje, jestlize neptedlozil
expenditures were actual, reasonable, and kopie  skute¢nych  faktur nebo  jinou
verifiable in the amount submitted for dokumentaci, ktera jasn¢ doklada, ze vydaje byly
compensation. Payee will have forty-five (45) skute¢né, pfiméiené a ovéfitelné ve vysi Castek,
days from the receipt of final payment to jez jsou ptredlozeny k uhradé. Piijemce platby
submit any outstanding invoices or dispute any bude mit ¢tyficet pét (45) dnii od piijmu konecné
payment discrepancies during the course of the platby na to, aby piedlozilo veskeré zbyvajici
Trial. The foregoing sentence is without faktury nebo rozporovalo jakykoliv nesoulad v
prejudice to any right, Payee may have to bring platbach provedenych b&éhem hodnoceni. Vyse
any properly constituted payment dispute at uvedenou vétou neni doteno zadné pravo, které
law, within the applicable period of limitation pfijemce platby mtze mit, na zakonné feSeni
according to Applicable Law. jakéhokoliv fadné zalozeného platebniho sporu v
ptislusné lhaté nebo s prislusnym omezenim
podle platnych zakond.
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