PIX306

CLINICAL STUDY AGREEMENT

This Clinical Study Agreement (the “Agreement”)
is made and entered into as of the day of the
signature of the last contracting party (the
“Effective Date”), by and between:

Fakultni nemocnice Brno (University Hospital
Brno)

Jihlavsk&a 20, 625 00 Brno, Czech Republic, IN:
65269705, TIN: CZ65269705, represented by
Roman Kraus, MD, MBA, director, state-funded
organization established by the decision of the
Ministry of Health, without duty of registration in
the commercial register, registered in the trade
register kept by the municipal trade Office in
Brno (the “Institution”)

and

Prof. Jifi Mayer, MD, PhD

Domicil: X (the “Investigator”)
and

CTI BioPharma Corp.

with offices at 3101 Western Avenue, Suite 600
Seattle, WA 98121, USA, represented by Nancy
Boman, M.D., Ph.D., Senior Vice President,
Clinical Development and Regulatory Affairs (the
“Sponsor”)

PREAMBLE:

WHEREAS the Sponsor is conducting a clinical
study (the “Study”) of the product pixantrone (the
“Study Drug”);

WHEREAS the Study shall be conducted in full
compliance with the Sponsor's protocol PI1X306
“A Randomized Multicenter Study Comparing
Pixantrone + Rituximab with Gemcitabine +
Rituximab in Patients with Aggressive B-cell Non-
Hodgkin Lymphoma Who Have Relapsed after
Therapy with CHOP-R or an Equivalent Regimen
and are Ineligible for Stem Cell Transplant” and

Prof. Jifi Mayer, MD, PhD

SMLOUVA O KLINICKEM HODNOCENI

Tato Smlouva o klinickém hodnoceni (dale jen
~Smlouva‘“) se sepisuje a uzavira ke dni podpisu
posledni smluvni strany (dale jen ,Datum
ucinnosti“) mezi:

Fakultni nemocnice Brno

Jihlavska 20, 625 00 Brno, Ceska republika, IC:
65269705, DIC: CZ65269705, zastoupena MUDr.
Romanem Krausem, MBA, Feditelem, statni
pfispévkova organizace zfizena rozhodnutim
Ministerstva zdravotnictvi, bez povinnosti zapisu
do  obchodniho  rejstiku, do
Zivnostenského rejstfiku vedeného
Zivnostenskym Gfadem mésta Brna (dale jen
.Zdravotnické zafizeni”)

zapsana

a

prof. MUDr. Jifi Mayer, CSc.

Bydlisté: X (dale jen ,Hlavni zkouSejici“)

a

CTI BioPharma Corp.

Se sidlem: 3101 Western Avenue, Suite 600,
Seattle, WA 98121 USA, zastoupena Nancy
Boman, M.D., Ph.D., Senior Vice President,
Clinical Development and Regulatory Affairs (dale
jen “Zadavatel”)

PREAMBULE:
VZHLEDEM K TOMU, Zadavatel provadi
klinickou studii (dale jen ,Studie®) pfipravku

zndmého jako pixantrone (dale jen ,Studijni
1ék”);

VZHLEDEM K TOMU, ze Studie bude provedena
v souladu s Protokolem Zadavatele klinické
Studie PIX306 pod ~Multicentricka
randomizovana studie srovnavajici Pixantrone +
Rituximab s Gemcitabinem + Rituximabem u
pacientd s agresivnim nehodgkinovym lymfomem
B-bunék, u kterych doslo k relapsu po terapii
CHOP-R nebo ekvivalentnim reZzimem a u kterych

nazvem
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any amendments thereto (the “Protocol”);

WHEREAS the Sponsor has engaged PSI CRO
Czech Republic s. r. 0., V Parku 2343/24, 148 00
Praha 4 - Chodov, Czech Republic, IN:
28196775, TIN: CZzZ28196775, registered in
Business Register, Municipal Court in Prague,
section C, folio 132148, represented by Petr
Vaculik, MD, Country Manager, and by Petr
Sedlak, PhD, by Power of Attorney (,PSI“), as a
contract research organization to set up and
conduct the Study in the Czech Republic;

WHEREAS the Sponsor desires to engage the
Institution and the Investigator to conduct the
Study, and the Institution and the Investigator
wish to conduct the Study;

NOW, THEREFORE, in consideration of the
mutual covenants and promises set forth herein,
the parties agree as follows:

1. SERVICES AND OBLIGATIONS
1.1 Conduct of Study/Protocol

(a) The Institution and the Investigator hereby
agree to conduct the Study in accordance with
this Agreement and the Protocol. In the event of
a conflict, the Agreement shall govern as to
budget and administrative issues; the Protocol
shall govern as to the scientific and operational
aspects of the Study.

(b) The Study shall be conducted at Clinic of
Internal Hematology and Oncology, University
Hospital Brno, Jihlavska 20, 625 00, Brno, Czech
Republic. The the
Investigator in ensuring that all individuals and
entities who perform any portion of the Study
his/her  supervision (the  “Study
Personnel”) conduct the Study in accordance
with the Protocol and the terms and conditions of
this Agreement

Institution shall assist

under

(c) The Protocol shall be considered final, in the
version approved and adopted by the Sponsor
and approved by the Statni Ustav pro kontrolu

Prof. Jifi Mayer, MD, PhD

neni vhodna transplantace kmenovych bunék” a
v§emi jeho dodatky (dale jen ,Protokol®);

VZHLEDEM K TOMU, Ze Zadavatel angazoval
PSI CRO Czech Republic s.r.o.,, V Parku
2343/24, 148 00 Praha 4 — Chodov, Ceska
republika, 1C: 28196775, DIC: CZ28196775,
zapsana v Obchodnim rejstfiku,
Méstskym soudem v Praze, oddil C, vloZka
132148, zastoupena MUDr. Petrem Vaculikem,
Country Manager, a PhDr. Petrem Sedlakem, na
zakladé plné moci (dale jen ,PSI) jako smluvni
vyzkumnou organizaci, aby zorganizovala a
provedla Studii v Ceské republice;

vedeném

VZHLEDEM K TOMU, Ze Zadavatel si pfeje na
provadéni Studie angazovat
zafizeni a Hlavniho zkouSejiciho, a Zdravotnické
zarizeni a Hlavni zkouSejici si preji provadét
Studii;

Zdravotnické

NYNI SE PROTO pfi
ujednani a zavazk( uvedenych v této Smlouvé,
strany dohodly nasledovné:

zvazeni vzajemnych

1. SLUZBY A POVINNOSTI
1.1 Provadéni Studie/Protokol

(a) Zdravotnické zafizeni a Hlavni zkouSejici se
timto dohodli, Ze provedou klinickou studii v
souladu stouto Smlouvou a Protokolem. V
pfipadé rozporu se otazky rozpoétu Studie a
administrativni otazky budou Fidit touto Smlouvou
a Protokol ve veédeckych a
provoznich aspektech Studie.

(b) Studie bude provedena na Interni
hematologické a onkologické klinice, Fakultni
nemocnice Brno, Jihlavska 20, 625 00 Brno,
Ceska republika. Zdravotnické zafizeni pomuze
Hlavnimu zkouSejicimu zajistit,
fyzické i pravnické osoby podilejici
provadéni Studie pod jeho dohledem (dale jen
»Studijni persondal“) provadély Studii v souladu
s Protokolem a podminkami stanovenymi touto
Smlouvou.

bude urlujici

aby vSechny
se na

(c) Znéni Protokolu bude povazovano za kone¢né
po schvédleni Zadavatelem a schvaleni Statnim
ustavem pro kontrolu lé&iv (SUKL), mistnimi
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I&Civ (State Institute for Drug Control - SIDC),
Local Ethics Committee and Multicentre Ethics
Committee (the “RA/EC”). Only the Sponsor may
modify the Protocol. Any amendment to the
Protocol must be notified to and/or approved by
the RA/EC in accordance with the Applicable
Regulatory Requirements (as defined below) to
become effective. Any such amendment to the
Protocol shall automatically be incorporated in
this Agreement once the approvals of the RA/EC
are obtained.

(d) The Study shall commence as soon as
possible following receipt of written approval by
the RA/EC.

1.2 Regulatory Compliance of Study

The Institution and the Investigator agree to
conduct and to ensure that all Study Personnel
conduct the Study in strict compliance with: (i) all
applicable laws and regulations applicable to the
conduct of clinical trials, including without
limitation Act No. 378/2007 Coll., on Drugs, Act
No. 372/2011 Coll., on Medical Services and
Regulation No. 226/2008 Coll., specifying the
correct clinical practice and stipulating the
detailed conditions of the clinical assessment of
therapeutic agents, (i) all generally accepted

standards of good clinical practice, including
without limitation the current Good Clinical
Practices Guidelines of the International

Conference on Harmonization and the EU Clinical
Trial Directive 2001/20/EC, (iii) the
regulations of the U.S. Food and Drug
Administration and (iv) the laws related to data
protection and data privacy, including without
limitation Data Protection Directive 95/46/EC and
Act No. 101/2000 Coll., on Data Protection, (v)

relevant

any other applicable law and regulations
(collectively, the “Applicable Regulatory
Requirements”). The Institution and the

Investigator shall also ensure that all Study
Personnel are trained in good clinical practice and
all aspects of the Protocaol.

1.3 Study Subjects

(a) The Investigator shall ensure that the rights

Prof. Jifi Mayer, MD, PhD

komisemi a multicentrickou etickou
(dale jen L,RO/EK®). Protokol
upravovat pouze Zadavatel. Aby se stal u¢innym,
musi byt kazdy dodatek nebo doplnéni Protokolu
oznameno a (nebo) schvaleno RO/EK v souladu
s Platnymi regulaénimi pozZadavky (jak jsou
definovany nize). Kazdy takovy dodatek
Protokolu bude automaticky zakomponovan do
této Smilouvy, jakmile bude obdrzeno schvaleni
RO/EK.

etickymi

komisi smi

(d) S provadénim Studie se zaCne ihned po
obdrzeni pisemného schvaleni RO/EK.

1.2 Vyhovéni Studie regulaénim pozadavkim
Zdravotnické zafizeni a Hlavni
souhlasi, ze provedou a zajisti, aby Studijni
persondl provedl Studii ve striktni shodé se: (i)
vdemi Platnymi zakony a pfedpisy Platnymi pro
provadeéni klinického hodnoceni v¢etné zakona €.
378/2007 Sb. o lédivech, zakona &. 372/2011 Sb.,
0 zdravotnich sluzbach a vyhlasky ¢. 226/2008
Sb. o spravné praxi a blizSich
podminkach klinického hodnoceni (i) vSemi
obecné pfijimanymi standardy spravné Klinické
praxe v€etné (mimo jiné) aktualné Platnych
postupl Spravné klinické praxe z Mezinarodni
konference pro harmonizaci a smérnice EU pro
klinicka hodnoceni 2001/20/ES, (iii) pFisluSnymi
predpisy amerického Ufadu pro kontrolu potravin
a léciv, (iv) zakony tykajicimi se ochrany udaju a
soukromi udaju v€éetné Smeérnice o ochrané dat
95/46/ES a zakona ¢. 101/2000 Sb., o ochrané
osobnich udaju, dalSimi Platnymi
zakony a predpisy (souhrnné ,Platné regulacni
pozadavky®). Hlavni zkouSejici rovnéz zajisti,
aby byli vSichni ¢lenové Studijniho personalu
vySkoleni ve spravné klinické praxi a ve vSech
aspektech Protokolu.

zkousejici

klinické

(v) vSemi

1.3 Subjekty Studie

(a) Hlavni zkouS$ejici zajisti, aby byla chranéna
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and welfare of the Study Subjects are protected,
and that the Study is conducted in accordance
with the ethical principles of the World Medical
Association Declaration of Helsinki (as amended
from time to time). A “Study Subject” is an
individual taking part in the Study to whom the
Investigational Medicinal Product is administered,
or takes part in the Study as a control person.

(b) The estimated number of subjects to be
enrolled by the Investigator is 6 (six). Detailed
criteria of subjects to be enrolled in the Study are
provided in the Protocol. The Sponsor reserves
the right to unilaterally reduce or increase the
number of Study Subjects upon written notice to
the Investigator at any time and with immediate
effect.

1.4 Clinical Supplies

(@ The Sponsor agrees to provide the
investigational medicinal product, including the
Study Drug pixantrone and comparator/
companion, (collectively the “Investigational
Medicinal Product”) at no cost to the Institution
or the Investigator in amounts sufficient for the
conduct of the Study, as well as certain
equipment and materials to be determined by the

Sponsor at its sole discretion (the “Study
Supplies”). Immediately upon receipt of the
Investigational Medicinal Product and Study

Supplies (collectively, the “Clinical Supplies”),
the Institution shall provide the Sponsor or PSI
with an acknowledgement of receipt. Unless
stated otherwise in writing by the Sponsor or PSlI,
(i) all Investigational Product,
administered or dispensed to the Study Subject
during the course of the Study, and (ii) all Study
Supplies are and will remain the sole property of
the Sponsor.

Medicinal until

(b) The Institution and the Investigator shall
maintain control of the Investigational Medicinal
Product in accordance with Applicable Regulatory
Requirements, and in the manner outlined in the
Protocol and any additional documents provided
by PSI or the Sponsor related to the storage and
distribution of the Investigational Medicinal
Product. In accordance with Regulation No.

Prof. Jifi Mayer, MD, PhD

prava a blaho Subjektl Studie, a budou Studii
provadét v s etickymi  zadsadami
Helsinské Svétového Iékafského
sdruzeni (v platném znéni). ,Subjektem Studie”
se rozumi osoba, ktera se ucastni Studie a které
byl podan Hodnoceny lélivy pfipravek, nebo
ktera se ucastni Studie jako kontrolni osoba.

souladu
Deklarace

(b) Predpokladany pocet pacientd, ktefi budou
Hlavnim zkouSejicim zafazeni do Studie, je 6
(Sest). Podrobna kritéria pro zafazovani subjektu
do Studie jsou uvedena v Protokolu. Zadavatel si
vyhrazuje pravo kdykoli s okamzitou platnosti
jednostranné snizit nebo zvysit po€et Subjektl ve
Studii prostfednictvim pisemného oznameni
Hlavnimu zkousejicimu.

1.4 Klinicky material

(a) Zadavatel souhlasi, ze

Zdravotnickému

poskytne

zafizeni nebo Hlavnimu

zkousejicimu zdarma Hodnoceny |éCivy pFipravek

véetné  Studijniho  Iéku pixantrone  a
komparator/doplfujici produkt (dale jen
,Hodnoceny lécivy pripravek) v mnozstvi

dostate€ném pro provedeni Studie, stejné jako
urcité vybaveni a material, jez ur€i Zadavatel dle
svého vyhradniho uvazeni (,Studijni material®).
Zdravotnické  zafizeni  neprodlené  potvrdi
Zadavateli nebo PSI pfilem Hodnoceného
léCivého pfipravku a Studijniho materialu (dale
jen souhrnné ,Klinicky material®), jakmile je
Pokud Zadavatel nebo PSI pisemné
nestanovi jinak, (i) veSkery Hodnoceny IéCivy
pripravek, dokud nebude v pribéhu Studie podan
nebo vydan Subjektu Studie a (ii) veSkery Studijni
material je a zUstane vyhradnim majetkem
Zadavatele.

obdrzi.

(b) Zdravotnické zafizeni a Hlavni zkouSejici
budou zodpovidat za to, aby byl Hodnoceny
IéCivy pfipravek skladovan a distribuovan v
souladu s Platnymi regulaénimi poZadavky a
zpusobem specifikovanym v Protokolu a dalSich
poskytnutych PSI
Zadavatelem. Hodnoceny léCivy pfipravek bude
v souladu s vyhlaskou €. 226/2008 Sb., v platném

dokumentech nebo
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226/2008 Coll., as amended, the Investigational
Medicinal Product shall be stored in the
Pharmacy of the Institution, which undertakes to
comply with conditions of Good Pharmacy
Practice, related guidance SIDC and ensure that
the handling of the Investigational Medicinal
Product shall be assured by authorized persons
only. The Institution and the Investigator shall
ensure that the Clinical Supplies are solely used
for the purpose of conducting the Study in
accordance with the Protocol and for no other
purpose, and the Institution and the Investigator
shall ensure that the Clinical Supplies are not
transferred to any third parties. The Institution and
the Investigator shall be responsible to PSI and
the Sponsor for the Clinical Supplies entrusted to
them and shall notify the Sponsor or PSI
immediately in writing, if any Clinical Supplies are
lost, damaged or destroyed.

(c) Upon completion or termination of the Study or
at the Sponsor's request, the Institution and/or the
Investigator shall (i) deliver all unused or
remaining Study Supplies to the address
indicated by the Sponsor or PSI, (i) deliver any
and all Investigational Medicinal Product to the
address indicated by the Sponsor or PSI or
destroy it at the Sponsor’s reasonable expenses,
as instructed by PSI and in accordance with the
Applicable Regulatory Requirements.

1.5 Informed Consent

(a) The Sponsor through PSI shall provide the
Investigator with an Information for the Patient
and template Informed Consent Form approved
by the Sponsor and the RA/EC (the “Informed
Consent Form”) which the investigator shall use
in the Study. Changes to the Informed Consent
Form shall not be implemented unless and until
the Sponsor gives its written approval.

(b) The Investigator shall inform each Study
Subject or the Study Subject's legal
representative that the Investigational Medicinal
Product is being used for a clinical trial, and, prior
to performing any Study-specific procedures on
the Study Subject, obtain from each Study

Prof. Jifi Mayer, MD, PhD

znéni, uskladnén vlékarné Zdravotnického
zafizeni, kterd se zavazuje dodrzovat podminky
spravné lékarenské praxe, souvisejici pokyny
SUKL a zaruduje manipulaci s Hodnocenym
IéCivym pFipravkem pouze opravnénymi osobami.
Zdravotnické zafizeni a Hlavni zkouSejici zajisti,
aby byl Klinicky material pouzivan pouze za
Ucelem provadéni Studie souladu s Protokolem a
pro zadné jiné ucely, a dale Zdravotnické zafizeni
a Hlavni zkouSejici zajisti, aby Klinicky material
nebyl pfedan zadné treti strané. Za jim svéfeny
Klinicky material zodpovida Zdravotnické zafizeni
a Hlavni zkouSejici PSI a Zadavateli Studie a
v pfipadé ztraty, poSkozeni nebo
Klinického  materialu  neprodlené

uvédomi Zadavatele nebo PSI.

zni¢eni
pisemné

(c) PFi dokonc€eni nebo ukonc¢eni Studie nebo na
Zadavatele,
Hlavni zkousSejici (i) vrati veSkery nepouzity nebo
zbyvajici Studijni material na adresu uréenou
Zadavatelem nebo PSI, (i) doruci
Hodnoceny |éCivy pfipravek na adresu uréenou
Zadavatelem nebo PSI, nebo jej dle
instrukci a na pfiméfené naklady Zadavatele a v
souladu s Platnymi regulanimi pozadavky.

zadost Zdravotnické zafizeni a

veskery

znici

1.5 Informovany souhlas

(a) Zadavatel prostfednictvim PSI poskytne
Hlavnimu zkouSejicimu Informace pro pacienty a
vzorovy Informovany  souhlas  schvaleny
Zadavatelem Studie a RO/EK (dale jen
.Informovany souhlas®), ktery Hlavni zkouSejici
pouzije pfi provadéni Studie. V Informovaném
souhlase nesmi byt provadény Zadné zmény,
pokud/dokud  Zadavatel neposkytne pisemny
souhlas s témito zmé&nami.

(b) Hlavni zkouSejici poda kazdému Subjektu
Studie nebo jeho zakonnému zastupci informace
o tom, Ze pro klinické hodnoceni se pouziva
Hodnoceny |éCivy pfipravek, a pfedtim, nez u
Subjektu Studie zacne provadét jakékoli Studijni
postupy, od né&j v souladu s Platnymi regulaénimi
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Subject an Informed Consent Form signed in
accordance with the Applicable Regulatory
Requirements. The Informed Consent Form shall
be executed in two originals with one original
provided to the Study Subject and the other
placed in the onsite study file (OSF).

1.6 Case Report Forms and Study Data

(a) The Sponsor shall supply the forms to be used
and completed by the Investigator to document a
Study Subject’s participation in the Study (the
“Case Report Forms”). The Investigator shall
record all data generated as a result of
conducting the Study (the “Study Data”) in a
timely, accurate and complete manner in the form
described in the Protocol and shall ensure that
the Case Report Forms for each Study Subject
are duly signed and dated. To the extent the
Study requires completion of electronic Case
Report Forms, Institution and the Investigator
shall ensure that they have implemented and
maintain appropriate computer security sufficient
to protect the confidentiality, integrity and
availability of such Data in accordance with the
Applicable Regulatory Requirements.

(b) The Investigator and the Institution shall take
reasonable and customary precautions to prevent
the loss or alteration of any Study Data. The
Institution and the Investigator acknowledge and
agree that the Sponsor shall own all Study Data.

1.7 Adverse Events

The Investigator agrees to immediately and fully
inform the Sponsor, PSI and, when applicable,
the RA/EC of any significant risks, adverse events
or unexpected results related to the Study,
according to the Applicable Regulatory
Requirements and the Protocol provisions.

1.8 Suspension of Study

The Sponsor may suspend the Study at any time
for any reason upon written notice,
suspension shall not be deemed a material

which

Prof. Jifi Mayer, MD, PhD

pozadavky ziskda podepsany Informovany
souhlas. Informovany souhlas bude podepsan ve
vyhotovenich. Jeden original bude
poskytnut Subjektu Studie a druhy bude ulozen
uchovavanych v Zdravotnickém

dvou

v zdznamech
zafizeni (OSF).

1.6 Zaznamy subjektu hodnoceni a Studijni
Gdaje

(@) Zadavatel doda formulafe, které Hlavni
zkousejici pouzije a vyplni pro zdokumentovani
Subjektd Studie ve Studii (dale jen
.Zaznamy  subjektu  hodnoceni®).  Hlavni
zkouSejici bude zaznamenavat veskeré udaje
ziskané v pribéhu provadéni Studie (dale jen
LStudijni Udaje“) vCas, pfesné a uplné do
formulare tak, jak je popsano v Protokolu Studie a
zajisti, aby vesSkeré Zaznamy subjektu hodnoceni
byly nalezité podepsany a datovany. V rozsahu,
V jakém Studie vyzaduje vyplhovani
elektronickych Zaznamd subjektd hodnoceni,
zajisti Zdravotnické zafizeni a Hlavni zkousejici
pocitae postadujici

neporusenosti a
dostupnosti téchto udaju v souladu s Platnymi

regulaénimi poZadavky.

ucasti

pfiméfené zabezpecleni

k ochrané ddvérnosti,

(b) Hlavni zkouSejici a Zdravotnické zafizeni ucini
odpovidajici opatieni, aby nedoslo ke ztraté nebo
zméné zadnych Studijnich udaji. Zdravotnické
zafizeni a Hlavni zkouS$ejici uznavaji a souhlasi,
Ze Zadavatel je vlastnikem veskerych Studijnich
udaja.

1.7 Nezadouci pFihody

Hlavni zkouS$ejici souhlasi, Ze bude v souladu
s Platnymi
ustanovenimi Protokolu neprodlené informovat
Zadavatele, PSI a pfipadné RO/EK o jakychkoli
vyznamnych nezadoucich pfihodach
nebo necekanych vysledcich souvisejicich se
Studii.

regulacnimi pozadavky a

rizicich,

1.8 Preruseni Studie

Zadavatel Studie muze prostfednictvim
pisemného oznameni kdykoli z jakéhokoli diivodu

Studii prerusit, pfiCemz toto pferuseni nebude
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breach of this Agreement.

1.9 Financial Disclosure

The Investigator shall complete and return to the
Sponsor or PSI the financial disclosure document
provided by the Sponsor or PSI, which document
discloses the amounts payable to Investigator
and any financial interests, including, but not
limited to, compensation arrangements, which the
Investigator, and/or his or her family members

may have in the Sponsor and/or the
Investigational Medicinal Product. The
Investigator shall also ensure that all sub-

investigators (if applicable) complete and provide
the Sponsor or PSI with such financial disclosure
forms. Such financial disclosure forms shall be
kept updated for a period of one (1) year after
Study completion.

2. COMPENSATION

(a) The compensation for the conduct of the
Study is defined in the Fee and Payment
Schedule enclosed as Appendix A. This
amount included in the Fee and Payment
Schedule represents the entire compensation
under this Agreement and it includes without
limitation, all work and care specified in the
Protocol, the use of the facilities and equipment,
staff costs, administrative costs, overhead, third
party costs, taxes, travel and other expenses etc.
The Fee and Payment Schedule may be modified
solely through prior written consent by the parties.
All costs specified in Appendix A are exclusive of
VAT, which will be added. The Institution shall
issue its invoices in compliance with the Czech
VAT requirements - in compliance with 8 9, Art. 1
VAT Act No. 235/2004 Coll., and in compliance
with EU Directive 2006/112/EC.

(b) The Sponsor through PSI shall not make any
payments for any Study Subject who has been
enrolled into the Study in violation of the Protocol,
whose CRFs have not been completed properly
or whose Informed Consent Forms have not been

Prof. Jifi Mayer, MD, PhD

povazovano za poruseni této Smilouvy.

1.9 Finanéni vykaz

Hlavni zkouS$ejici vypIni a odevzda Zadavateli
nebo PSI finanéni vykaz poskytnuty Zadavatelem
nebo PSI, vnémz jsou uvedeny Castky splatné
Hlavnimu zkouSejicimu a veskeré financni naroky
v€etné ujednani o kompenzaci, které Hlavni
zkousejici a jeho rodina mohou uplatnit vUgi
Zadavateli a/nebo v souvislosti s Hodnocenym
IéCivym pfipravkem. Hlavni zkouSejici také zajisti,
aby (pfipadn&) tento vykaz vyplnili i ostatni
zkouSejici a odevzdali jej Zadavateli nebo PSI.
Tyto finanéni vykazy budou aktualizovany po
dobu jednoho (1) roku od dokonc&eni Studie.

2. KOMPENZACE

(@) Kompenzace za provedeni Studie je
stanovena v Rozpisu plateb pfilozeném k této
Smiouvé jako Pfiloha A. Tato Castka uvedena
v Rozpise plateb pfedstavuje celkovou
kompenzaci vyplacenou na zakladé této Smlouvy
a zahrnuje veSkeré ukony a péci uvedenou
v Protokolu, pouZiti zafizeni a vybaveni, naklady
na persondl, administrativni naklady, rezii,
naklady spojené stranami, dané,
cestovni a jiné vydaje, atd. Rozpis plateb Ize
ménit vyhradné na predchoziho
pisemného souhlasu smluvnich stran. Castky
uvedené v Pfiloze A jsou uvedeny bez DPH,
kterou bude Zdravotnické zafizeni uc¢tovat k cené
dle platné legislativy (do tuzemska plus DPH, do
zahrani¢i bez DPH, tj. vobraceném pinéni —
reverse charge) — dle § 9, odst. 1 zdkona o DPH

s tretimi

zakladé

¢. 235/2004 Sb. a dle Smérnice Rady
2006/112/ES.
(b) Zadavatel prostfednictvim PSI neprovede

zadnou platbu za zadny Subjekt Studie, ktery byl
zafazen do Studie porusenim Protokolu, jehoz
Zaznamy subjektu hodnoceni nebudou fadné
vyplnény nebo jehoZz Informované souhlasy
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properly executed.

3. CONFIDENTIALITY

(a) “Confidential Information”
confidential or proprietary information or data, of
whatever kind and however memorialized,
whether recorded in written, graphic, oral,
electronic or other form, that are: (a) disclosed by
or on behalf of PSI and/or the Sponsor to the
Institution, the Investigator and/or the Study
Personnel in connection with this Agreement or
(b) invented, developed or generated by the
Institution, the Investigator and/or the Study
Personnel as a result of performing the Study
under this Agreement. The Confidential
Information shall include, without limitation, the
Study, the Study Drug, the Protocol, the
Investigator's  Brochure, the Study Data,
information regarding the Sponsor. All
Confidential Information shall belong solely and
exclusively to Sponsor.

means all

(b) Confidential Information does not include
information that (i) is in the public domain at the
time of its disclosure to the Institution and/or the
Investigator by PSI, the Sponsor or persons
authorized by PSI or the Sponsor, (i) was, as
evidenced by written records or other competent
proof, in the Institution’s and/or Investigator's
possession prior to its disclosure without
obligations of confidentiality with respect thereto,
or (iii) enters the public domain as a result of a
third party’s activities, through no act or omission
by the Investigator, the Institution or any Study
Personnel.

(c) The Institution and the Investigator shall
maintain the confidentiality of the Confidential
Information and shall ensure that employees,
agents, advisors and representatives of the
Institution and/or Investigator, including but not
limited to the Study Personnel, keep all
Confidential Information in strict confidence. The
Institution and the Investigator, including Study
Personnel, agree to not disclose any Confidential
Information to any third party except as permitted

Prof. Jifi Mayer, MD, PhD

nebudou fadné podepsany.

3. DUVERNOST

(a) Za ,Dlvérné informace” se povazuji veSkeré
informace nebo Udaje, at uz zaznamenané
v pisemné, grafické, ustni, elektronické nebo jiné
podobé, které jsou: (a) zpfistupnény PSI a (nebo)
Zadavatelem ¢&i jejich jménem Zdravotnickému
zafizeni, Hlavnimu zkouSejicimu a (nebo)
Studijnimu personalu v souvislosti s touto
Smlouvou, nebo (b) vynalezeny, vyvinuty nebo
vytvofeny Zdravotnickym zafizenim, Hlavnim
zkouSejicim a (nebo) Studijnim personalem
v disledku provadéni Studie dle této Smiouvy.
Duvérné informace zahrnuji Studii, Studijni 1€k,
Protokol, Soubor informaci
Studijni Gdaje, informace tykajici se Zadavatele
Studie. Veskeré D(vérné
vyhradnim vlastnictvi Zadavatele.

pro zkouS$ejiciho,

informace jsou ve

(b) Davérné
které (i) jsou vefejné dostupné v dobé jejich
predani Zdravotnickému (nebo)
Hlavnimu zkou3ejicimu PSI, Zadavatelem nebo
jimi opravnénymi osobami, (ii) byly dle pisemnych
zaznaml nebo jinych dikazl ve vlastnictvi
Zdravotnického =zafizeni a (nebo) Hlavniho
zkousejiciho predtim, neZ jim byly poskytnuty
PSI, bez povinnosti zachovavat jejich davérnost,
nebo (iii) které se stanou vefejné dostupnymi na
zakladé cCinnosti tfeti strany, nikoli na zakladé

informace nezahrnuji informace,

zafizeni a

opomenuti Hlavniho zkousejiciho,
Zdravotnického  zafizeni nebo  Studijniho
personalu.

(c) Zdravotnické zafizeni a Hlavni zkousejici
budou davérnost  Davérnych
informaci a zajisti, aby zaméstnanci, jednatelé,
poradci a zastupci Zdravotnického zafizeni a
(nebo) Hlavniho zkouSejiciho v&etné Studijniho
personalu pfisnou
Duavérnych informaci. Zdravotnické zafizeni a
Hlavni zkouSejici souhlasi s tim, ze nepfedaji
Duvérné informace zadné treti strané s vyjimkou
situaci, ve kterych to dovoluje tato Smlouva, a Ze

zachovavat

zachovavali davérnost
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by this Agreement or use any Confidential
Information for any other purpose or exceeding
the extent required to perform the Study, except
as may be authorized by PSI's or the Sponsor’s
prior consent. The parties hereto
understand that the unauthorized disclosure of
the Confidential Information would be detrimental
and cause irreparable harm to PSI and/or the
Sponsor. The Institution and Investigator shall
ensure that the Study Personnel are bound by
obligations of confidentiality no less stringent than
those contained in this Article 3 and shall be liable
to PSI and the Sponsor for breach by the Study
Personnel.

written

(d) The foregoing obligations of confidentiality
shall not apply to the disclosure of Confidential
Information in compliance with Applicable
Regulatory Requirements or order of a court of
competent jurisdiction. In the event the
Institution, the Investigator or any Study
Personnel are compelled by an order of a court of
competent jurisdiction or based on the Applicable
Regulatory Requirements, to disclose
Confidential Information or any part thereof, the
Institution and/or the Investigator shall without
delay notify the Sponsor and PSI to this effect in
writing and the Institution and the Investigator
shall use all commercially reasonable efforts to
assist PSI or the Sponsor in obtaining a protective
order or other remedy protecting the
confidentiality of such information required to be
disclosed.

(e) The obligations of confidentiality shall survive
the expiry or earlier termination of this Agreement
by a period of ten (10) years.

4. INTELLECTUAL PROPERTY

(@ The the Investigator
acknowledge and agree that the Sponsor shall
have exclusive ownership rights to all discoveries,
inventions, technologies, results, Study Data,
information, know-how, copyright work, concepts
or ideas, whether or not patentable, created,
developed, conceived or reduced to practice in
connection with the conduct of the Study and/or
the use of the Investigational Medicinal Product,

Institution and

Prof. Jifi Mayer, MD, PhD

nebudou pouzivat Divérné informace jinak, nez
pro Ucely provedeni Studie s vyjimkou situaci,
v nichz takové pouziti bude pisemné povoleno
PSI a (nebo) Zadavatelem Studie. Smluvni strany
timto usuzuji, Ze nepovolené pfedani Davérnych
informaci neni v jejich zajmu a mohlo by zpUlsobit
nenapravitelné Skody PSI a (nebo) Zadavateli
Studie. Zdravotnické zafizeni a Hlavni zkousejici
zajisti, aby Studijni personal byl vazan povinnosti
zachovavat dlvérnost neméné pfFisnou, nez je
povinnost stanovena vtomto ¢lanku 3, a za
poruseni této povinnosti Studijnim personalem
budou odpovédni PSI a Zadavateli.

(d) Uvedena povinnost zachovavat divérnost se
nevztahuje na pfedani Duavérnych informaci
v souladu s Platnymi regulaénimi pozadavky
nebo soudnim pfikazem pfislusného soudu.
V pfipadé, Ze bude Zdravotnické zafizeni, Hlavni
zkousejici nebo  kterykoli ¢len  Studijniho
personalu nucen soudnim pfikazem nebo na
zékladé Platnych regulacnich pozadavkd predat

Duvérné informace nebo jejich ¢&ast, jsou
Zdravotnické zafizeni a (nebo) Hlavni zkouS$ejici
povinni neprodlené pisemné informovat

Zadavatele a PSI a pouzit vS8ech komeréné
dostupnych prostfedkd, aby pomohli PSI a
Zadavateli ziskat ochranny soudni pfikaz nebo
jiné  opatfeni davérnosti
informaci, jejichz pfedani je pozadovano.

k ochrané téchto

(e) Povinnost zachovavat davérnost je platna po
dobu deseti (10) let od skonéeni platnosti nebo
dfivéjSiho vypovézeni této Smlouvy.

4. DUSEVNI VLASTNICTVI

(a) Zdravotnické zafizeni a Hlavni zkouSejici
uznavaji a souhlasi, ze Zadavatel bude mit
vyhradni vlastnicka prava ke vSem objevim,
vynalezdm, technologiim, vysledkim, Studijnim
udajum, informacim, know-how, autorskému dilu,
koncepcim a napadim, at uz patentovatelnym &i
nikoli, vytvofenym, vyvinutym, vynalezenym nebo
uvedenym do praxe v souvislosti s provadénim
Studie, a (nebo) pouzZivanim Hodnoceného
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together with all intellectual property rights
relating thereto (“Intellectual Property”). The

Institution and the Investigator shall promptly
disclose in writing to the Sponsor all Intellectual
Property made by the Institution, the Investigator
and/or the Study Personnel. All Intellectual
Property and any information with respect thereto
shall be Confidential Information subject to the
obligations set forth in Article 3 of this Agreement.

(b) The Institution and the Investigator agree to
assign and hereby assign all of their rights, title,
and interest in and to all Intellectual Property to
the Sponsor, with no further payment or other
obligation to the Institution and/or the Investigator.
Upon the Sponsor’'s request, the Institution and
the Investigator shall execute such documents
and take such other actions as the Sponsor
deems necessary for the Sponsor to obtain such
ownership and to apply for, secure, and maintain
patent or other proprietary protection of such
Intellectual Property exclusively on its behalf.

The Institution shall ensure that all Study
Personnel have an obligation to assign all
Intellectual Property to the Institution as

necessary to permit the Institution to comply with
its obligations under this Article 4. In the event
the Sponsor is unable for any reason, after good
faith and all reasonable effort, to secure the
Institution’s or the Investigator’s signature on any
document which the Institution or the Investigator
is required to execute in accordance with the
terms of this Article 4, the Institution and the
Investigator hereby irrevocably designates and
appoints the Sponsor and its duly authorized
officers and agents to act for and on their behalf
to execute, verify and file any such documents
with the same legal force and effect as if
executed by the Institution or the Investigator. To
the extent that the applicable law does not allow
for the transfer of any of the Intellectual Property
rights, the Institution hereby grants the Sponsor
an exclusive, perpetual, irrevocable, worldwide
royalty free license, with the right to
sublicense to any third party, to use such
Intellectual Property for any purposes.

and

Prof. Jifi Mayer, MD, PhD

IéCivého pfipravku spole¢né s pravy dusevniho
vlastnictvi souvisejicimi  (,Dusevni
vlastnictvi). Zdravotnické zafizeni a Hlavni
zkousejici budou neprodlené pisemné informovat
Zadavatele o veSkerém DuSevnim vlastnictvi
vytvofeném Zdravotnickym zafizenim, Hlavnim
zkousejicim a (nebo) Studijnim personalem.
Vedkeré DuSevni vlastnictvi a jakékoli informace
s nim souvisejici budou Divérnymi informacemi,
na néz se vztahuji povinnosti stanovené v &lanku
3 této Smlouvy.

S nimi

(b) Zdravotnické zafizeni a Hlavni zkouSejici
souhlasi s postoupenim a timto postupuji
vSechna sva prava na a zdjem o DuSevni
vlastnictvi Zadavateli bez naroku na jakékoli dalsi
finanni plnéni ze strany Zadavatele. Na zakladé
zadosti podepise
zafizeni a Hlavni zkou$ejici takové dokumenty a
pfijmou takova opatfeni, ktera bude Zadavatel
povazovat za nutna, aby Zadavateli vyhradné
jeho jménem pomohli toto vlastnictvi ziskat,
zazadat o patent nebo jinou majetkovou ochranu
takového duSevniho vlastnictvi, zajiStovat je a
udrzovat v platnosti. Zdravotnické zafizeni zajisti,
aby veSkery Studijni persondl byl povinen
postoupit veskeré DuSevni vlastnictvi
Zdravotnickému zafizeni tak, aby Zdravotnické
zafizeni mohlo splnit své povinnosti dle tohoto
Clanku 4. V ptipadg, ze
z jakéhokoli divodu schopen v dobré vife a po
vynaloZzeni pfiméfeného Usili zajistit podpis
Zdravotnického nebo Hlavniho
zkousSejiciho na nékterém dokumentu, jehoz
podepsani  Zdravotnickym nebo
Hlavnim zkouSejicim je vyZadovano v souladu
s podminkami tohoto Clanku 4, Zdravotnické
zafizeni a Hlavni zkouSejici timto neodvolatelné
uruji Zadavatele a jeho fadné autorizované
funkcionafe a zastupce, aby jednali =za
Zdravotnické zafizeni a Hlavniho zkousSejiciho a
jejich  jménem a podepisovali,
archivovali takové dokumenty se stejnou pravni
platnosti a ucinnosti, jako kdyby byly podepsany
Zdravotnickym nebo Hlavnim
zkousejicim. V rozsahu, ve kterém platné zakony
nedovoluji pfevod prav na DuSevni vlastnictvi,
Zdravotnické zafizeni timto udé&luje Zadavatel

Zadavatele Zdravotnické

Zadavatel neni

zafizeni

zafizenim

ovérovali a

zafizenim
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5. PUBLICATION AND PUBLICITY

5.1 Publication

(@) The Institution and the Investigator
acknowledge that the Study is part of a
multicenter trial and as such may not publish prior
to the multicenter publication and in the event
there is no multicenter publication after twelve
(12) months of Study end. Publications and
presentations derived from the Study should
include input from the Investigator, his/her
colleagues, other investigators in this Study, and
the Sponsor personnel. Such input should be
reflected in publication authorship and agreement
regarding order of authors should be established
before writing a manuscript and will be consistent
with generally accepted scientific standards. The
investigators interested in participating in,
presenting, and/or writing a manuscript should
contact the Sponsor. Selection of authors will be
governed by the Sponsor, based on the individual
contribution to the Study.

(b) The Institution and Investigator shall ensure
that at least sixty (60) days prior to submitting or
presenting a manuscript or other material relating
to the Study to a publisher, reviewer, or another
outside person, the Institution and Investigator
shall provide to the Sponsor a copy of all such
manuscripts and materials and allow the Sponsor
sixty (60) days to review and comment on them.
The Institution and Investigator shall delete all
the Sponsor’s
Information in any paper or presentation, and at
the Sponsor’s request, delay such publication for
up to 90 days in order to permit the Sponsor to
delete any reference to Sponsor’s Confidential

references to Confidential

Information and/or to obtain appropriate
intellectual  property  protection on any
Confidential  Information contained in the

Prof. Jifi Mayer, MD, PhD

vyhradni neomezené neodvolatelné bezplatné
opravnéni toto DusSevni
k jakymkoli Gcelim platné po celém svété a
s pravem udélit toto opravnéni treti strané.

uzivat vlastnictvi

5. PUBLIKACE A PROPAGACE

5.1 Publikace

(a) Zdravotnické zafizeni a Hlavni zkouSejici
uznavaji, ze Studie je soucasti multicentrického
klinického hodnoceni a z tohoto divodu jim neni
dovoleno publikovat vysledky pfedtim, nez budou
uvefejnény vysledky celého multicentrického
hodnoceni a v pfipadé, ze vysledky
multicentrického hodnoceni uverejnény nebudou,
nesmi Zdravotnické zafizeni ani Hlavni zkouS$ejici
uverejnit vysledky Studie po dobu dvanacti (12)
Studie. Publikace a
prezentace vyplyvajici ze Studie by mély
zahrnovat vstup od Hlavniho zkouSejiciho, jeho
kolegli, ostatnich zkouSejicich v této Studii a
zaméstnancl Zadavatele. Tento vstup by mél byt
zohlednén v autorstvi publikace a pfed napsanim
rukopisu by méla byt uzavfena dohoda o pofadi
autord dle vSeobecné pfijimanych védeckych
standardu. ZkouSejici, ktefi maji zajem o ucast,
prezentaci a (nebo) napsani rukopisu by méli
kontaktovat Zadavatele. Autory vybere Zadavatel
Studie v zavislosti na individualnim podilu na
Studii.

mésicd od skonéeni

(b) Nejméné Sedesat (60) dnl pfed predlozenim
nebo prezentaci rukopisu nebo jiného materialu
tykajiciho se Studie vydavateli, recenzentovi nebo
jiné externi osobé poskytne Zdravotnické zafizeni
a Hlavni zkouSejici Zadavateli kopii vSech téchto
rukopisi a materiall a poskytne Zadavateli
Sedesat (60) dnu na jejich revizi a komentar.
Zdravotnické zafizeni a Hlavni zkouSejici ze
vSech referatll nebo prezentaci odstrani veskeré
odkazy na Duavérné informace Zadavatele a na
zadost Zadavatele odlozi uvefejnéni az o 90 dnf,
aby tak umozZnili Zadavateli Studie odstranit
veSkeré odkazy na DOvérné informace
Zadavatele a (nebo) ziskat pfisluSnou ochranu
Dusevniho vlastnictvi vztahujici se na veSkeré
Dlvérné informace obsazené v publikaci.
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Publication.

5.2 Publicity

The Institution and the Investigator shall not use
PSI’s or the Sponsor’'s name, the names of any of
their employees, symbols, or trademarks in any
advertising, sales promotional material, or press
release without the prior written permission of PSI
or the Sponsor, as applicable, except to the
extent such disclosure is required to comply with
the Applicable Regulatory Requirements.

6. INDEMNIFICATIONS, NOTIFICATION OF
CLAIMS AND INSURANCE

6.1 The Sponsor’s Indemnity Obligations and
Disclaimer

a) The Sponsor undertakes to defend, indemnify
and hold harmless Institution, the Investigator and
the  Study Personnel (the  “Institution
Indemnitees”) against any and all claims,
damages, losses and costs arising out of (i) any
breach of this Agreement by the Sponsor; (ii) any
negligent or willful act or omission by the
Sponsor, including by its officers, employees,
contractors or other staff; or (iii), subject to
section 6.1b) below, the use or administration of
the Study Drug or a properly performed
procedure required by the Protocol that the Study
subject would not have otherwise undergone but
for his or her participation in the Study.

b) The Sponsor expressly disclaims any and all
liability whatsoever, and shall not have any
obligation to defend, indemnify and hold harmless
under Section 6.1a, with respect to claims,
actions, suits claims, actions, losses, damages or
costs arising out of or in connection with: (a)
Institution’s Indemnitees failure to comply with, or
deviation from the Protocol or the written
instructions of the Sponsor or PSI (unless such
deviation is necessary in order to protect the
health and safety of a Study subject); (b)
Institution’s Indemnitees and/or PSI’s negligence
or willful misconduct; (c) Institution’s Indemnitees
and/or PSI's breach of this Agreement or any

Prof. Jifi Mayer, MD, PhD

5.2 Propagace

Zdravotnické zafizeni a Hlavni
nebudou pouzivat nazev spole¢nosti PSI ani
Zadavatele, jména jejich zaméstnancl, symboly
ani ochranné znamky v zadnych reklamnich,
prodejné propagacnich materialech ani tiskovych
zpravach bez pfedchoziho pisemného souhlasu
PSI nebo Zadavatele, kromé& pfipadd, kdy je
zpfistupnéni  vyzadovano z duvodu
vyhovéni Platnym regulaénim pozadavkim.

zkousejici

takoveé

6. ZPROSTENi ODPOVEDOSTI, OZNAMENI
NAROKU A POJISTENI

6.1 Zavazky Zadavatele o odSkodnéni a
vyloucéeni odpovédnosti Zadavatele

a) Zadavatel se zavazuje hajit Zdravotnické

zafizeni a Hlavniho zkouSejiciho a Studijni
Personal (dale jen ~Zaméstnanci
Zdravotnického zarizeni zprosténi

odpovédnosti“) proti, zprostit je odpovédnosti za
a nahradit
narokl, nahrad Skody, ztrat a vydaju vyplyvajicich
z (i) poruSeni této Smlouvy Zadavatelem; nebo (ii)
nedbalosti, Umysiného jednani nebo opomenuti
ze strany Zadavatele vc€etné jeho vedoucich
pracovnikd, kontrahent(
jiného persondlu; nebo (iii) s vyhradou uvedeného
ve ¢l. 6.1 (b) nize, uzitim nebo podanim
Studijniho 1éku nebo Fadné provedeného
studijniho postupu vyZadovaného Protokolem,
ktery by Subjekt hodnoceni jinak nemusel
podstoupit, pokud by se neuc&astnil Studie.

jim Ujmy zplsobené v disledku

zaméstnanc(, nebo

b) Zadavatel odmita
odpovédnost a nebude mit povinnost hgjit, pojistit
a zprostit odpovédnosti dle ¢lanku 6.1 (a)

v pfipadé narokd, spor(, zZalob, ztrat a $kod nebo

vyslovné jakoukoli

nakladd vzniklych na zakladé (a) selhani
Zameéstnanct Zdravotnického zafizeni
zprosténych  odpovédnosti jednat v souladu
s Protokolem nebo na zakladé odchylky

od Protokolu nebo pisemnych pokynu Zadavatele
nebo PSI (pokud nebude takova odchylka nutna
k ochrané =zdravi a bezpecnosti Subjektu
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Applicable Regulatory Requirements; or (d)
Institution’s Indemnitees failure to provide the
Study subject with proper and/or sufficient
instructions regarding the administration and/or
use of the Study Drug, if applicable. Additionally,
the Sponsor shall not be liable to the extent a
claim is the result of the natural progression of a
Study subject’s pre-existing disease, condition or
underlying illness, whether previously diagnosed
or not.

6.2 PSI’s Disclaimer

The Sponsor, the Institution and the Investigator
expressly acknowledge and agree that PSI shall
have no liability whatsoever in connection with the
Study Drug and the Protocol, except to the extent
that such liability arises from (i) any negligent or
willful act or omission of PSI; or (ii) any breach of
this Agreement or any Applicable Regulatory
Requirements by PSI.

6.3 Institution’s and Investigator's Indemnity
Obligations

The Institution and the Investigator undertake to
irrevocably and unconditionally indemnify and
hold harmless the Sponsor, PSI their
respective directors, officers, employees, and
agents, against any and all claim, action, suit,
demand and prosecution that may be brought or
instituted, and all judgments, damages, liabilities,
costs and expenses resulting therefrom, arising
out of either (a) any negligence or willful act or
omission of the Institution, the Investigator, Study
Personnel or any officer, employee, contractor or
agent of the foregoing; or (b) any breach of this
Agreement or failure to adhere to Applicable
Regulatory Requirements or the terms of the
Protocol, other than deviations necessary to avert

and
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hodnoceni), (b) nedbalosti nebo Umysiného
pochybeni ze strany Zameéstnancu
Zdravotnického zarizeni zprosténych
odpovédnosti a/nebo PSI, (c) poruseni této

Smlouvy ze strany Zaméstnancl Zdravotnického
zafizeni zprosténych odpovédnosti nebo PSI,
nebo (d) selhani Zaméstnancu Zdravotnického
zafizeni zpro$ténych odpovédnosti poskytnout
Subjektu hodnoceni fadné a/nebo dostate¢né
pokyny tykajici se podavani a/nebo pfipadné
uzivani Studijniho léku. Zadavatel dale neponese
odpovédnost v pfipadé  vzneseni  naroku
na zakladé pfirozené progrese jiz dfive
existujiciho onemocnéni, stavu nebo zakladniho
onemocnéni Subjektu Studie, at jiz byly tyto dfive
diagnostikovany, €i nikoli.

6.2 Vyloucéeni odpovédnosti PSI

Zadavatel, Zdravotnické zafizeni a Hlavni
zkousejici timto potvrzuji, ze PSI nebude mit
odpovédnost za Ujmy
v souvislosti s Protokolem nebo Studijnim |ékem,
s vyjimkou takové Gjmy, ktera by byla zplsobena:
(i) nedbalostnim nebo umysinym jednanim nebo
opomenutim PSI; nebo (ii) porusenim Smlouvy
nebo Platnych regulacnich pozadavkt PSI, ftj.
poruSenim smluvni nebo zakonné odpovédnosti
PSI.

zadnou zpUsobené

6.3 Zavazky Zdravotnického zafizeni a
Hlavniho zkouSejiciho o zprosténi
odpovédnosti

Zdravotnické zafizeni a Hlavni zkouSejici se
zavazuji neodvolatelné a bezpodminecné zprostit
Zadavatele, PSI a jejich pfislusné feditele,
funkcionare, zaméstnance a jednatele
odpovédnosti za a nahradit jim Skody zpusobené
v dusledku narokd, Ffizeni, spor, vymahani a
Zalob, které mohou byt vzneseny, zahajeny,
vedeny &i podany na zakladé (a) nedbalosti nebo
umysiného opomenuti ze strany Zdravotnického
zafizeni, Hlavniho Studijniho
personalu nebo kteréhokoli jejich funkcionare,
zameéstnance, kontrahenta nebo jednatele; nebo
(b) na zakladé porudeni této Smlouvy nebo
nedodrzeni Platnych regulaénich pozadavk( Cci
podminek stanovenych Protokolem ze strany

zkousejiciho,
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imminent harm by the Institution, the Investigator,
Study Personnel or any officer, employee,
contractor or agent of the foregoing. Provided that
such deviations are consistent with practices and
procedures followed generally within the medical
industry.

6.4 Notification of Claims

The Institution and the Investigator shall
immediately serve a notice in writing to the
Sponsor about any claim or legal proceedings
related to the Study against the Institution, the
Investigator, the Study Personnel or other
employees hereunder in connection with the
Study. The Institution and the Investigator shall
fully cooperate in all reasonable aspects upon
request and on behalf of the Sponsor in the
defense against these claims or lawsuits.

6.5 Insurance

(@) The Sponsor shall ensure that executes the
mandatory liability insurance, as required by the
Applicable Regulatory Requirements (according
to 8§ 52 Art. 3 point f) Act No. 378/2007 Coll., on
Drugs, as amended). The Sponsor shall maintain
such liability insurance coverage for whole period
of the Study conduction.

(b) The Institution guarantees that it has
concluded liability insurance in compliance with §
45 (2) of the Act No. 372/2011 Coll., on Health

Care Services, as amended.

7. INSPECTIONS, AUDITS, MONITORING
AND RECORDS

7.1 Regulatory Inspections

The Institution and the Investigator shall promptly
notify the Sponsor and PSI of any regulatory
inspections or investigations relating to the Study
by the Czech or any other foreign regulatory
agency (including the US FDA) of which it

becomes aware. PSI, the Sponsor and their

Prof. Jifi Mayer, MD, PhD

Zdravotnického zafizeni, Hlavniho zkousejiciho,

Studijniho persondlu nebo kteréhokoli jejich
funkcionare, zaméstnance, kontrahenta nebo
jednatele s vyjimkou odchylek nutnych

k odvraceni bezprostfedné hrozici ujmy, a z nich
vyplyvajicich rozsudkud, nahrad Skody, zavazkd,
soudnich nakladu a vydaju. Za predpokladu, ze
tyto odchylky jsou v souladu s praxi a postupy,
které jsou ve zdravotnictvi obecné pfijimané.

6.4 Oznameni naroku

Zdravotnické zafizeni a Hlavni zkousejici se timto
zavazuji, ze okamzité zaSlou Zadavateli pisemné
oznameni o kazdém naroku nebo soudnim fizeni
vzneseném nebo vedeném proti Zdravotnickému
zafizeni, Hlavnimu zkousSejicimu, Studijnimu
personalu nebo jinym zaméstnancuim
v souvislosti se Studii. Zdravotnické zafizeni a
Hlavni zkouS$ejici budou plné spolupracovat ve
v8ech prislusnych aspektech na pozadani a
jménem Zadavatele pfi obhajobé proti témto
narokdm a pfi soudnich pfich.

6.5 Pojisténi

(a) Zadavatel zajisti, aby uzaviel a udrzoval
pojisténi dle Platnych
regulacnich pozadavku (dle § 52 odst. 3 pism. f)
zakona ¢&. 378/2007 Sb., o lécivech, v platném
znéni).
pojisténi udrZzovat v platnosti po celou dobu trvani
Studie.

klinického hodnoceni

Zadavatel je povinen vySe uvedené

(b) Zdravotnické zafizeni se zaruCuje, Ze ma
sjednano pojisténi odpovédnosti dle § 45 odst. 2
pism. n) zakona &. 372/2011 Sb., o zdravotnich
sluzbach, ve znéni pozdéjsich predpisu.

7. KONTROLY, AUDITY, MONITOROVANI A
ZAZNAMY

7.1 Regulaéni kontroly

Zdravotnické zafizeni a Hlavni zkouSejici PSI
Zadavateli a neprodlené kazdou
regulaéni kontrolu nebo Setfeni tykajici se Studie,
kterou provadi Cesky nebo kterykoli jiny regulacni
Ufad (v€etné americké FDA) a o niZz se dozvédi.
PSI, Zadavatel a jejich zastupci budou mit pravo

oznami
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respective representative shall have the right to
be present at any such inspections or
investigations and shall have the right to
previously provide, review, and comment on any
responses that may be required. The Investigator
shall render all possible assistance to such
authorities in conducting such inspections and
investigations.

7.2 Audit and Monitoring by PSI and Sponsor

(@) PSI, the Sponsor and their representatives
may audit, monitor and/or meet with the
Investigator and the Study Personnel at the
Institution during normal business hours and with
reasonable frequency for audits and visits to
monitor the progress of the Study and review
Study records, documents, information, data, and
materials (including the Study Data). The
Investigator shall assist PSI, the Sponsor and
their representative(s) in scheduling such visits.

(b) PSI, Sponsor and their representative(s) shall
be entitled to (i) examine and inspect the facilities
required for the performance of the Study; and (ii)
inspect source documents, as well as (i) inspect
and copy all Study Data (including, without
limitation, Case Report Forms, original reports of
laboratory tests and examination findings, and all
other notes, charts, reports, or memoranda
related to the Study Subjects or to the conduct of
the Study), which PSI and the Sponsor are
authorized to access by the signed Informed
Consent Form, and/or the Applicable Regulatory
Requirements. The Investigator shall cooperate
with PSI and the Sponsor during audits and
monitoring visits and in the resolution of any
questions regarding the Study Data.

The Institution and/or Investigator shall respond
to audit requests within thirty (30) business days
unless otherwise requested by PSI and/or
Sponsor. PSI and/or Sponsor shall notify the
Institution (lva Buchtova, BSc., Head of Clinical
Trials Department,
iva.buchtova@fnbrno.cz) of any planned audit
well in advance.

email:

Prof. Jifi Mayer, MD, PhD

byt pfitomni u takovych kontrol a Setfeni a budou
mit pravo pfednostné poskytovat, revidovat a
komentovat veSkeré odpovédi, které mohou byt
pozadovany. Zdravotnické =zafizeni poskytne
témto Uufadum pfi vykonu téchto kontrol a Setfeni
veskerou moznou pomoc.

7.2 Audit a monitorovani provadéné PSl a
Zadavatelem

(@) PSI, Zadavatel a jejich zastupci mohou
provadét audit u Hlavniho zkouSejiciho a
Studijniho personalu, monitorovat je a (nebo) se
s nimi setkavat ve Zdravotnickém zafizeni b&éhem
bézné pracovni doby a s pfiméfenou C&etnosti
auditl a navstév za ucelem monitorovani postupu
Studie a kontroly dokument,
informaci, Udajd0 a materialll Studie (véetné
Studijnich adaju). Hlavni zkousejici bude PSI,
Zadavateli a jejich zastupclm napomahat pfi
Casovém planovani téchto navstév.

zaznamu,

(b) PSI, Zadavatel a jejich zastupci budou mit
pravo (i) provéfit a prostory
pozadované pro vykon Studie; (ii) zkontrolovat
zdrojové dokumenty, a rovnéz (iii) zkontrolovat,
opravit a kopirovat vSechny Studijni udaje (véetné
- mimo jiné - puvodnich hlaseni o laboratornich
zkouskach a nalezech kontroly a vSech ostatnich
poznamek, grafl, zprav nebo zaznamu tykajicich
se Subjektu Studie nebo provadéni Studie), které
PSI a Zadavatel maji pravo dle
podepsaného Informovaného souhlasu a (nebo)
Platnych regulaénich pozadavkl. Zdravotnické
zafizeni a Hlavni zkousejici budou spolupracovat
se PSI
monitorovacich navstév a pfi feSeni vSech otazek
tykajicich se Studijnich udaja.

zkontrolovat

znat

a Zadavatelem béhem auditd a

Zdravotnické zafizeni a/nebo Hlavni zkouSejici
budou reagovat na zpravy o auditu do tficeti (30)
pracovnich dni, pokud PSI a/nebo Zadavatel
neurCi jinak. PSI a/nebo Zadavatel jsou povinni
Zdravotnické zafizeni (Bc. Iva Buchtova, vedouci
Oddéleni klinickych studii, e-mail:
iva.buchtova@fnbrno.cz) o kazdém planovaném
auditu s dostateénym pfedstihem informovat.
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7.3 Records

The Institution and the Investigator shall maintain
accurate, complete and current records of all
Study Data which shall include the Case Report
Forms (or equivalent electronic data) as well as
relevant source documents, any other essential
documents or materials generated for the Study,
as required by the Protocol, ICH GCP, the
Applicable Regulatory Requirements and PSlI's
and the Sponsor’s instructions (the "Records").
The Institution and the Investigator shall keep all
the Records in a safe and secure location for a
period of fifteen (15) years after completion of the
Study or the period required by the Applicable
Regulatory Requirements, whichever is longer.
The Institution and the Investigator shall ensure
that no Records are destroyed without the prior
written approval of PSI or the Sponsor.

8. TERM AND TERMINATION

8.1 Term

The term of this Agreement shall commence on
the date of the last named party signature. Unless
terminated earlier in accordance with this Article
8, this Agreement shall remain in effect until the
final Study documentation required to be provided
under the Protocol is received and accepted by
PSI and the Sponsor, and PSI has performed a
closeout visit at the Institution. Expected Duration
of Study is approximately until January 2018.

8.2 Termination by the Sponsor

The Sponsor, may terminate this Agreement with
immediate effect (i) if the Institution and/or the
Investigator materially breaches this Agreement
and fails to cure such breach within fifteen (15)
calendar days from the receipt of written notice;
(ii) if the Sponsor in good faith believe the Study
Drug or continuation of the Study presents an
unreasonable medical risk to the Study Subjects
or if there are efficacy or safety concerns; or (iii) if
the Study is suspended or not initiated at the

Prof. Jifi Mayer, MD, PhD

7.3 Zaznamy

Zdravotnické zafizeni a Hlavni zkouS$ejici
povedou presné, uplné a aktualni zaznamy o
vSech Studijnich udajich, které budou zahrnovat
Zaznamy subjektd hodnoceni (nebo odpovidajici
Udaje v elektronické podobé) jakoz i pfislusné
zdrojové dokumenty, jakékoli nezbytné
dokumenty nebo materialy vytvofené pro Studii
dle pozadavk(l Protokolu, ICH GCP, Platnych
regulaénich pozadavkli a pokynd PSI a
Zadavatele (dale jen ,Zaznamy*). Zdravotnické

dalsi

zafizeni a Hlavni zkouSejici budou Zaznamy
uchovavat na bezpecném a zabezpe€enim misté
po dobu patnacti (15) let od dokonceni Studie
nebo po dobu pozadovanou Platnymi regulaénimi
(kteradkoli doba bude delsi).
Zdravotnické zafizeni a Hlavni zkouS$ejici zajisti,
aby bez predchoziho pisemného povoleni PSI
nebo Zadavatele nedoSlo ke znieni Zadnych
Zaznam.

pozadavky

8. DOBA TRVANI A UKONCENI

8.1 Doba trvani

Tato Smlouva bude platna a u¢inna k datu jejiho
podpisu posledni z uvedenych stran. Pokud
nebude tato Smlouva ukon¢ena pfed€asné dle ¢l.
8, bude platna, dokud PSI a Zadavatel neobdrzi
Studijni vyZzadovanou
Protokolem a dokud PSI nevykona zavérecnou
navstévu ve Zdravotnickém zafizeni. Dokoné&eni
Studie je pfedpokladano v lednu 2018.

finalni dokumentaci

8.2 Ukongéeni ze strany Zadavatele

Zadavatel smi ukoncit tuto Smlouvu s okamzitou
platnosti, (i) pokud Zdravotnické zafizeni a/nebo
Hlavni zkousejici podstatné porusi tuto Smlouvu
a nezjedna napravu do patnacti (15) kalendafnich
dnd od obdrzeni pisemného upozornéni, (ii)
pokud se Zadavatel bude v dobré vife domnivat,
ze Studijni lék nebo pokraovani ve Studii
pfedstavuje nepfiméfené zdravotni riziko pro
Subjekty Studie, nebo pokud budou mit obavy
ohledné& ucinnosti &i bezpec&nosti Studijniho 1éku,
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Institution for any reason. The Sponsor, may also
terminate this Agreement without cause upon
thirty (30) calendar day’s notice.

8.3 Termination by Institution or

Investigator

Either the Institution and/or the Investigator may
terminate this Agreement: (i) if the Sponsor
materially breaches this Agreement and fails to
cure such breach within thirty (30) calendar days

from the receipt of written notice from the
Institution, or (i) if the Institution or the
Investigator in good faith believe that the

continuation of the Study presents an
unreasonable medical risk to the Study Subjects;
or (iii) upon seventy-five (75) calendar days
written notice to the other parties.

8.4 Survival

Articles 1.4 b) and c), 1.9, 3 through 7, 8.4, 9, 10
and 11 shall survive any termination or expiration
of this Agreement

9. NON-DEBARMENT

The Institution and the Investigator represent and
warrant, provided that they can be aware of these
facts when exercising reasonable effort, that
neither they nor any of the Study Personnel has
been debarred or suspended to participate in
clinical research by any competent authority or
agency in the Czech Republic or abroad
(including the US FDA), and that it shall not make
use of, nor involve in this Study any person or
organization which is or has been debarred,
suspended or disqualified by any regulatory
authority to participate in clinical research. In the
event the Institution or the Investigator or any
person or organization involved in the Study is or
debarred during the Study, the
Institution and the Investigator shall notify the
Sponsor or PSI in writing about this fact within
five (5) days after having learnt of it.

becomes

Prof. Jifi Mayer, MD, PhD

nebo (iii) pokud bude Studie z jakéhokoli divodu
ve Zdravotnickém zafizeni nebo
nebude zahajena, Zadavatel smi téz ukoncit tuto
Smlouvu bez uvedeni divodu s tficetidenni (30)
vypovédni lhGtou

pferusena,

8.3 Ukonceni ze strany Zdravotnického
zarizeni nebo Hlavniho zkousSejiciho

Zdravotnické zafizeni nebo Hlavni zkouSejici
mohou ukongit tuto Smlouvu: (i) pokud Zadavatel
podstatné porusuje tuto Smlouvu a toto poruSeni
nenapravi do fficeti (30) kalendarnich dna od
obdrzeni pisemného oznameni od
Zdravotnického zafizeni; (i) pokud je
Zdravotnické zafizeni nebo Hlavni zkouSejici
v dobré vife presvédéen, Ze pokracovani Studie
predstavuje pro Subjekty Studie nepfiméfené
Iékarské riziko; nebo (iii) na zakladé pisemného
oznameni ostatnim Smluvnim stranam
svypovédni Ilhdtou sedmdesat pét (75)
kalendarnich dna.

nebo

8.4 Platnost po ukonceni

Clanky 1.4 b)ac), 1.9, 3 az 7, 84, 9, 10 a 11
budou platit i po vypovézeni nebo skon&eni
platnosti této Smlouvy.

9. NEVYLOUCENI

Zdravotnické zafizeni a Hlavni zkouSejici ruci a
zarucuji, pokud jim takové skute€nosti mohou byt
pfi vynaloZeni pfiméfeného Usili zndmé, Ze jim
ani Persondlu Studie nebyla zakazana ani
pozastavena ucast v klinickém vyzkumu Zadnymi
Ceskymi zahraniénimi
kontrolnimi Ufady (v€etné americké FDA) a Ze
nevyuziji ani do této Studie nezapoji zadnou
osobu ani organizaci, které je nebo byla nékterym
regulacénim organem nebo
pozastavena u€ast na klinickém vyzkumu nebo
ktera byla prohlaSena nezplsobilou k uc¢asti na
klinickém  vyzkumu. V pfipadé, Ze by
Zdravotnické zafizeni nebo Hlavni zkouSejici Ci
jakékoli osoba nebo organizace uCastnici se
Studie méla byt nebo byla vylou¢ena bé&hem
Studie, Zdravotnické zafizeni a Hlavni zkouSejici
oznami tuto skutecnost Zadavateli nebo PSI, a to
pisemné do péti (5) dnu poté, co se o této

ani regulaénimi  a

zakazana
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10. DATA TRANSFER

Both prior to and during the course of the Study,
the Investigator and the Study Personnel staff
may provide PSI and/or the Sponsor with
personal data. Such data may include names,
contact information, work
qualifications, publications, resumés, educational
background, performance information, facilities,
staff capabilities, and other information relating to
the Study (the “Personal Data”). The
Investigator hereby consents to the processing
(including use, disclosure or transfer) of his/her
Personal Data by PSI, the Sponsor, their
respective agents and affiliates and governmental
or regulatory agencies both in the Czech Republic
and abroad for the following purposes (the
“Purposes”): (a) the conduct of clinical trials; (b)
review by governmental or regulatory agencies,
PSI, the Sponsor and their agents, and affiliates;
(c) satisfying legal or regulatory requirements;
and, (d) storage in databases for use in selecting
investigators and institutions for future clinical
trials. The Investigator also agrees to a transfer of
his/her Personal Data abroad, even if such
personal data is transferred to third countries
which do not ensure at least the same level of
personal data protection in its territory as that in
force in the territory of the European Union are
not recognized by the EU Commission. The
Investigator and the Institution represent that all
Study Personnel have consented to the
processing of their Personal Data for the
Purposes, including the transfer to third counties,
and shall notify the Sponsor or PSI immediately if
such consent has been withdrawn.

experience,

11. MISCELLANEOUS

(a) This Agreement shall be governed by Czech
law.

(b) If any provision(s) of this Agreement shall be
declared invalid by a court of competent
jurisdiction, such determination shall not affect the
remaining provisions of this Agreement which

Prof. Jifi Mayer, MD, PhD

skutecnosti dozvi.

10. PREDAVANi UDAJU

Pfed i vprabéhu Studie mlze byt Hlavni
zkousSejici a Studijni personal pozadan o
poskytnuti osobnich uddaji PSI a (nebo)

Zadavateli. Tyto Udaje mohou zahrnovat jména,
kontaktni udaje, pracovni zkuSenosti a profesni
kvalifikaci, publikace, Zivotopisy a informace o
vzdélani, informace s vykonem
profese, dovednosti, zplsobilost personalu a jiné
informace souvisejici se Studii (dale jen ,Osobni
Udaje®). Hlavni zkouSejici timto souhlasi se
zpracovanim  (v€etné poskytnuti a
predani) svych Osobnich udaja PSI, Zadavatelem
Studie a jejich jednateli a poboCkami a ¢eskymi i
zahrani¢nimi statnimi nebo regulaénimi ufady pro
nasledujici ugely (dale jen ,Uéely*): (a) provadéni
klinickych hodnoceni, (b) kontrola statnimi nebo
regulaénimi Ufady, PSI, Zadavatelem Studie,
jejich zastupci a pfidruzenymi spolec¢nostmi, (c)
splnéni zakonnych nebo regula¢nich pozadavki
a (d) uchovani v databazi za ucelem vybéru
ZkouSejicich pro budouci klinicka hodnoceni.
Hlavni zkouSejici dale souhlasi s pfedanim svych
Osobnich Gdaji mimo Ceskou republiku, i kdyz
budou tyto Osobni udaje pfedany do tfetich zemi,
které nezajiStuji stejnou uroven ochrany osobnich
Udaju na svém uzemi, jako ktera plati na uzemi
Evropské unie. Hlavni zkouSejici a Zdravotnické
zafizeni ruci za to, Ze vSichni &lenové Studijniho
persondlu souhlasi se zpracovanim svych
Osobnich udaji pro Ugely véetn& predani do
tfetich zemi a budou neprodlené informovat
Zadavatele nebo PSI, pokud bude tento souhlas

souvisejici

pouziti,

zrusen.

11. RUZNE

(a) Tato Smlouva se uzavir4d podle Platnych
zakonu Ceské republiky.

(b) Pokud bude nékteré ustanoveni této Smlouvy
prohlaSeno pfislusSnym soudem za neplatné,
nebude mit toto rozhodnuti vliv na zbyvajici
této Smlouvy a zbyvajici

ustanoveni tato
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shall remain in full force and effect. The parties
hereto shall however attempt to replace the
provision(s) declared invalid as aforesaid with
legally valid provision(s) which reflect(s) the same
purpose of the invalid provision(s) to the greatest
extent possible.

(c) Nothing contained in this Agreement shall be
construed to imply a joint venture, employment,
partnership, or principal agent relationship
between the parties hereto; and neither party
hereto by virtue of this Agreement shall have the
right, power or authority to act or create any
obligation, express or implied, on behalf of the
other party.

(d) If there is a discrepancy between the English
and the Czech versions of this Agreement, the
actual intention of the parties shall be established
by a good faith interpretation considering both
In case a discrepancy cannot be
resolved by such interpretation, the Czech
version shall prevail.

versions.

(e) The Sponsor shall conclude a separate
Investigator agreement with the Investigator
related to the performance of tasks connected
with the Study other than those ensured by the
Institution and stipulated by this Agreement.
Among other things, the separate Investigator
agreement shall define the Investigator’'s
remuneration for the performance of his/her tasks
related to the conduct of the Study.

[SIGNATURE PAGE TO FOLLOW]

Prof. Jifi Mayer, MD, PhD

ustanoveni z(stavaji v plné platnosti. Smluvni
strany se v8ak pokusi nahradit ustanoveni
prohlasené za neplatné ustanovenim platnym,
které pIni stejny ucel jako neplatné ustanoveni
V CO nejvét§im mozném rozsahu.

(c) Na zakladé zadné skutecnosti obsazené v této
Smlouvé neni mozné interpretovat vztah mezi
Smluvnimi stranami jako spole¢ny podnik, vztah
zaméstnance a zaméstnavatele, partnerstvi nebo
vztah nadfizeného a podfizeného a zaroven
zadné ze Smluvnich stran nezaklada tato
Smlouva pravo, pravomoc nebo opravnéni
vykonavat nebo vytvaret jménem ostatnich stran
jakékoli povinnosti, at jiz vyslovné nebo nepfimo
vyjadfené.

(d) V pfipadé rozporu mezi anglickou a €eskou
verzi této Smlouvy bude prokazan skutecny
zajem Smluvnich stran vykladanim této Smlouvy
v dobré vife pfi zvazeni obou verzi. V pfipadé, ze
rozpor nebude moci byt vyfeSen pomoci tohoto
vykladu, bude uréujici Ceska verze.

(e) Zadavatel
smlouvu na ¢innosti ve véci klinického hodnoceni

uzavie s Hlavnim zkou$ejicim

nad ramec dinnosti, za které odpovida
Zdravotnické zafizeni podle této Smlouvy.
Smlouva mj. stanovi odménu Hlavniho

zkousejiciho za provadéni téchto &innosti.

(nasleduje strana s podpisy)
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This Agreement has been executed in three Tato Smlouva byla vypracovana ve tfech
originals, one for each party. vyhotovenich, kdy kazda ze smluvnich stran
obdrzi jedno.

Institution:  Fakultni nemocnice Brno Zdravotnické zafizeni: Fakultni nemocnice

(University Hospital Brno) Brno

Name: Roman Kraus, MD, MBA Jméno: MUDr. Roman Kraus, MBA

Title: Director Funkce: feditel

DATED this day of , 2015 DATUM (den) (mésic), 2015
Investigator: Hlavni zkousejici:

Name: Prof. Jifi Mayer, MD, PhD Jméno: Prof. MUDr. Jifi Mayer, PhD
DATED this day of , 2015 DATUM (den) (mésic), 2015
Sponsor: CTI BioPharma Corp Zadavatel: CTI BioPharma Corp

Name: Nancy Boman, M.D., Ph.D. Jméno: Nancy Boman, M.D., Ph.D.
Title: Sr. VP, Clin. Dev. & Reg. Affairs Funkce: Senior Vice President

DATED this day of , 2015 DATUM (den) (mésic), 2015
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Prof. Jifi Mayer, MD, PhD

APPENDIX A
Fee and Payment Schedule
FEES

The compensation shall be based on the number of Study Subjects randomized into the Study in
compliance with the Protocol and the number of visits performed with respect to these Study
Subjects in accordance with the following payments table, which includes any institutional
overhead fees:

SITE FEE SCHEDULE - EUROS - X

**QOne fee/cycle - the entire cycle fee amount shall paid to the Institution as long as the patient
was dosed at least once during the cycle.

All costs specified in Appendix A are exclusive of VAT, which will be added at time of invoicing, if
applicable.

Pharmacy of the Institution, via Institution, will also invoice costs of medication (e.g. Gemcitabine
and Rituximab) needed for the preparation and conduct of the Study (according to Protocol), if it
is not supplied by the Sponsor. The price of this medication can not be higher than the sum of
the maximal producer price and trade margins set by the price regulations of the Ministry of
Health of the Czech Republic.

Invoicing and Payments

The Institution shall receive quarterly overviews from PSI, setting out the amounts earned by the
Institution, based on the Case Report Forms sections that have been completed by the
Investigator and verified by the PSI Study monitor against the source documents (each a
“Quarterly Overview”).

If the Institution agrees with the Quarterly Overview, the Institution shall issue an invoice for the
amount indicated in the Quarterly Overview. The Institution shall identify each invoice with Study
Number PIX306, Investigator Name, Site Number and include a detailed description of what is
being invoiced.
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The Sponsor, through PSI, shall make the payments within 30 days after receipt of the
undisputed invoice. The Sponsor shall be entitled to withhold the last payment until the
Investigator has appropriately answered all data clarification requests and the Sponsor or PSI
has performed a closeout visit to the Institution.

The Sponsor shall use a variable symbol (28212014 or invoice number) for all the payments (for
payments from abroad, it will be indicated in the message for the payee). Bank charges: SHA —
payment originator pays the bank charges of the sending bank, payment beneficiary pays the
bank charges of the receiving, eventually intermediary banks.

Account Details
The Institution and the Investigator herby instruct the Sponsor to pay, through PSI, the entire

compensation under this Agreement to the following bank account (or other bank account,
subsequently notified to the Sponsor or PSI):

Payee Name/Jméno pfijemce
Payee Address/Adresa pfijemce
Tax ID Number/DIC

Method of Payment/Zplsob platby
Beneficiary Name/Jméno pfijemce
Bank Name/Néazev banky

Bank Address/Adresa banky

Bank Account Number/Cislo gtu
IBAN Number/IBAN

Account Type/Druh ugtu

Swift Code/CBU/Swift/CBU
Variable symbol

XX XXX [X XX [X [X|X|X

In the case of delayed payment the Institution is authorized to charge interest at the statutory
rate.
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V. Enrollment

Anticipated Study Subject Enrollment. It is anticipated that a maximum of six (6) Study Subjects
(“Anticipated Enrollment”) shall be enrolled in the Study at the Study site. In the event that the
Institution seeks to add additional Study Subjects beyond the Anticipated Enrollment, Institution shall
submit a change order in the form attached hereto as Attachment 2 (“Change Order”) requesting
authorization to exceed the Anticipated Enrollment, which must be approved in writing by the President
or Executive Vice President & Chief Medical Officer of CTI. No additional Study Subjects shall be
enrolled prior to receiving written authorization from CTI. The responsible PSI entity (on behalf of CTI)
will compensate Institution only for such additional Study Subjects that have been authorized in advance
in writing by the President or Executive Vice President & Chief Medical Officer of CTI.

Attachment 2

Change Order Form
Change Order No.
Change Order Effective Date:
Agreement:

Clinical Trial Agreement between CTI and_[insert name of Institution]:
Effective Date of Agreement [insert effective date]

Change In Scope:
Prior Anticipated Enrollment: 6 patients maximum
Revised Anticipated Enrollment: patients maximum

IN WITNESS WHEREOF, the parties have executed this Change Order through duly authorized
representatives as of the Change Order Effective Date above.

CTI: INSTITUTION:
By: By:

Name: Name:

Title: Title:

Date: Dated:

(PRINCIPAL) INVESTIGATOR:

By:

Name:

Title:

Date:
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PRILOHA A
Rozpis plateb
Poplatky

Kompenzace bude vyplacena na zakladé poctu Subjektt Studie randomizovanych do Studie v
souladu s Protokolem a poctu uskute€nénych navstév, které Subjekty Studie podstoupi, dle nize
uvedené tabulky plateb zahrnujici veSkeré rezijni poplatky Zdravotnickému zafizeni:

PREHLED POPLATKU Zdravotnickému zafizeni v EUR - X

vEUR

**Jedna platba za Cyklus — cela tato Castka bude vyplacena Zdravotnickému zafizeni i v
pfipadé&, Ze pacientovi byl podan Iék alespori jednou b&éhem Cyklu.

Uvedené ¢astky jsou bez DPH, DPH bude pfipoctena v dobé fakturace.

Dale bude lékarna Poskytovatele fakturovat PSI Iéky (napf. Gemcitabine a Rituximab) nutné pro
pfipravu a prabéh Studie (dle Protokolu), pokud nebudou dodany Zadavatelem. Cena nesmi byt
vyS$8i nez soucet maximalni ceny vyrobce a obchodnich pfirazek stanovenych cenovym
predpisem Ministerstva zdravotnictvi CR.

Fakturace a platby

Zdravotnické zafizeni od PSI jednou za ¢tvrtleti obdrzi pfehled s vyétem &astek, které maji byt
Zdravotnickému zafizeni zaplaceny na zakladé oddild Zaznam( subjektd studie (CRF)
vyplnénych ZkousSejicim a ovéfenych Studijnim monitorem PSI oproti zdrojové dokumentaci
(dale jen ,Ctvrtletni piehled®).

Pokud Zdravotnické zafizeni Ctvrtletni pfehled schvali, vystavi fakturu na &astku uvedenou ve
Ctvrtletnim piehledu. Na kazdé faktufe je tfeba vyznadit &islo Studie PIX306, jméno Hlavniho
zkousejiciho, €islo Studijniho centra a uvést podrobny popis toho, co se fakturuje.

Zadavatel bude prostfednictvim PSI provadét platby do 30 dnl od obdrzeni nesporné faktury.
Zadavatel si vyhrazuje pravo pozdrzet posledni platbu, dokud Hlavni zkou$ejici fadné
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nezodpovi veSkeré pozadavky na objasnéni udaji a Zadavatel nebo PSI nevykonaji zavérecnou
navstévu ve Zdravotnickém zafizeni.

Zadavatel je povinen pfi kazdé platbé disledné uvadét variabilni symbol (28212014 nebo Eislo
faktury), pfi platbach ze zahranici jej bude uvadét ve zpravé pro pfijemce. Bankovni poplatky:
SHA - platce hradi poplatky banky platce, pfijemce hradi poplatky banky pfijemce, popf.
zprostfedkujicich bank.

Informace k uétu
Zdravotnické zafizeni a Hlavni zkouSejici timto ur€uji, aby Zadavatel prostiednictvim PSI zaplatil

celkovou odménu vyplyvajici z této Smlouvy na nasledujici bankovni G¢et (nebo kterykoli jiny
bankovni U€et, k némuz nasledné poskytnou Zadavateli nebo PSI udaje):

Payee Name/Jméno pfijemce
Payee Address/Adresa pfijemce
Tax ID Number/DIC

Method of Payment/Zplisob platby
Beneficiary Name/Jméno pfijemce
Bank Name/Néazev banky

Bank Address/Adresa banky

Bank Account Number/Cislo ugtu
IBAN Number/IBAN

Account Type/Druh ugtu

Swift Code/CBU/Swift/CBU
Variabilni symbol

XD XXX XXX XXX | X [ X

V pfipadé pozdni Uhrady je Zdravotnické zafizeni opravnéno Uctovat urok z prodleni v zakonné
vysi.
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V. Nabor pacient

Predpokladany nabor pacientli. Pfedpoklada se, ze do Studie bude v daném Studijnim centru zafazeno
maximalné Sest (6) pacientl (dale jen ,Pfedpokladany nabor pacienti”). V pfipadé, Zze Zdravotnické
zarizeni bude chtit zafadit dal$i Subjekty Studie nad ramec Predpokladaného naboru pacientd, odesle
Zdravotnické zafizeni Zadost o zménu ve formé PFilohy 2 k tomuto dokumentu (dale jen ,Zadost o
zménu"), v niz pozada o schvaleni navyseni Pfedpokladaného naboru pacientl. Tato Zadost musi byt
schvélena prezidentem nebo vykonnym vice-prezidentem a feditelem pro lékafské zalezitosti CTI
(Executive Vice-President & Chief Medical Officer). Pfedtim, nez Zdravotnické zafizeni obdrzi pisemny
souhlas CTI s navySenim Predpokladaného naboru pacientl, nezafadi do Studie zadny Subjekt Studie
navic. PFislusna pobocka PSI vyplati odménu jménem CTI Zdravotnickému zafizeni pouze za ty
dodate¢né Subjekty Studie, jejichz zafazeni bylo pfedem pisemné schvaleno prezidentem nebo
vykonnym vice-prezidentem a feditelem pro IékaFské zalezitosti CTI.

Priloha 2 (vzor)

Zadost o zménu

Zadost o zménu &.

Datum nabyti u€innosti Zadosti o zménu:
Smlouva:

Smlouva o klinickém hodnoceni mezi CTl a [vloZte nazev Zdravotnického zarizeni]:
Datum nabyti G€innosti Smlouvy [vlozte datum nabyti u€innosti smiouvy]

Zména rozsahu:
Predchozi odhadovany nabor pacient: maximalné 6 pacientd
Aktualizovany nabor pacientd: maximalné pacientu

NA DUKAZ CEHOZ podepsaly smiuvni strany tuto Zadost o zménu prostfednictvim svych opravnénych
zastupcl k Datu nabyti u€innosti Zadosti o zménu uvedenému vyse.

CTI: ZDRAVOTNICKE ZARIZENI:
Podpis: Podpis:

Jméno: Jméno:

Pozice: Pozice:

Datum: Datum:

(HLAVNI) ZKOUSEJiCi:

Podpis:

Jméno:

Pozice:

Datum:
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