SPR994-301

CLINICAL STUDY AGREEMENT

This  Clinical Study  Agreement  (the
"Agreement") is made and entered into by and
between:

Thomayerova nemocnice

Hospital),

(Thomayer

located at Videriska 800, 140 59 Praha 4 — Kr¢

represented by Assoc. Prof Zdenék Bene§,
MD, PhD, director

State-funded Institution founded by the Ministry
of Health of the Czech Republic

full wording of the foundation deed ref. No.
MZDR 17268-1V/2012

ID: 00064190
TIN: CZ00064190

Bank details: Ceska narodni banka (Czech
National bank), Na Pfikopé 28, 115 03 Praha 1,
bank account No.: 20001-36831041/0710

IBAN: CZ42 0710 0200 0100 3683 1041
SWIFT: CNBACZPP

(the “Institution”)

and

Assoc. Prof. Roman Zachoval, MD, PhD,

[

“Investigator”)
and
PSI CRO Czech Republic s.r. 0.,

V Parku 2343/24, 148 00 Praha 4 - Chodov,
Czech  Republic, IN: 28196775, TIN:
CZ28196775, 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”)

PREAMBLE:
WHEREAS Spero Therapeutics, Inc., 675

Massachusetts Ave., 14" Floor, Cambridge,
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SMLOUVA O KLINICKEM HODNOCENI

Tato Smlouva o klinickém hodnoceni (dale jen
~Smlouva“) se sepisuje a uzavira mezi:

Thomayerova nemocnice,

se sidlem Videnskéa 800, 140 59 Praha 4 - Kr¢
jednajici: doc. MUDr. Zdenék Bene$§, CSc., feditel
statni ziizend
Ministerstvem zdravotnictvi CR

pfispévkova organizace

uplné znéni zfizovaci listiny ¢.j. MZDR 17268-
IV/2012

IC: 00064190
DIC: CZ00064190

Bankovni spojeni: Cesk& narodni banka, Na
Pfikopé 28, 115 03 Praha 1, Cislo uctu: 20001-
36831041/0710

IBAN: CZ42 0710 0200 0100 3683 1041
SWIFT: CNBACZPP

(dale jen ,Zdravotnické zafizeni”)

a

doc. MUDr. Roman Zachoval, PhD,
I (:ic jen Hiavni
zkousejici“)

a

PSI CRO Czech Republic s.r.o.,

V Parku 2343/24, 148 00 Praha 4 - Chodov,
Ceska  republika, IC: 28196775, DIC:
CZ28196775, zapsana v obchodnim rejstfiku
u Méstského soudu v Praze, oddil C, vlozka
132148, zastoupena MUDr. Petrem Vaculikem,
Country Manager, a PhDr. Petrem Sedldkem, na
z&kladé pIné moci (“PSI”)

PREAMBULE:
VZHLEDEM K TOMU, Ze Spero Therapeutics,
Inc., 675 Massachusetts Ave., 14th Floor,
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MA 02139, USA (the “Sponsor”) is conducting
a clinical study (the “Study”) of the product
SPR994 (the “Study Drug”);

WHEREAS the Study shall be conducted in full

compliance with the Sponsor's protocol
SPR994-301 “A Phase 3, Randomized,
Double-blind,  Double-dummy,  Multicenter,

Prospective Study to Assess the Efficacy,
Safety and Pharmacokinetics of Orally
Administered Tebipenem Pivoxil Hydrobromide
(SPR994) Compared to Intravenous Ertapenem
in Patients with Complicated Urinary Tract
Infection (cUTI) or Acute Pyelonephritis (AP)”
(ADAPT-PO) and any amendments thereto (the
“Protocol”). The Protocol has been
incorporated herein as Attachment 2 by means
of reference;

WHEREAS the Sponsor has engaged PSI
CRO AG, registered address Baarerstrasse
113a, 6300 Zug, Switzerland as a contract
research organization to set up and conduct the
Study through PSI in the Czech Republic
(Sponsor’s authorization for PSI, PSI extract
from the Business Register, and authorizations
for persons signing documents on behalf of PSI
have been incorporated herein as Attachment 3
and Attachment 4 by means of reference);

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

WHEREAS the Investigator agrees to act as
the principal investigator for the Study at the
Institution;

NOW, THEREFORE, in consideration of the
terms and conditions set forth herein, the
parties agree as follows:

1. SERVICES AND OBLIGATIONS

1.1 Conduct of Study
a) The Institution and the Investigator
hereby agree to conduct the Study in
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Cambridge, MA 02139, USA (déle jen ,Zadavatel®)
provadi klinické hodnoceni (dale jen ,Studie®)
pfipravku SPR994 (dale jen ,Studijni 1ék”);

VZHLEDEM K TOMU, Ze Studie bude provadéna

vplném souladu s Protokolem Zadavatele
SPR994-301 s nazvem: ~Multicentricka
randomizovana dvojité zaslepena a dvojité

matouci prospektivni klinicka studie faze 3
hodnotici Uc¢innost, bezpecnost a farmakokinetiku
peroralné  podavaného  tebipenem
hydrobromidu (SPR994) ve
sintravenézné podavanym ertapenemem u
pacientll s komplikovanou infekci
ustroji (cUTI) nebo akutni pyelonefritidou (AP)*
(ADAPT-PO) avSemi jeho dodatky (dale jen
,Protokol®). Protokol je pfipojen na zakladé
odkazu jako Pfiloha 2;

pivoxil
srovnani

mocového

VZHLEDEM K TOMU, Ze Zadavatel angazoval
PSI CRO AG, se sidlem Baarerstrasse 113a,
6300 Zug, Svycarsko jako smluvni vyzkumnou
organizaci, aby zorganizovala a provedla Studii
prostfednictvim  PSI v Ceské republice (na
zakladé odkazu tvofi povéfeni Zadavatele pro
PSI, vypis z obchodniho rejstfiku PSI a povéfeni
pro osoby podepisujici za PSI Pfilohu 3 a 4 této
Smlouvy);

VZHLEDEM K TOMU, ze PSI si
na provadéni Studie angaZovat
zafizeni a Hlavniho zkouSejiciho a Zdravotnické
zafizeni a Hlavni zkouSejici si pfeji provadét
Studii;

preje
Zdravotnické

VZHLEDEM K TOMU, Zze Hilavni
souhlasi stim, Ze bude ve Zdravotnickém
zafizeni v ramci Studie vykonavat ulohu hlavniho
zkousejiciho;

zkousejici

NYNi SE PROTO pfi zvazeni
ujednani a zavazku uvedenych v této Smiouve,

strany dohodly nasledovné:

vzajemnych

1. SLUZBY A POVINNOSTI

1.1 Provadeéni Studie
a) Zdravotnické zafizeni a Hlavni zkouS$ejici
timto souhlasi, Zze provedou Studii v souladu
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accordance with this Agreement, the Protocol
and Study-related manuals. The Institution and
the Investigator shall also follow PSI's and/or
the Sponsor’s instructions as they relate to the
Institution’s Investigator’s
performance under this Agreement.

and/or the

b) The Study shall be conducted at
Department of Urology of the Institution located
at Videnska 800, Prague 4. The Institution and
the Investigator shall be responsible for and
ensure that Investigator and all individuals and
entities that perform any portion of the Study
under the Investigator's supervision (the “Study
Personnel”) conduct the Study in accordance
with the Protocol and the terms and conditions
defined in this Agreement. Further, the
Institution and the Investigator shall ensure that
all Study Personnel are trained in the Protocol
and good clinical practices and have the
capabilities, and necessary
qualifications and licenses to perform the
obligations under the Agreement.

experience,

C) The Institution and the Investigator shall
start to conduct the Study as soon as all of the
following events have occurred: (i) the Protocol
and the Study have been approved by the
responsible ethics committee(s) and the
competent authority(ies); (ii) the site initiation
visit at the Institution has been performed; and
(iiiy Case Report Forms (as defined below) as
well as the Study Drug and Study Supplies (as
defined below) have been made available to
the Institution and/or the Investigator.

d) During the term of this Agreement, the
Institution and the Investigator each represents
that it will not participate in any other study
which, by its nature or its terms, could prevent it
from fulfilling its obligations under this
Agreement, including affecting enrollment of
Study subjects.

e) The Study will be conducted based on
the approval of the State Institute for Drug
Control issued on 26 June 2019 under the ref.
No. sukls86810/2019 and the multi-center
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stouto Smlouvou, Protokolem a manualy
souvisejicimi se Studii. Zdravotnické zafizeni a
Hlavni zkousSejici se budou téz fidit pokyny PSI
a/nebo  Zadavatele plnéni
Zdravotnického Hlavniho

tykajicimi  se
zafizeni  a/nebo

zkousejiciho vyplyvajiciho pro né z této Smlouvy.

b) Studie bude provedena v Urologické
klinice, Thomayerova nemocnice, Videnska 800,
Praha 4. Zdravotnické zafizeni a Hlavni
zkousejici ponesou odpovédnost za a zajisti, aby
Hlavni zkouSejici a vSechny fyzické i pravnické
osoby podilejici se na provadéni Studie pod
dohledem Hlavniho zkouSejiciho (dale jen
,Studijni personal“) provadély Studii v souladu

s Protokolem a podminkami stanovenymi touto

Smlouvou. Zdravotnické zafizeni a Hlavni
zkousejici dale zajisti, aby veSkery Studijni
personal byl vySkolen ohledné Protokolu a

spravné klinické praxe a disponoval zkuSenostmi,
schopnostmi a nezbytnou kvalifikaci a
opravnénimi tak, aby mohl plnit povinnosti
vyplyvajici pro néj z této Smlouvy.

C) Zdravotnické zafizeni a Hlavni zkou$ejici
zahaji provadéni Studie, jakmile budou splnény
vSechny nasledujici podminky: (i) Protokol a
Studie byly schvaleny pfislusSnymi etickymi
komisemi a pfisludnymi ufady, (ii) byla vykonana
zahajovaci navstéva studijniho centra a (iii)
Zdravotnickému  zafizeni a/nebo Hlavnimu
byly  zpfistupnény
subjektll hodnoceni (definovany nize) a Studijni

lék a Studijni material (definovan nize).

zkouSejicimu Zaznamy

d) Zdravotnické zafizeni a Hlavni zkouSejici
prohlasuji, Zze se po dobu trvani této Smlouvy
nebudou ucastnit jiné studie, ktera by jim svou
povahou nebo podminkami branila v plnéni jejich
povinnosti vyplyvajicich pro né z této Smiouvy,
zejména v zafazovani Subjektl hodnoceni.

e) Studie bude provedena na zakladé
povoleni Statniho ustavu pro kontrolu
vydaného dne 26. €ervna 2019 pod sp. zn.
sukls86810/2019 a souhlasu etické komise pro

leciv,
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ethics committee’s approval issued on 4 June
2019 under the ref. No. 12469/19 + 173337/19
which are incorporated herein as Attachment 9
by means of reference.

f) Study subjects’ treatment will not be
initiated until all the approvals have been
received from the ethics committees, the State
Institute for Drug Control and any other
approvals required for the initiation of the
Study.

1.2 Regulatory Compliance of Study

a) Each party shall perform its obligations
under this Agreement with due diligence and in
strict compliance with: (i) all laws and
regulations applicable to the conduct of clinical
trials, including without limitation, Act No.
378/2007 Coll., on Pharmaceuticals, as
amended, Act No. 372/2011 Coll., on Medical
Services, as amended, and Regulation No.
226/2008 Coll., Specifying the Good Clinical
Practice and Stipulating the Detailed Conditions
of the Clinical Trial; (ii) 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 ethical
principles of the World Medical Association
Declaration of Helsinki; (iii) the applicable laws
related to data protection and data privacy,
including General Data Protection Regulation
(EVU) 2016/679 (GDPR) and its national
implementation (collectively, “Data Protection
Laws”); (iv) any other applicable laws and
regulations, and (v) all conditions imposed by
regulatory agencies or the ethics committee
(collectively, as amended from time to time, the
“Applicable Regulatory Requirements”).

b)  Any modifications to the Protocol must be
made in accordance with the Applicable
Regulatory Requirements and approved by the
Sponsor and the applicable ethics committee.
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multicentricka hodnoceni, vydaného dne 4.
Cervna 2019 pod €. j.: 12469/19 + 173337/19,
které tvofi na zakladé odkazu PFilohu 9 této
Smiouvy

f) Lécba Subjektt hodnoceni nebude
zahajena, dokud nebudou obdrzena veSkera
etickych komisi, souhlas SUKL a

potiebna k zahajeni

schvaleni
jakakoliv
Studie.

jind povoleni

1.2 Vyhovéni Studie regulaénim

pozadavkim
a) Kazda ze stran bude vykonavat své
povinnosti vyplyvajici pro ni ztéto Smlouvy

s nalezitou svédomitosti a ve striktni shodé se: (i)
vSemi pravnimi predpisy platnymi pro provadéni
klinického hodnoceni vEéetné zakona €. 378/2007
Sb., o IéCivech, v platném znéni, zakona ¢.
372/2011 Sb., o zdravotnich sluzbach, v platném
znéni, a vyhlasky €. 226/2008 Sb., o spravné
klinické praxi a bliz§ich podminkach klinického
hodnoceni, (i) obecné
standardy spravné klinické praxe v&etné (mimo
jiné) aktualné Platnych postupl Spravné klinické
praxe z Mezinarodni konference pro harmonizaci
a etickymi zasadami Helsinské deklarace
Svétové |ékafské asociace, (iii) plathymi zakony
tykajicimi se ochrany udaji a duavérnosti udaja,

viemi pfijimanymi

véetné Obecného nafizeni o ochrané udaju EU
2016/679 (GDPR) a jeho narodnich provadécich
predpist (dale jen souhrnné ,Zakony o ochrané
udaja“); (iv) vSemi dalSimi platnymi zakony a
pfedpisy a (v) vSemi podminkami stanovenymi
regulaénimi Ufady nebo etickymi komisemi
(souhrnné ,Platné pozadavky”
v platném znéni).

regulacni

b) VeSkeré upravy Protokolu
provedeny v souladu s Platnymi
poZzadavky a schvaleny Zadavatelem a
pfislusnymi etickymi komisemi.

musi byt
regulaénimi
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1.3 Study Subjects

The estimated number of subjects to be

enrolled b the Investigator is

criteria of subjects to be enrolled in the Study
are provided in the Protocol. As the Study is
part of a multicenter trial, PSI and the Sponsor
may request the Investigator to stop enrolment
at any time.

1.4 Study Drug and Study Supplies

a) PSI agrees to provide the Study Drug at
no cost to the Institution or the Investigator in
amounts sufficient for the conduct of the Study.
PSI may also, at its sole discretion, provide
additional materials, supplies and equipment,
including comparator drug and placebo (the
“Study Supplies”). Immediately upon receipt of
the Study Drug and/or any Study Supplies, the
Institution and/or the Investigator shall provide
PSI with an acknowledgement of receipt. The
Institution and the Investigator shall maintain
control of the Study Drug and the Study
Supplies in accordance with: (i) Applicable
Regulatory Requirements; (i) the manner
outlined in the Protocol; and (iii) any additional
documents provided by PSI or the Sponsor
related to the technical aspects of storage
(including temperature monitoring, if
applicable), preparation and/or dispensing of
the Study Drug or Study Supplies.

b)  The Institution and the Investigator shall
ensure that the Study Drug and the Study
Supplies are solely used for the purpose of
conducting the Study in accordance with the
Protocol and for no other purpose.
Furthermore, the Institution and the Investigator
shall ensure that the Study Drug and the Study
Supplies are not transferred to any third parties.
Unless stated otherwise in writing by PSI, the
Study Drug and the Study Supplies are and will
remain the sole property of PSI or the Sponsor
(as the case may be). The Institution and the
Investigator shall be responsible to PSI and the
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13 Subjekty hodnoceni

Predpokladany pocet ktefi budou

Hlavnim zkouS$ejicim zafazeni do Studie, je
I oo i

pro zafazovani subjektd do Studie jsou uvedena v
Protokolu. Vzhledem ktomu, Zze Studie je
soucasti multicentrického hodnoceni, PSI a
Zadavatel mohou kdykoli pozadovat, aby Hlavni
zkousejici ukoncil nabor pacientt do Studie.

pacient,

1.4 Studijni Iék a Studijni material
a) PSI souhlasi, ze poskytne
Zdravotnickému zarizeni nebo Hlavnimu

zkouSejicimu zdarma Studijni 1€k v mnozstvi
dostate¢ném pro provedeni Studie. PSI muze téz
dle svého vyhradniho uvézeni poskytnout dalSi
materialy, potfeby a vybaveni
srovnavaciho pfipravku a placeba (dale jen
~-Studijni material). Zdravotnické zafizeni a/nebo
Hlavni zkou$ejici po obdrzeni Studijniho léku
a/nebo Studijniho materidlu neprodlené potvrdi
pfilem PSI. Zdravotnické zafizeni a Hlavni
zkousSejici budou uchovavat Studijni 1€k a Studijni
material v souladu s: (i) Platnymi regulacnimi
pozadavky, (ii) zplsobem uvedenym v Protokolu
a (i) dalSimi dokumenty poskytnutymi PSI nebo
Zadavatelem, které se tykaji technickych aspektl
(v€etné pripadného monitorovani
teploty), pfipravy a/nebo vydeje Studijniho 1éku
nebo Studijniho materialu.

véetné

skladovani

b) Zdravotnické zafizeni a Hlavni zkouSejici
zajisti, aby byl Studijni 1€k a Studijni materidl
pouzivan vyhradné pro ucely provadéni Studie
v souladu s Protokolem a za Zadnym jinym
ucelem. Zdravotnické zafizeni a Hlavni zkouSejici
dale zajisti, aby Studijni Iék a Studijni material
nebyl pfedan tfetim stranam. Pokud nebude
pisemné stanoveno jinak PSI nebo Zadavatelem,
je a zlstane Studijni lék a Studijni material
vyhradnim majetkem PSI nebo Zadavatele (dle
situace). Zdravotnické zafizeni a Hlavni zkouSejici
budou za jim svéfeny Studijni Iék a Studijni
material odpovidat PSI a Zadavateli a neprodlené
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Sponsor for the Study Drug and the Study
Supplies entrusted to them and shall notify PSI
immediately if any Study Drug or Study
Supplies are lost, damaged or destroyed.

c) Upon completion or termination of the
Study or at PSlI's request, the Institution and/or
the Investigator shall deliver all remaining
Study Supplies and/or Study Drug to the
address indicated by PSI or destroy it'them, as
instructed by PSI and in accordance with the
Applicable Regulatory Requirements. Neither
the Institution nor the Investigator shall destroy
any Study Drug or Study Supplies without PSI’s
express consent.

d) The Institution and the Investigator
acknowledge and agree that the Study Drug is
investigational in nature and that the Sponsor
makes no warranty, either expressed or
implied, including its merchantability or fithess
for a particular purpose.

1.5 Informed Consent

a) The Investigator shall obtain in
compliance with all Applicable Regulatory
Requirements an informed consent properly
signed by or on behalf of each Study subject
prior to the subject’s participation in the Study.

b) The Investigator shall use the form of the
informed consent (the “Informed Consent
Form”) provided by PSI and approved in
compliance with all Applicable Regulatory
Requirements which has been incorporated
herein as Attachment 6 by means of reference.
The
revised without approval of PSI.

Informed Consent Form shall not be

1.6 Case Report Forms and Study Data

a) PSI shall supply (or if electronic, provide
access to) the forms to be used and completed
by the
subject’s participation in the Study (the “Case
Report Forms” or “CRFs”). A CRF template
has been incorporated herein as Attachment 7
by means of reference. The Investigator shall

Investigator to document a Study
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uvédomi PSI, pokud dojde ke ztraté, poskozeni
nebo zni€eni Studijniho 1éku nebo Studijniho
materialu.

c) PFi dokonceni nebo ukonéeni Studie nebo

na zadost PSI, Zdravotnické zafizeni a/nebo
Hlavni zkousejici doruci veskery zbyvaijici Studijni
material a/nebo Studijni 1€k na adresu ur€enou
PSI, nebo jej zni¢i dle instrukci PSI a v souladu
s Platnymi pozadavky. Ani
Zdravotnické zafizeni ani zkousejici
nebudou likvidovat Studijni 1€k ani Studijni
material bez vyslovného souhlasu PSI.

regulacénimi
Hlavni

d) Zdravotnické zafizeni a Hlavni zkouS$ejici
berou na védomi a souhlasi s tim, Zze Studijni 1ék
je  hodnoceny pfipravek a
neposkytuje zadnou zaruku ani explicitné ani
implicitng, a to ani zaruku tykajici se prodejnosti
nebo vhodnosti Studijniho Iéku pro konkrétni ucel.

ze Zadavatel

1.5 Informovany souhlas

a) Hlavni v souladu se vSemi
Platnymi regulaCnimi poZadavky ziska od vSech
Subjektd hodnoceni nebo jejich zastupcu fadné
podepsany informovany souhlas, a to pfFed

zahajenim ucasti subjektu ve studii.

zkousejici

b) Hlavni zkou$ejici bude pouzivat formular
informovaného souhlasu (dale jen
informovaného souhlasu®) poskytnuty PSI a
schvaleny se Platnymi
regulaénimi poZadavky, ktery na zakladé odkazu
tvofi Pfilohu 6 této Smlouvy. Informovany souhlas
smi byt revidovan pouze se souhlasem PSI.

<Formular

v souladu vSemi

1.6 Zaznamy subjektu hodnoceni a Studijni
udaje

a) PSI doda formulafe (pokud se jedna o
elektronickou formu, udéli pfistup), které Hlavni
zkousSejici pouZzije a vyplni pro zdokumentovani
Ucasti Subjektd hodnoceni ve Studii (dale jen
.Zaznamy subjektu hodnoceni“ nebo ,CRFs").
Vzor CRF je na zakladé odkazu pfipojen jako
Pfiloha 7. Hlavni zkouSejici bude zaznamenavat
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record all data generated as a result of
conducting the Study (the “Study Data”) in a
timely (but no later than within two (2) business
days after each completed subject visit),
accurate and complete manner, 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, the 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
Study Data in accordance with the Applicable
Regulatory Requirements. The Investigator
shall not grant unauthorized users access to
the electronic data capture (EDC) system used
in the Study, and in particular, shall not share
or disclose his/her and/or
passwords.

username

b) The Institution and the Investigator 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 ethics committee(s) and
competent authorities, of any significant risks,
adverse events or unexpected results related to
the Study, according to the Applicable
Regulatory Requirements and applicable
Protocol provisions.

1.8 Financial Disclosure

The Investigator shall complete and return to
PSI the financial disclosure document(s)
provided by PSI (a template has been
incorporated herein as Attachment 8 by means
of reference) concerning financial interests and
other conflicts of interest which the Investigator
and/or his/her family members may have in the
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veSkeré Udaje ziskané v prabéhu provadéni
Studie (dale jen ,Studijni udaje“) véas (nejpozdéji
vS§ak do dvou (2) pracovnich dnli od absolvovani
dané navstévy Subjektem hodnoceni), pfesné a
Uplné do formulare a zajisti, aby veSkeré Zaznamy
subjektu hodnoceni byly nalezit¢ podepsany a
datovany. Vrozsahu, vjakém Studie vyzaduje
elektronickych Zaznamu subjektl
hodnoceni, zajisti Zdravotnické zafizeni a Hlavni
zkouSejici  pfiméfené pocitace
postacujici k ochrané duvérnosti, neporusenosti a
dostupnosti téchto udaji v souladu s Platnymi
regulaénimi pozadavky. Hlavni zkouSejici nebude
udélovat pfistup do systému elektronického
zaznamenavani udaji (EDC) pouzivaného ve
Studii neopravnénym osobam a zejména pak
nebude sdélovat své uzivatelské jméno a/nebo
heslo.

vyplfiovani

zabezpeceni

b) Zdravotnické zafizeni a Hlavni zkouS$ejici
ucini odpovidajici opatfeni, aby nedoslo ke ztraté
nebo zméné Zadnych  Studijnich  udaju.

Zdravotnické zafizeni a Hlavni zkouSejici uznavaji
a souhlasi, Ze Zadavatel je vlastnikem veskerych
Studijnich udaju.

1.7 Nezadouci pfihody

Hlavni zkouS$ejici souhlasi, Ze bude v souladu
s Platnymi regulaénimi poZzadavky a ustanovenimi
Protokolu neprodlené informovat Zadavatele, PSI
a pripadné etické komise a pfislusné ufady o
jakychkoli nezadoucich
pfihodach vysledcich
souvisejicich se Studii.

vyznamnych rizicich,

nebo necekanych

1.8 Majetkové priznani

Hlavni zkouSejici vyplni a odevzda PSI formular
majetkového pfiznani poskytnuty PSI (vzor tvofi
na zakladé odkazu Prilohu 8 této Smlouvy)
tykajici se finan¢nich zajml a dale stfetu zajm,
které Hlavni zkouSejici a/nebo jeho rodina mohou
uplatnit vic¢i Zadavateli a/nebo v souvislosti se
Studijnim Iékem. Hlavni zkouSejici také zajisti,
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Sponsor and/or the Study Drug. The
Investigator shall also ensure that all sub-
investigators complete and provide PSI with
such financial disclosure form(s). The
Investigator agrees that she/he and any sub-
investigators shall provide PSI and the Sponsor
with an updated financial disclosure form or
forms if the information originally submitted
changes during the course of the Study or
within one (1) year after the completion or
termination of the Study.

1.9 Protocol Deviations

The Institution and the Investigator shall not
deviate from the Protocol except as set forth
below. If in the course of performing the Study,
Investigator determines in his/her best medical
judgment, consistent with generally accepted
standards of clinical research and medical
practice that an immediate hazard to the well-
being and safety of a Study subject requires a
deviation from the Protocol, the Investigator
may deviate from the Protocol to ameliorate
such hazard. In such case, the Investigator
shall immediately notify PSI, as well as the
ethics committee, in writing within twenty-four
(24) hours of the facts giving rise to the need
for the deviation and the alternate procedures
followed.

1.10 Unavailability of Investigator

The Institution may not permanently substitute
another investigator or otherwise restrict the
responsibilities of or level of support provided
by the Investigator without the prior written
approval of PSI. In the temporary absence of
the Investigator, the Institution or Investigator
shall designate a qualified sub-investigator to
perform the duties and responsibilities of the
Investigator under this Agreement. If the
Investigator’'s absence is anticipated to exceed
fourteen (14) business days (including as a
result of the termination of his/her relationship
with Institution), the Institution shall notify PSI in
writing of the designated sub-investigator who
shall assume conduct of the Study and all

PSI Template, Czech Republic, 29-OCT-2017
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aby tento vykaz vyplnili i spolu-zkousSejici a
odevzdali jej PSI. Hlavni zkouSejici souhlasi s tim,
Ze on i vSichni spolu-zkousejici poskytnou PSI a
Zadavateli formulaf/e
majetkového pfiznani, pokud v priibéhu Studie
nebo béhem jednoho (1) roku od jejiho dokon&eni
nebo ukonéeni dojde ke zméné skuteCnosti
uvedenych v plvodnich formulafich.

aktualizovany/é

1.9 Odchylky od Protokolu

Zdravotnické zafizeni a Hlavni zkouS$ejici by se az
na nize uvedené vyjimky pfi provadéni Studie
neméli odchylovat od Protokolu. Pokud Hlavni
zkousSejici v prabéhu provadéni Studie dle svého
nejlepSiho lékarského usudku v souladu s obecné
pfijatymi standardy klinického vyzkumu a lékafské
praxe rozhodne o tom, Ze je nutné odchylit se od
Protokolu z divodu bezprostfedné hroziciho rizika
pro zdravi a bezpe€nost Subjektu hodnoceni, smi
se Hlavni zkouSejici od Protokolu odchylit za
Ucelem snizeni tohoto rizika. V takovém pfipadé
je Hlavni zkousSejici povinen neprodlené pisemné
informovat PSI a etickou komisi do dvaceti &tyf
(24) hodin od doby, kdy nastaly skutecnosti
vyZadujici odchyleni se od Protokolu a uZiti
alternativnich procedur.

1.10 Nedostupnost Hlavniho zkousSejiciho
Zdravotnické zafizeni nesmi bez predchoziho

pisemného souhlasu PSI trvale nahradit Hlavniho
zkousSejiciho jinym zkouSejicim ¢&i jinak omezit

povinnosti ¢i Uroven podpory poskytované
Hlavnim  zkouSejicim.  V pfipadé  docasné
nepfitomnosti Hlavniho  zkouSejiciho  ma

Zdravotnické zafizeni nebo Hlavni zkouSejici
povinnost jmenovat  kvalifikovaného  spolu-
zkousSejiciho, aby plnil povinnosti Hlavniho
zkousejiciho vyplyvajici pro néj z této Smiouvy.
Pokud se predpoklada, ze nepfitomnost Hlavniho
zkousejiciho bude delS$i nez ¢trnact (14)
pracovnich dnd (v€etné pfFipadu ukonceni
pracovniho poméru se Zdravotnickym zafizenim),
ma Zdravotnické zafizeni povinnost pisemné
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responsibilities under the Agreement. PSI may
reasonably approve or deny any proposed
replacement or substitute investigator. In the
event an acceptable substitute or replacement
investigator is not agreed upon within thirty (30)
days, this Agreement may be terminated by
PSI upon written notice to the Institution.

2. COMPENSATION

a) The compensation for the conduct of the
Study under this Agreement is set out in the
Fee and Payment Schedule enclosed as
Attachment 1. The amount(s) included in the
Fee and Payment Schedule represents the
entire compensation under this Agreement and
it includes without limitation, all work and care
anticipated by the Protocol, the use of the
facilities and equipment, staff costs,
administrative costs, overhead, third party
costs, taxes (except VAT) and other expenses,
etc.

b) The Institution and the Investigator
acknowledge that PSI may temporarily refuse
to make payment in case of a provable breach
of this Agreement, including but not limited to, a
Protocol violation or an incomplete CRF or for
any subjects who were enrolled in the Study
without a signed Informed Consent Form and
who did not meet the inclusion/exclusion
criteria.

c)  The Institution and the Investigator shall
not, in connection with the Study, charge a
Study subject or any third-party, including
government, payer for any cost which PSI or
the Sponsor is obligated to pay or for any Study
Supplies.

d) The parties acknowledge and agree that
the compensation and support provided by PSI,
on behalf of Sponsor, to Institution, which is the
only recipient of Study-related payments,
pursuant to the Agreement represents the fair
market value for the Study services conducted

by the Institution and the Investigator, has been
PSI Template, Czech Republic, 29-OCT-2017
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informovat PSI o jmenovaném spolu-zkousejicim,
ktery pfebere provadéni Studie a veskeré
povinnosti vyplyvajici pro néj z této Smlouvy. PSI
smi  navrhovaného nahradniho
dlvodné schvalit ¢i odmitnout. V pfipadé, Zze
nedojde ke shodé ohledné nahradniho
zkousSejiciho do fficeti (30) dnl, smi byt tato
Smlouva ukonena ze strany PSI
vypovédi doru¢enou Zdravotnickému zafizeni.

zkousejiciho

pisemnou

2. KOMPENZACE

a) Kompenzace za provedeni Studie je
stanovena v Rozpisu plateb pfilozeném Kk této
Smilouvé jako Priloha 1. Tato Castka uvedend
v Rozpise plateb predstavuje
kompenzaci vyplacenou na zakladé této Smlouvy
a zahrnuje veSkeré ukony a péci uvedenou
v Protokolu, pouziti zafizeni a vybaveni, naklady
na personal, naklady,
naklady spojené s tietimi stranami, dané (kromé
DPH) a jiné vydaje, atd.

celkovou

administrativni rezii,

b) Zdravotnické zafizeni a Hlavni zkouSejici
berou na védomi, ze PSI smi do¢asné odmitnout
provedeni platby v pfipadé prokazatelného
poruseni této Smlouvy, zejména
Protokolu nebo v pfipadé nevyplnénych CRFs
nebo subjektl zafazenych do Studie bez podpisu
Informovaného subjektd,
nesplnily kritéria pro zafazeni nebo splnily kritéria
pro nezafazeni do Studie.

poruseni

souhlasu a které

C) Zdravotnické zafizeni a Hlavni zkouSejici
nebudou v souvislosti se Studii u¢tovat Subjektam
hodnoceni ani jiné ftrfeti strané, vcetné statu,
Zadné vydaje, za jejichZz zaplaceni je zodpovédna

PSI nebo Zadavatel ani za jakykoli Studijni
material.
d) Strany uznavaji a souhlasi stim, Zze

odmeéna a podpora poskytovana Zdravotnickému
zarizeni, které je jedinym pfijemcem plateb za
Studii, ze strany PSI jménem Zadavatele
predstavuje pfiméfenou trzni hodnotu Studijnich
sluzeb poskytovanych Zdravotnickym zafizenim a

Hlavnim zkou$ejicim abyla dohodnuta za
9/36
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negotiated in an arms-length transaction, and
has not been determined in a manner that
takes into account the volume or value of any
referrals or other business otherwise generated

between Sponsor and the Institution or
Investigator.

3. CONFIDENTIALITY

a) “Confidential Information” means all

confidential or proprietary information or data,
of any kind whatsoever and however
memorialized, that is: (i) disclosed by or on
behalf of PSI and/or the Sponsor to the
Institution, the Investigator or the Study
Personnel in connection with this Agreement;
or (ii) obtained, developed or generated by the
Institution, the Investigator and/or the Study
Personnel as a result of performing the Study.
The Confidential Information shall include,
without limitation, the Study, the Study Drug,
the Protocol, the Investigator's Brochure, the
Study Data, the Intellectual Property (defined
below) and information regarding the Sponsor,
PSI or either of their affiliates. All Confidential
Information shall belong solely and exclusively
to PSI or the Sponsor, as the case may be.

b) Confidential Information does not include
information that the Institution or the
Investigator, as applicable, can demonstrate (i)
is in the public domain at the time of its

disclosure to the Institution and/or the
Investigator, as applicable; (i) was, as
evidenced by written records or other

competent proof, in the Institution’s and/or the
Investigator’s, as applicable, possession on a
non-confidential basis prior to its disclosure; or
(iii)y enters the public domain as a result of a
third party’s activities, through no act or
omission by the Institution, the Investigator or
any Study Personnel.

c)  The Institution and the Investigator shall
hold all
confidence and use all reasonable safeguards
to prevent unauthorized use or disclosure. The
Institution and the Investigator shall use the

Confidential Information in strict

PSI Template, Czech Republic, 29-OCT-2017
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standardnich trznich podminek, pfi¢emz nebyl
vzat v ivahu objem nebo hodnota doporuceni ¢i
jinych poskytnutych  Zdravotnickym
zafizenim nebo Hlavnim zkou$ejicim Zadavateli.

sluzeb

3. DUVERNOST

a) Za ,Duvérné informace“ se povazuji
vesSkeré informace nebo udaje jakéhokoli druhu a
zaznamenané v jakékoli podobég, které jsou: (i)
zptistupnény PSI a/nebo Zadavatelem &i jejich
jménem Zdravotnickému Hlavnimu
zkouSejicimu Studijnimu personalu
v souvislosti s touto Smlouvou, nebo (ii) ziskany,
vyvinuty vytvofeny Zdravotnickym
zafizenim, Hlavnim zkouSejicim a/nebo Studijnim
personalem provadéni  Studie.
Davérné informace zahrnuji Studii, Studijni 1€k,
Protokol, Brozuru Hlavniho zkous$ejiciho, Studijni
Udaje, DuSevni vlastnictvi (definovano nize) a
informace tykajici se Zadavatele Studie, PSI a
jejich pobocek. Veskeré Davérné informace jsou

zarizeni,
nebo

nebo

v dUsledku

ve vyhradnim vlastnictvi PSI, popfipadé
Zadavatele.
b) Davérné informace nezahrnuji informace,

u nichz muaze Zdravotnické zafizeni ¢&i Hlavni
zkousejici (dle situace) prokazat, ze (i) jsou
vefejné  dostupné jejich  pfedani
Zdravotnickému a/nebo  Hlavnimu
zkousejicimu (dle situace), (ii) byly dle pisemnych
zaznaml nebo

v dobé
zafizeni

jinych dudkazt ve vlastnictvi

Zdravotnického  zafizeni a/nebo  Hlavniho
zkousejiciho (dle situace) predtim, nez jim byly
poskytnuty, bez povinnosti zachovavat jejich
divérnost, nebo (iii) které se stanou vefejné
dostupnymi na z&kladé €innosti tfeti strany, nikoli
na zakladé opomenuti Zdravotnického zafizeni,

Hlavniho zkou$ejiciho nebo Studijniho personalu.

C) Zdravotnické zafizeni a Hlavni zkousejici
budou zachovavat striktni ddvérnost Davérnych
informaci a  pouziji vS8echna pfiméfena
bezpecnostni opatieni, aby predesli
neopravnénému pouziti nebo pfedani Davérnych
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Confidential Information only as required to
perform its obligations under this Agreement.
The Institution and the Investigator shall limit
their disclosure of the Confidential Information
to those members of the Study Personnel who
need to know the Confidential Information for
the conduct of the Study and are subject to
obligations of confidentiality and non-use no
less stringent than those contained in this
Agreement. The Institution and the Investigator
shall advise the Study Personnel of the
confidential nature of the Confidential
Information and remain liable for any breach by
a Study Personnel.

d)  Should the Institution, the Investigator or
any Study Personnel be required by law,
regulation, a court order or other legally binding
requirement to disclose Confidential
Information, the Institution or the Investigator
shall immediately inform PSI upon the
discovery of such request and before any
Confidential Information is disclosed. The
Institution and the Investigator shall cooperate
with PSI and/or the Sponsor in any efforts to
seek limitation or protection from the order
demanding disclosure. In any case, the
Institution and the Investigator shall disclose
only the minimum amount of Confidential
Information necessary to comply with such
requirement.

e) The Institution represents and warrants
that the Investigator and Study Personnel are
obliged by contract or institutional policy to
maintain confidentiality of the Institution and
third party information.

f) The obligations of confidentiality exist at
all times during this Agreement and shall
survive the expiration or earlier termination of
this Agreement for a period of ten (10) years.
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informaci. Zdravotnické zafizeni a Hlavni
zkousSejici budou D(vérné informace pouzivat
pouze k plnéni svych povinnosti dle této Smiouvy.
Zdravotnické zafizeni a Hlavni zkouSejici omezi
pfedavani Duavérnych na Studijni
personal, ktery tyto informace potfebuje pro
provadéni Studie a ktery podléha povinnosti
uchovavat tyto informace jako davérné a
povinnosti nepouzivat D{vérné informace jinak,
nez v souladu stouto Smlouvou, stejné pfisné,
jako je povinnost stanovena touto Smlouvou.
Zdravotnické zafizeni a Hlavni zkou$ejici poudi
Studijni personal o davérné povaze Dulvérnych
informaci a ponesou zodpovédnost za jakékoli

poruseni této povinnosti Studijnim personalem.

informaci

d) V pfipadé, Zze Zdravotnické zafizeni,
Hlavni zkouSejici nebo kterykoli ¢len Studijniho
personalu bude mit povinnost dle platnych
pravnich pfedpisl, soudniho pfikazu nebo jiného
pravné zavazného pozadavku predat Duvérné
informace nebo jejich &ast, jsou Zdravotnické
zafizeni nebo  Hlavni
neprodlené informovat PSI, jakmile se o takovém
pfikazu/pozadavku dozvédi, a pfedtim, nez budou
pfedany.
zafizeni a Hlavni zkousejici budou spolupracovat
s PSI a/nebo Zadavatelem v usili ziskat omezeni
nebo ochranu pfed takovymto pfikazem
pozadujicim pfedani informaci. V kazdém pfipadé
Zdravotnické zafizeni a Hlavni zkousejici predaji
pouze minimum Duvérnych informaci nutnych
k vyhovéni pozadavku.

zkouSejici  povinni

Davérné informace Zdravotnické

e) Zdravotnické  zafizeni prohladuje a
zaruCuje se, ze Hlavni zkouSejici a Studijni
personal jsou vazani smluvnimi povinnostmi nebo
internim  pfedpisem  Zdravotnického

udaijt

zafizeni

zachovavat davérnost Zdravotnického

zafizeni a tretich stran.

f) Povinnost zachovavat davérnost je platna
po celou dobu platnosti této Smlouvy a dale po
dobu deseti (10) let od skonCeni platnosti nebo
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4. INTELLECTUAL PROPERTY

a) The Institution and the Investigator
acknowledge and agree that the Sponsor shall
have exclusive ownership rights to all Study
Data, improvements, developments,
discoveries, inventions, work, know-how and
other rights (whether or not patentable),
created, developed, and/or reduced to practice
as a result of or in connection with the conduct
of the Study and/or the use of the Study Drug,
the Study Supplies or the Confidential
Information, together with all intellectual
property rights relating thereto (“Intellectual
Property”). The Institution and the Investigator
shall promptly disclose in writing to PSI and the
Sponsor all Intellectual Property created,
developed, and/or reduced to practice by the
Institution, the Investigator and/or the Study
Personnel. The Institution and the Investigator
hereby assign and shall assign all rights titles
and interests in and to any such Intellectual
Property to the Sponsor without additional
compensation and provide reasonable
assistance to obtain and maintain patents,
including causing the execution of any invention
assignment or other documents. Any potential
costs related to the assignment of rights related
to the Intellectual Property and any other
related justified expenses will be borne by the
Sponsor, who will pay them itself or by means
of PSI.

b) The Sponsor shall have the sole and
exclusive right to obtain, at its discretion, patent
protection in any country(ies) on any Intellectual
Property. At all times, the Sponsor shall have
the exclusive right to use, assign, license, or
transfer ownership of any Intellectual Property
in any way deemed by it to be necessary and
advisable, payment of any
compensation to the Institution or the
Investigator for such Intellectual Property.

without

c) The Institution and the Investigator
hereby represent that (i) they have no
obligations to assign to any person or entity not

PSI Template, Czech Republic, 29-OCT-2017
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4. DUSEVNI VLASTNICTVi

a) Zdravotnické zafizeni a Hlavni zkou3ejici
uznavaji a souhlasi,
vyhradni vlastnicka prava ke v8em Studijnim
Udajim, vylepSenim, na vyvoj, k objevim,
vynalezdm, dildm, know-how a dal$im pravim (at
uz patentovatelnym & nikoli), vytvofenym,
vyvinutym, a/nebo uvedenym do praxe v dusledku
nebo v souvislosti s provadénim Studie, a/nebo
pouzivanim Studijniho Iéku, Studijniho materialu
nebo Davérnych spole€né s pravy
dusevniho vlastnictvi s nimi souvisejicimi (dale jen
.Dusevni vlastnictvi“). Zdravotnické zafizeni a
Hlavni zkou$ejici budou neprodlené pisemné

ze Zadavatel bude mit

informaci

informovat PSI a Zadavatele o veSkerém
DuSevnim vlastnictvi vytvofeném, vyvinutém
a/nebo uvedeném do praxe Zdravotnickym

zafizenim, Hlavnim zkouSejicim a/nebo Studijnim
personalem. Zdravotnické zafizeni
zkousejici timto prevadgji
prfevést veSkerd sva prava a zajmy tykajici se
DuSevniho vlastnictvi na Zadavatele bez dalsi
odmény a poskythou pFiméfenou soucinnost
k ziskani
podpisu dokumentt k pfevodu objevu nebo jinych
dokumentl. Pfipadné naklady na pfevod prav a
zajmu tykajicich se DuSevniho vlastnictvi a dalSi
opodstatnéné naklady s timto spojené ponese
Zadavatel, ktery je uhradi
prostfednictvim PSI.

a Hlavni

a maji povinnost

a udrzeni patentu vcetné zajiSténi

sam nebo

b) Zadavatel bude mit vyhradni pravo dle
svého uvazeni ziskat patentovou ochranu na
jakékoli v jakékoli
Zadavatel bude mit vzdy vyhradni pravo pouZivat,
prevadeét, licencovat nebo pFedavat vlastnicka
prava k Duevnimu jakymkoli
zpusobem, ktery bude povazovat za nutny a
vhodny, aniz by za toto DuSevni vlastnictvi
Zdravotnickému nebo
zkousejicimu platil odménu.

DusSevni vlastnictvi zemi.

vlastnictvi

zafizeni Hlavnimu

c) Zdravotnické zafizeni a Hlavni zkouSejici
timto prohlasuji, Ze (i) nemaji povinnost prevést
zadné DusSevni vlastnictvi na zadnou fyzickou
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affiliated with Sponsor any Intellectual Property,
and that (ii) all Study Personnel are bound by
obligations to assign all Intellectual Property to
the Institution or the Sponsor.

5. PUBLICATION AND PUBLICITY

5.1 Publication

a) The Institution and the Investigator agree
that the Sponsor shall have the sole and
exclusive right to the first publication of the
results of the Study. Such Sponsor publication
is intended to be a multi-center publication of
the Study results, collected from all
investigators and institutions participating in the
Study (the “Multi-Center Publication”). If the
Investigator is interested in contributing to or
participating in the Multi-Center Publication, he
or she must contact the Sponsor. Selection of
authors/participants will be governed by the
Sponsor, considering individuals’ contribution to
the Study.

b)  The Institution and the Investigator may
publish or otherwise present the results of the
Study obtained by the Institution and/or the
Investigator (an “Independent Submission”)
provided that all of the following conditions
have been satisfied: (i) the Multi-Center
Publication has been published; or, if no such
publication has occurred, at least eighteen (18)
months have passed since the completion, or
termination, of the Study at all
participating sites (including the final database
lock); (ii) before submitting the Independent
Submission to a publisher, reviewer or other
outside party, the Institution and/or the
Investigator must submit the proposed
Independent Submission to the Sponsor and
allow the Sponsor at least sixty (60) days to
review and provide (i) the
Institution and/or the Investigator shall, as
requested by the Sponsor, delete all references
to Confidential Information (excepting the Study
Data); (iv) the Institution and the Investigator
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nebo pravnickou osobu, ktera neni spfiznéna se
Zadavatelem, a ze (ii) v8ichni ¢lenové Studijniho
personalu jsou povinnostmi pfevést
veSkeré DuSevni na Zdravotnické
zafizeni nebo Zadavatele.

vazani
vlastnictvi

5. PUBLIKACE A PROPAGACE
5.1 Publikace
a) Zdravotnické zafizeni a Hlavni zkouS$ejici

souhlasi s tim, ze Zadavatel bude mit vyhradni
pravo na prvni publikaci vysledkd Studie. Tato
publikace Zadavatelem bude provedena jako
publikace vysledkd multicentrického hodnoceni
ziskanych od vSech zkousejicich a zdravotnickych
zafizenich podilejicich se na Studii (dale jen
,Publikace vysledku
hodnoceni®). V pfipadé, ze bude mit Hlavni
zkouSejici zajem prispét k Publikaci vysledkl
multicentrického hodnoceni nebo se na ni podilet,
je ftfeba, aby kontaktoval Zadavatele. Vybér
autort/ participujicich bude fidit Zadavatel pfi
pfispéni jednotlivych zkouSejicich ke

multicentrického

zvazeni
Studii.
b) Zdravotnické zafizeni a Hlavni zkouSejici
smé&ji publikovat nebo prezentovat vysledky
Studie ziskané Zdravotnickym zafizenim a/nebo
Hlavnim (dale
publikace®) za pfedpokladu, Ze byly splnény
vSechny nasledujici podminky: (i) vysledky
multicentrického hodnoceni byly publikovany,
nebo pokud nebyly, uplynulo od dokon&eni nebo

zkouSejicim jen ,Nezavisla

pfedéasného ukonéeni Studie ve vSech
participujicich ~ centrech (v€etné  finalniho
uzaméeni databaze) alespon osmnact (18)

mésicq, (ii) Zdravotnické zafizeni a/nebo Hlavni
zkousejici jsou povinni pfed zaslanim Nezavislé
publikace vydavateli, recenzentovi &i jiné treti
strané odevzdat publikaci
v navrhované podobé Zadavateli a ponechat
Zadavateli Ihatu v délce alespon Sedesati (60) dnu
na kontrolu a komentafr, (iii) Zdravotnické zafizeni
a/nebo Hlavni zkousSejici na zadost Zadavatele
odstrani veSkeré odkazy na Duvérné informace (s
vyjimkou Studijnich 4daj), (iv) Zdravotnické
zafizeni a Hlavni zkou3ejici zvazi komentar
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shall consider the Sponsor's comments and
proposed revisions in good faith; and (v) if at
any point during the initial sixty (60) day review
the Sponsor so requests, the Institution and/or
the Investigator shall delay the publication or
presentation of the Independent Submission for
up to forty-five (45) additional days in order to
permit the Sponsor time to obtain protections
on any Intellectual Property. All Independent
Submissions shall appropriately reference the
Multi-Center Publication, if any, or the fact that
the Study Data are a subset of data resulting
from a larger multi-site study.

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.

6. INDEMNIFICATION, NOTIFICATION OF
CLAIMS AND INSURANCE

6.1 PSI's Indemnity Obligations and
Disclaimer

a)  PSI undertakes to defend, indemnify and

hold harmless the Institution and the
Investigator against any and all damages,
losses, liabilities, expenses and costs

(“Losses”) resulting from any claims, actions,
suits or proceedings brought by any third party
(collectively, “Claims”) arising out of (i) any
breach of this Agreement by PSI; or (i) any
negligent or willful act or omission by PSI,
including by its officers, employees, contractors
or other staff.

b) PSI expressly disclaims any and all
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 by PSI.

PSI Template, Czech Republic, 29-OCT-2017
Sponsor approved on 15-NOV-2018

Doc. Roman Zachoval, MD, PhD

Zadavatele a navrhované revize v dobré vife a (v)
Zdravotnické zafizeni a/nebo Hlavni zkouSejici na
Zadost vyjadfenou
Sedesatidenni (60) kontroly odlozi publikaci nebo
prezentaci Nezavislé publikace az o dalSich
Ctyficet pét (45) dnG za ucelem umoznéni
Zadavateli ziskat ochranu DuSevniho vlastnictvi.
VSechny Nezavislé publikace budou fadné
na pfipadnou Publikaci vysledkl
multicentrického hodnoceni nebo na skute¢nost,
Ze Studijni udaje jsou soucasti udaji ziskanych
z vétsi multicentrické Studie.

Zadavatele béhem

odkazovat

5.2 Propagace
Zdravotnické zafizeni a Hlavni zkouS$ejici
nebudou pouzivat nazev spole¢nosti PSI ani

Zadavatele, jména jejich zaméstnancui, symboly
ani reklamnich,
prodejné propagacnich materialech ani tiskovych
zpravach bez predchoziho pisemného souhlasu
PSI nebo Zadavatele.

ochranné znamky v zadnych

6. ZPROSTENiI ODPOVEDOSTI,
OZNAMENi NAROKU A POJISTENI

6.1 Zavazky PSl o odSkodnéni a odmitnuti
odpovédnosti
a) PSI se zavazuje branit Zdravotnické

zafizeni a Hlavniho zkouS$ejiciho proti, zprostit je
odpovédnosti za a odSkodnit je za Skody, ztraty,
zavazky, vydaje a naklady (dale jen ,Skody*)
zplUsobené v disledku narok, spor(, zalob nebo
fizeni vznesenych, vedenych, podanych nebo
zahajenych tfeti stranou (dale jen souhrnné
.Naroky®) v disledku (i) poruseni této Smiouvy;
nebo (i) nedbalosti, umysiného jednani nebo

opomenuti ze strany PSI vletné jejich
funkcionard, zaméstnancli, kontrahentd nebo
jiného personalu.

b) PSI vyslovné odmita jakoukoli

odpovédnost jakkoli spojenou se Studijnim lékem
a Protokolem s vyjimkou toho, Zze takova
odpovédnost vznikne (i) nedbalym chovanim,
umysinym jednanim nebo opomenutim ¢&i (ii)
porusenim této Smlouvy ze strany PSI.
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6.2 The Institution’s and the Investigator’s
Indemnity Obligations

The Institution and the Investigator undertake
to defend, indemnify and hold harmless the
Sponsor and PSI against any and all Losses
resulting from Claims arising out of (i) any
breach of this Agreement by the Institution
and/or the Investigator; (i) any negligence or
willful act or omission of the Institution, the
Investigator, Study Personnel or any of their
officers, employees, contractors or staff, or (iii)
Study subject’s decision to participate based
upon information (A) provided by the Institution,
the Investigator or Study Personnel that
contradicts information in the Informed Consent
Form approved by PSI, or (B) in an Informed
Consent Form that has been modified from that
approved by PSI.

6.3 Notification of Claims

The Institution and the Investigator shall without
any unnecessary delay serve a notice in writing
to PSI and the Sponsor about any investigation,
claim or legal proceedings related to the Study
against the Institution, the Investigator, the
Study Personnel or other staff in connection
with the Study. The Institution and the
Investigator fully cooperate in all
reasonable aspects upon request and on behalf
of PSI and/or the Sponsor in the investigation
and/or defense of these claims or lawsuits.

shall

6.4 Insurance

a) PSI shall ensure that the Sponsor
executes the mandatory clinical trial insurance
in compliance with the § 52 (3f) of the Act No.
378/2007 Coll., on Pharmaceuticals, as
amended, and as required by the Applicable
Regulatory Requirements. A confirmation that
insurance has been taken out constitutes

PSI Template, Czech Republic, 29-OCT-2017
Sponsor approved on 15-NOV-2018

Doc. Roman Zachoval, MD, PhD

6.2 Zavazky Zdravotnického zafizeni
a Hlavniho zkousejiciho o zprosténi
odpovédnosti

Zdravotnické zafizeni a Hlavni zkouSejici se
zavazuji hajit Zadavatele a PSI proti, zprostit je
odpovédnosti za a od$kodnit je za veskeré Skody
vyplyvajici ze vznesenych Naroku v disledku (i)
poruseni této Smlouvy Zdravotnickym zafizenim
a/nebo Hlavnim zkouS$ejicim, (ii) nedbalosti nebo
umysiného jednani di ze strany
Zdravotnického zafizeni, Hlavniho zkouSejiciho,
Studijniho personalu nebo kteréhokoli
zaméstnance, kontrahenta nebo
nebo (i) rozhodnuti Subjektu
hodnoceni UcCastnit se Studie ucinéného na
zakladé informaci (A) podanych
Zdravotnickym zafizenim, Hlavnim zkouSejicim
nebo Studijnim personalem
s informacemi uvedenymi v Informovaném
souhlase schvéleném PSI nebo (B)
v Informovaném souhlase upraveném tak, ze se
liSi od Informovaného souhlasu schvaleného PSI.

opomenuti

jejich
funkcionare,
personalu,

mu

Vv rozporu

6.3 Oznameni naroku

Zdravotnické zafizeni a Hlavni zkouSejici bez
zbyte€ného odkladu zallou PSI a Zadavateli
0 kazdém naroku nebo
soudnim Fizeni vzneseném nebo vedeném proti
Zdravotnickému zafizeni, Hlavnimu zkousejicimu,
Studijnimu personalu nebo jinym zaméstnancim
v souvislosti se Studii. Zdravotnické zafizeni a
Hlavni zkouSejici budou plné spolupracovat ve
vSech pfisluSnych aspektech na pozadani a
jménem PSI| a/nebo Zadavatele pfi vySetfovani
a/nebo obhajobé proti témto narokim a pfi
soudnich pfich.

pisemné oznameni

6.4 Pojisténi

a) PSI zajisti, aby Zadavatel uzavrel pojisténi
klinického hodnoceni v souladu s § 52 odst. 3 (f)
zakona €. 378/2007 Sb., o léCivech v platném
znéni a dle Platnych regulaénich pozadavki.
Potvrzeni o uzavieném pojisténi je Pfilohou 5 této
Smlouvy.
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Attachment 5 hereto.

b)  The Institution and the Investigator shall

subscribe to and maintain all insurances
required by the Applicable Regulatory
Requirements, including without limitation,

general liability insurance in compliance with
Sec. 45 (2) (n) of the Act No. 372/2011 Caoll., on
Health Care Services, as amended. They shall
provide evidence of such insurance(s) upon
request by PSI or the Sponsor.

7. INSPECTIONS, AUDITS, MONITORING
AND RECORD KEEPING

7.1 Regulatory Inspections

a) The Institution and the Investigator shall
promptly notify PSI of any inquiry, inspection or
investigation relating to the Study or Study
Drug by any regulatory, governmental or law
agency (including without limitation the EMA
and the US FDA) of which they become aware,
but not later than one (1) business day. PSI,
the Sponsor and/or their representatives shall
have the right to be present at and/or
participate in any such inquiry, inspection or
investigation. Before the Institution or the
Investigator submit any materials or information
to an agency in connection with an inquiry,
inspection or investigation, PSI and the
Sponsor shall have the right to review, provide
and/or comment on any such materials and/or
information. If the regulatory, governmental or
law agency determines that the Institution is not
adequate for of the Study, the
Institution  shall promptly remedy such
inadequacies.

conduct

b) Study subjects will be advised and notified
by the Investigator that the data obtained about
them in the course of the Study may need to be
used for the purposes of an inspection and
submitted to the competent governmental
authorities of the Czech Republic and foreign
regulatory authorities.

PSI Template, Czech Republic, 29-OCT-2017
Sponsor approved on 15-NOV-2018
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b) Zdravotnické zafizeni a Hlavni zkousejici
uzaviou a budou udrzovat v platnosti adekvatni
pojisténi Platnymi  reguladnimi
pozadavky vSeobecného  pojisténi
odpovédnosti za Skodu v souladu s § 45 odst. 2,
pism. n zakona ¢&. 372/2011 Sb., o zdravotnich
sluzbach, v platném znéni. Na zadost PSI nebo
Zadavatele poskytnou potvrzeni o uzavieném

pojisténi.

vyZadovana
vCetné

7. KONTROLY, AUDITY, MONITOROVANI
A ZAZNAMY
7.1 Regulaéni kontroly

a) Zdravotnické zafizeni a Hlavni zkouSejici
neprodleng, nejpozdéji do jednoho (1) pracovniho
dne oznami PSI kazdy dotaz, regulaéni kontrolu
nebo Setfeni tykajici se Studie nebo Studijniho
Iéku, kterou provadi statni nebo kterykoli jiny
regulacni ufad (v€etné EMA a americké FDA) a o
niz se dozvédi. PSI, Zadavatel a/nebo jejich
zastupci budou mit pravo byt pfitomni u takovych
kontrol a Setfeni a/nebo se na nich a odpovédich
na dotazy podilet. PSI a Zadavatel budou mit
pravo revidovat, poskytovat a komentovat vedkeré
odpovédi ke vS§em materialim a/nebo informacim
pfedtim, neZ je Zdravotnické zafizeni nebo Hlavni
poskytnou
v souvislosti s dotazy, inspekci nebo Setfenim.
Pokud statni nebo pravni ufad
rozhodne, Ze Zdravotnické neni
zplsobilé pro provedeni Studie, Zdravotnické
zafizeni neprodlené zjisténé nedostatky napravi.

zkousejici regulaénimu  Ufadu
regulacni,

zarizeni

b) Subjekty hodnoceni budou pouceny a
informovany také o tom, Ze udaje ziskané o nich
v pribéhu Studie mohou byt pro ucely kontroly
pouzity a pfedlozeny také pfislusnym statnim
organdm Ceské republiky a zahrani¢nim
kontrolnim organim.
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7.2 Audit and Monitoring by PSI and the
Sponsor

a) 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 Institution and the Investigator shall assist
PSI, the Sponsor and their representative(s) in
scheduling such visits.

b) PSI, the Sponsor and their
representative(s) shall be entitled to: (i)
examine and inspect the facilities required for
the performance of the Study; (i) inspect
source documents; and (iii) inspect, request
correction of 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 and the Study
Personnel shall cooperate with PSI and the
Sponsor during audits and monitoring visits and
in the resolution of any questions regarding the
Study Data. At PSI or the Sponsor’s request,
the Institution and the Investigator
promptly correct all errors or omissions noticed
during an audit or monitoring.

shall

7.3 Record Keeping
The Institution and the Investigator shall
maintain accurate, complete and current

records of all Study Data, including the Case
Report Forms (or equivalent electronic data),
relevant source documents and any other
essential documents or materials as required
by the Protocol, the Applicable Regulatory

Requirements and PSI's and the Sponsor’s
PSI Template, Czech Republic, 29-OCT-2017
Sponsor approved on 15-NOV-2018

Doc. Roman Zachoval, MD, PhD

7.2 Audit a monitorovani provadéné PSl a
Zadavatelem

a) 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 béhem
bézné pracovni doby a s pfiméfenou cCetnosti
auditt a navstév za ucelem monitorovani pribéhu
Studie a kontroly zaznam, dokumentu, informaci,
Udaji a materiald Studie (v€etné Studijnich
udaju). Zdravotnické zafizeni a Hlavni zkousejici
bude PSI, Zadavateli a jejich
napomahat pfi Casovém planovani téchto navstév.

zastupclm

b) PSI, Zadavatel a jejich zastupci budou mit
pravo (i) zkontrolovat
pozadovana pro vykon Studie; (ii) zkontrolovat
zdrojové dokumenty a (iii) kontrolovat a kopirovat
vSechny Studijni udaje a pozadovat jejich opravu
(v€etné - mimo ZaznamO subjektd
hodnoceni, pulvodnich zprav o laboratornich
testech a nalezech vy3etfeni a vSech ostatnich
poznamek, grafd, zprav nebo zaznama tykajicich
se Subjektll hodnoceni nebo provadéni Studie),

provéfit a zarfizeni

jine —

které PSI a Zadavatel maji pravo znat dle
podepsaného Informovaného souhlasu a/nebo
Platnych regulacnich pozadavku. Hlavni
zkousejici a Studijni personal budou

spolupracovat s PSI a Zadavatelem béhem auditu
a monitorovacich navstév a pfi feSeni vSech
otazek tykajicich se Studijnich udaju. Na zadost
PSI nebo Zadavatele Zdravotnické zafizeni a
Hlavni neprodlené opravi veSkeré
chyby nebo opomenuti zjisténa bé&hem auditu
nebo monitoringu.

zkousejici

7.3 Zaznamy

Zdravotnické zafizeni a Hlavni zkouSejici
povedou pfesné, uplné a aktualni zaznamy o
vSech Studijnich udajich, které budou zahrnovat
Zaznamy subjektd hodnoceni (nebo odpovidajici
Udaje v elektronické podobé), pfislusné zdrojové
dokumenty a jakékoli dalsi nezbytné dokumenty
nebo materialy dle pozadavku Protokolu, Platnych
regulatnich pozadavki a pokynd PSI a
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instructions (collectively the "Records"). The
Institution and the Investigator shall keep all the
Records in a safe and secure location for the
period required by the Applicable Regulatory
Requirements, or for a period of fifteen (15)
years following the completion of the Study,
whichever is longer. The Institution and/or the
Investigator may destroy the Records at the
end of the Records keeping period on the
condition that the Institution and/or the
Investigator sends written notice to the Sponsor
at least sixty (60) days prior to the date
deletion/disposal will occur, and, if requested
by the Sponsor, cooperates with the Sponsor in
extending the Record Kkeeping period or
shipping the Records to another facility for
storage, at the Sponsor’s reasonable expense.

8. TERMINATION AND SUSPENSION
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 Agreement, 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.

8.2 Termination by PSI

PSI, in consultation with the Sponsor, may
terminate this Agreement with immediate effect
(i) if the Institution and/or the Investigator
breaches this Agreement and fails to cure such
breach within thirty (30) calendar days from the
receipt of written notice; (i) if PSI or the
Sponsor in good faith believe the Study Drug or
continuation of the Study presents an
unreasonable medical the Study
subjects or if there are efficacy or safety
concerns; (iii) if the Study is suspended or not
initiated at the Institution for any reason; or (iv)
if the agreement between the Sponsor and PSI
CRO AG regarding the Study is terminated.

risk to

PSI Template, Czech Republic, 29-OCT-2017
Sponsor approved on 15-NOV-2018
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Zadavatele (déle jen ,Zaznamy“). Zdravotnické
zafizeni a Hlavni zkouSejici budou Zaznamy
uchovavat na bezpe&ném a zabezpecenim misté
po dobu pozadovanou Platnymi
pozadavky nebo po dobu patnacti (15) let od
dokoné€eni Studie (kterdkoli doba bude delsi).
Zdravotnické zafizeni a/nebo Hlavni zkouSejici

regulaénimi

mohou Zaznamy po uplynuti IhGty pro uchovavani
podminky, Ze
Zdravotnické zafizeni a/nebo Hlavni zkouS$ejici
zaSlou Zadavateli oznameni alespon Sedesat (60)
dnd pfed datem vymazani/likvidace Zaznamu( a
na zadost Zadavatele s nim budou spolupracovat
na prodlouzeni |hity pro uchovavani Zaznamu

Zaznamu zlikvidovat za

nebo zaslani Zaznamu do jiného zafizeni, kde

budou ulozeny, a to na pfiméfené naklady

Zadavatele.
8. UKONCENIi A POZASTAVENI
8.1 Doba trvani

Tato Smlouva zacina platit k datu jejiho podpisu
posledni z uvedenych stran. Pokud nebude tato
Smlouva predCasné
s podminkami této Smlouvy, bude platna, dokud
PSI a Studijni
dokumentaci vyzadovanou Protokolem a dokud
PSI  nevykona
Zdravotnickém zafizeni.

ukondena v souladu

Zadavatel neobdrzi finalni

zavéreCnou navstévu ve

8.2 Ukonceni ze strany PSI

PSI smi po dohodé se Zadavatelem ukoncit tuto
Smlouvu s okamzitou platnosti, (i) pokud
Zdravotnické zafizeni a/nebo Hlavni zkouS$ejici
porusi tuto Smlouvu a nezjedna napravu do fficeti
(30) kalendainich dnG od obdrzeni pisemného
upozornéni, (ii) pokud se PSI nebo Zadavatel
budou v dobré vife domnivat, Ze Studijni 1€k nebo
pokracovani ve Studii pfedstavuje nepfiméfené
zdravotni riziko pro Subjekty hodnoceni, nebo
pokud budou mit obavy ohledné ucinnosti di
bezpecnosti Studijniho léku, (iii) pokud bude
Studie z jakéhokoli divodu ve Zdravotnickém
zafizeni pferuSena, nebo nebude zahgjena, nebo
(iv) pokud dojde k ukon&eni Smlouvy tykajici se
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PSI, in consultation with the Sponsor, may also
terminate this Agreement without cause upon
thirty (30) calendar days’ notice.

8.3 Termination by the Institution or the
Investigator

Either the Institution or the Investigator may
terminate this Agreement with immediate effect
if PSI breaches this Agreement and fails to cure
such breach within thirty (30) calendar days
from the receipt of written notice.

8.4 Termination by Agreement

The Agreement may also be terminated by
means of a mutual written agreement of all the
Parties.

8.5 Surviving Clauses

The termination or expiration of this Agreement
shall not relieve either party of its obligation to
the other with respect to the following
provisions: Section 1.4 b), ¢) and d) [Study
Drug and Study Supplies], Section 1.6 [Case
Report Forms and Study Data], Section 1.8
[Financial Disclosure], Section 3
[Confidentiality], = Section 4  [Intellectual
Property], Section 5 [Publication and Publicity],
Section 6 [Indemnification, Notification of
Claims and Insurance], Section 7 [Inspections,
Audits, Monitoring and Record Keeping],
Section 8.5 [Surviving Clauses], Section 10
[Anti-Bribery and Anti-Corruption], Section 11
[Data Transfer], Section 12 [Miscellaneous] and
Section 13 [Applicable Law and Place of
Jurisdiction].

8.6 Suspension of the Study

The Sponsor may suspend the Study at any
time for any reason upon written notice, which
suspension shall not be deemed a breach of
this Agreement by PSI. If the Institution and/or
the Investigator in good faith believe that the
continuation of the Study as required by the

PSI Template, Czech Republic, 29-OCT-2017
Sponsor approved on 15-NOV-2018
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Studie mezi PSI CRO AG a
Zadavatelem, PSI po konzultaci se
Zadavatelem tuto Smlouvu také ukoncit bez udani
divodu lhatou  tficet  (30)
kalendarnich dn.

uzaviené
smi

s vypoveédni

8.3 Ukonceni ze strany Zdravotnického
zarizeni nebo Hlavniho zkousejiciho

Zdravotnické zafizeni nebo Hlavni zkousejici
mohou
platnosti, pokud PSI podstatné porusuje tuto
Smlouvu a toto poruseni nenapravi do fficeti (30)

ukondit tuto Smlouvu s okamzitou

kalendarnich dnd od obdrzeni pisemného
oznameni.
8.4 Ukonceni dohodou

Smlouvu bude mozné ukonéit téz vzajemnou
pisemnou dohodou v8ech smluvnich stran.

8.5 Platnost po ukon¢eni

Ukoné&eni nebo vypreni této Smlouvy nezbavuje
zadnou ze smluvnich stran jejich povinnosti
k ostatnim stranam, a to s ohledem na nasleduijici
ustanoveni: Oddil 1.4 b), c) a d) [Studijni Iék a
Studijni material], Oddil 1.6 [Zadznamy Subjektu
hodnoceni a Studijni udaje], Oddil 1.8 [Majetkové
pfiznani], Oddil 3 [Duvérnost], Oddil 4 [Dusevni
vlastnictvi], Oddil 5 [Publikace a propagace],
Oddil 6 [ZproSténi odpovédnosti,
narokll a pojisténi], Oddil 7 [Kontroly, audity,
monitorovani a zaznamy], Oddil 8.5 [Platnost po
ukongeni], Oddil 10  [Protiuplatkova a
protikorupéni ustanoveni], Oddil 11 [Pfedavani
udaju], Oddil 12 [Rdzné] a Oddil 13 [Platné
z&kony a soudni pfislusnost].

oznameni

8.6 Pozastaveni Studie

Zadavatel smi po pisemném oznameni Studii
kdykoli pozastavit bez udani diivodu, pfi¢emz toto
pozastaveni nebude povazovano za poruseni této
Smlouvy. V pfipadé, Zze se bude Zdravotnické

Hlavni  zkouSejici v dobré
Ze pokracovani Studie zpusobem

zafizeni a vire

domnivat,
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Protocol presents an unreasonable medical risk
to the Study subjects, the Institution and/or the
Investigator may suspend performance of the
Study in a manner taking into account the
health and welfare of Study subjects, shall
immediately notify PSI of such Study subject
safety concern, and shall provide details and
documentation as requested by PSI. If after
sixty (60) days from such notice by the
Institution and/or the Investigator the safety
concern has not been reasonably addressed or
resolved in the best professional judgment of
the Institution and the Investigator, the
Institution and/or the Investigator may terminate
this Agreement upon written notice to PSI.

9. NON-DEBARMENT

a) The Institution and the Investigator
represent and warrant that neither they nor any
of the Study Personnel is or ever has been
debarred, disqualified, excluded or suspended
from participation in clinical research by any
competent authority or agency in any country
(including in particular but without limitation 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,
excluded or disqualified by any competent
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 becomes threatened with or
becomes debarred, disqualified, suspended or
excluded during the Study, the Institution and
the Investigator shall notify PSI in writing about
this fact within five (5) days of its discovery. In
such event, PSI shall right to
terminate this Agreement upon written notice to
the Institution and Investigator.

have the

b)  The Institution and/or the Investigator
shall immediately notify PSI if any research in
which the Investigator has been involved in was
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vyZzadovanym v Protokolu
neopodstatnéné zdravotni riziko pro Subjekty
hodnoceni, a/nebo
Hlavni zkouSejici Studie
zpusobem  zohledriujicim Subjektu
hodnoceni a zaroveh maji povinnost okamzité
informovat PSI o
bezpe€nost Subjektu hodnoceni a poskytnout
podrobnosti a dokumentaci dle pozadavku PSI.
Pokud obavy o bezpecnost Subjekttd hodnoceni
nebudou pfiméfené FeSeny nebo vyfeSeny do
Sedesati (60) dnG od obav
Zdravotnickym  zafizenim Hlavnim
zkousejicim dle nejlepSiho odborného uUsudku
Zdravotnického Hlavniho
zkouSejiciho, smi Zdravotnické zafizeni a/nebo
Hlavni zkouSejici ukongit tuto Smlouvu pisemnou
vypovédi zaslanou PSI.

pfedstavuje

Zdravotnické zafizeni
provadeéni
zdravi

smi
zastavit

téchto svych obavach o

oznameni
a/nebo

zafizeni  a/nebo

9. NEVYLOUCENI

a) Zdravotnické zafizeni a Hlavni zkousejici
ruéi a zaruéuji, Ze jim ani Personalu Studie nebyla
zakazana ani pozastavena ucast v klinickém
vyzkumu Zadnymi &eskymi
regulacnimi a kontrolnimi ufady (v€etné zejména
americké FDA) a Ze nevyuZiji ani do této Studie
nezapoji zadnou osobu ani organizaci, které je
nebo byla nékterym regulaénim
zakazana nebo pozastavena uc¢ast na klinickém
vyzkumu, byla
nezpusobilou k Ucasti na klinickém vyzkumu.
V pfipadé, Ze by Zdravotnické zafizeni nebo
Hlavni jakakoli osoba nebo
organizace ucastnici se Studie méla byt nebo byla
vylou¢ena béhem Studie, Zdravotnické zafizeni a
Hlavni zkouSejici oznami tuto skute€nost PSI, a to
pisemné do péti (5) dnd poté, co se o této
skute€nosti dozvi. V takovém pfipadé ma PSI
pravo ukoncit tuto Smlouvu pisemnou vypovédi
Hlavnimu

zahrani¢nimi

ani

organem

nebo  ktera prohlasena

zkousejici  &i

Zdravotnickému zafizeni a

zkousejicimu.

b) V pfipadé, ze bude jakykoli vyzkum, jehoz

se Hlavni  zkouSejici  u€astni,  ukoncen
pro divodné nebo domnélé pochybeni, ma
20/36
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terminated for cause or allegations of
misconduct and an explanation of the

circumstances that led to termination and shall
promptly notify PSI if ongoing research is
terminated for allegations  of
misconduct and an explanation of the
circumstances that led to such termination.

cause or

10. ANTI-BRIBERY AND ANTI-
CORRUPTION

a) PSI and the Sponsor are subject to anti-
bribery and anti-corruption laws which make it a
criminal offence for PSI or the Sponsor to
directly or indirectly offer, give or promise a
Bribe to a Government Official or other
business counterpart. A “Bribe” is an offer,
delivery or promise of a payment or anything of
value to any Government Official or other
business counterpart for the purpose of (i)
unduly inducing or influencing that person to do
or refrain from any official act; (ii) attempting to
gain or maintain business; or (iii) securing an
improper advantage. A "Government Official"
is any person acting in an official capacity for or
on behalf of any government, including for its
public agencies, departments and/or
international organizations.

b)  Acknowledging PSI’'s and the Sponsor's
obligation, the Institution and the Investigator
represent and warrant that neither they nor any
of their officers, directors, employees, staff or
agents (including all Study Personnel) have or
shall pay or promise to pay a Bribe to any
Government Official or business counterpart in
connection with the Study. The Institution and
the Investigator shall promptly notify PSI if
either learns of or has reason to know of any
activities in connection with the Study which
may constitute a violation of this Anti-Bribery
and Anti-Corruption section of this Agreement
or the anti-bribery, anti-corruption laws that
apply to the Institution and the Investigator.

PSI Template, Czech Republic, 29-OCT-2017
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Zdravotnické zafizeni a/nebo Hlavni zkouSejici
povinnost neprodlené uvédomit PSI a poskytnout
vysvétleni vyzkumu a
neprodlené uvédomit PSI v pfipadé, ze bude
ukonéen probihajici vyzkum pro ddvodné nebo
domnélé pochybeni a poskytnout vysvétleni
okolnosti, které vedly k ukon€eni vyzkumu.

okolnosti  ukonceni

10. PROTIUPLATKOVA
A PROTIKORUPCNI USTANOVENI

a) PSI a Zadavatel jsou povinni jednat
v souladu s platnymi zakony proti uUplatkim a
korupci, podle kterych je nabizeni, poskytnuti &i
slibeni Uplatku, at jiZz pfimo & nepfimo, Statnimu
organu nebo jiné obchodni protistrané trestnym
ginem. ,Uplatek* je nabizeni, poskytnuti nebo
slibeni platby nebo jiné cenné véci Statnimu
organu nebo jiné obchodni protistrané za ucelem
(i) presvédCeni ¢i ovlivnéni této osoby, aby
jednala naopak nejednala urlitym
zplsobem, (ii) pokusu o ziskani nebo udrzeni
obchodni pfileZitosti, nebo (iii) zajisténi necestné
vyhody. ,Statni organ® je jakakoli osoba oficialné
jednajici za a jménem statu v&etné jeho vefejnych
Ufadd, ministerstev  a/nebo  mezinarodnich
organizaci.

nebo

b) Zdravotnické zafizeni a Hlavni zkouS$ejici
berou na védomi povinnost PSI a Zadavatele a
ruéi a zaruCuji se, Ze v souvislosti se Studii
nebudou ani oni ani jejich funkcionafi, feditelé,
zaméstnanci, zastupci di (vCetné
Studijniho personalu) platit nebo slibovat Uplatek
Statnimu organu ¢i jiné obchodni protistrané a ani
tak neucinili. Zdravotnické zafizeni a Hlavni
zkousSejici neprodlené uvédomi PSI, pokud se
dozvédi o, nebo pokud budou mit ddvodné
podezieni na jakoukoli ¢&innost souvisejici se
Studii, ktera muze byt v rozporu s timto oddilem
Protitplatkova a protikorupéni ustanoveni této
Smlouvy nebo V rozporu
protikorupénimi  zakony vztahujicimi se na
Zdravotnické zafizeni a Hlavniho zkouS$ejiciho.

zmocnénci

s platnymi
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11. DATA PROTECTION

a) The parties undertake to protect Personal
Data of Study subjects and to process and
transfer them in accordance with the applicable
Data Protection Laws. In particular, the
Institution and the Investigator agree that they
shall comply with the terms and conditions
contained in Attachment 2 to this Agreement,
which are expressly incorporated herein by
reference.

b) If requested by PSI, the Institution and
the Investigator shall provide every member of
the Study Personnel a copy of the data
protection notice provided by PSI and assist
PSI in collecting the acknowledgment of
receipt.

12. MISCELLANEOUS

a) The Agreement and Attachments hereto
set forth the entire agreement and
understanding between the parties hereto as to
the subject matter hereof and have priority over
all documents, verbal consents or
understandings made between the parties. No
amendment to this Agreement (including its
attachments) or waiver of any provisions shall
be effective unless such amendment or waiver
is made in writing and signed by the parties
hereto.

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 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) This Agreement is entered into between
the parties hereto on principal to principal
basis. Nothing contained in this Agreement
shall be construed to imply a joint venture,

PSI Template, Czech Republic, 29-OCT-2017
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11. OCHRANA OSOBNICH UDAJU

a) Strany se zavazuji chranit Osobni Udaje
subjektll hodnoceni a zpracovavat je a pfedavat
v souladu s platnymi Zakony o ochrané udaja.
Zdravotnické zafizeni a Hlavni zkouSejici se
zavazuji zejména dodrZovat podminky stanovené
v Pfiloze 2 této Smlouvy vyslovné zaclenéné do
Smlouvy odkazem.

b) Zdravotnické zafizeni a Hlavni zkouS$ejici
maji povinnost na zadost PSI poskytnout vSem
¢lendm Studijniho personalu kopii oznameni
0 ochrané udaja poskytnutého PSI a
spolupracovat s PSI pfi ziskavani potvrzeni pfijeti.

12. RUZNE

a) Tato Smlouva a jeji Prilohy vykladaji
celou dohodu uzavienou mezi stranami tykajici se
pfedmétu této Smlouvy a maji pfednost pfed
vSemi ostatnimi dokumenty, slovnimi souhlasy
uginénymi Zadné
doplInéni této Smlouvy &i jejich Pfiloh nebo vzdani
se kteréhokoli ustanoveni nenabude platnosti,
pokud takové doplnéni nebo vzdani se nebude

nebo dohodami stranami.

u€inéno pisemné a podepsano smluvnimi
stranami.

b) Pokud bude nékteré ustanoveni této
Smlouvy prohlaSeno  za neplatné  soudem

pfislusné jurisdikce, nebude mit toto rozhodnuti
vliv na zbyvajici ustanoveni této Smlouvy a tato
zbyvajici ustanoveni zuUstavaji v plné platnosti.
strany se pokusi
ustanoveni prohlasené za neplatné ustanovenim
platnym, které plni stejny 0&el jako neplatné
ustanoveni v co nejvétSim mozném rozsahu.

Smluvni vSak nahradit

c) Smluvni strany uzaviraji tuto Smlouvu na
zékladé rovnosti postaveni stran. Na zakladé
zadné skuteCnosti obsazené v této Smlouvé neni
mozné interpretovat vztah mezi Zdravotnickym
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employment, partnership, or principal agent zafizenim/Hlavnim zkouSejicim a PSI nebo
relationship between the Institution/Investigator Zadavatelem jako spole€ny podnik, vztah
and PSI or the Sponsor; and neither party zaméstnance a zaméstnavatele, partnerstvi nebo
hereto by virtue of this Agreement shall have vztah nadfizeného a podfizeného a zaroven
the right, power or authority to act or create any zadné ze Smluvnich stran nezaklada tato
obligation, express or implied, on behalf of the Smlouva pravo, pravomoc nebo opravnéni
other party. vykonavat nebo vytvaret jménem ostatnich stran
jakékoli povinnosti, at' jiz vyslovné &i nepfimo.
d) If there is a discrepancy between the d) V pfipadé rozporu mezi anglickou a
English and the Czech versions of this ¢eskou verzitéto Smlouvy pfevazuje verze Ceska.
Agreement, the Czech version shall prevail.

e) The Institution and/or the Investigator e) Ani Zdravotnické zafizeni ani Hlavni
may not assign any of their rights or zkouSejici nesmi postoupit sva prava nebo
subcontract obligations hereunder without the angazovat subkontrahenty na plnéni svych
prior written consent of PSI. Even if PSI povinnosti vyplyvajicich ztéto Smlouvy bez
authorizes delegation or subcontracting in full pfedchoziho pisemného souhlasu PSI. |
or in part, the Institution and the Investigator v pfipadé, Ze PSI schvali delegovani i
remain fully responsible and liable for the angaZovani subkontrahentd v piném ¢&i Caste¢ném
performance of all delegated duties and shall rozsahu, zlstavaji Zdravotnické zafizeni a Hlavni
impose obligations consistent with those which zkouSejici plné odpovédni za plnéni veskerych
the Institution and the Investigator assume delegovanych povinnosti a maji povinnost uloZit
under this Agreement upon such subcontractor. vSem témto subkontrahentim povinnost v souladu
s povinnostmi, které Zdravotnické zafizeni a
Hlavni zkouSejici pfevezmou dle této Smlouvy.

f) The parties acknowledge and agree the f) Strany wuznavaji a souhlasi stim, Ze
Sponsor is an intended third-party beneficiary Zadavatel je urCenou tfeti stranou opravnénou
to the Agreement (including without limitation pfevzit plnéni této Smlouvy (zejména v souvislosti
with respect to the publication, confidentiality s ustanovenimi této Smlouvy tykajicimi se
and intellectual property provisions hereof). In publikace, dlvérnosti a duSevniho vlastnictvi).
the event that the Institution or the Investigator V pfipadé, ze Zdravotnické zafizeni nebo Hlavni
fails to perform its obligations hereunder or zkouSejici nebudou schopni plnit své povinnosti
otherwise breaches this Agreement, Sponsor vyplyvajici proné ztéto Smlouvy nebo jinak
shall have the right to enforce the provisions of porusi tuto Smlouvu, bude mit Zadavatel pravo
this Agreement to the same extent as PSI| has vynucovat plnéni ustanoveni této Smlouvy ve
such rights hereunder. stejném rozsahu, v jakém ma tato prava PSI dle
této Smlouvy.

g) The Agreement will be signed by all the Q) Tato Smlouva bude podepsana vSemi
parties hereto and each Party will receive one  smluvnimi stranami a kazda ze smluvnich stran
counterpart. obdrzi po jednom vyhotoveni.

h)  The parties acknowledge that Act No. h) Smiluvni strany berou na védomi, ze

340/2015 Coll., on the Contract Register Zdravotnické zafizeni je povinno uvefejnit tuto
obliges the Institution to publish this Smlouvu v souladu se zakonem ¢&. 340/2015 Sb.,
Agreement. PSI shall prepare a machine- o registru smluv. PSI pfipravi strojové Citelnou
readable electronic format of this Agreement verzi Smlouvy se znecitelnénymi citlivymi Udaji
PSI Template, Czech Republic, 29-OCT-2017 23/36
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which will blind out sensitive information in
compliance with Section 3 Subsection 1 of the
Act on the Contract Register and send it to the
Institution for publication. Once the Institution
publishes the Agreement, the Institution shall
inform PSI of the publication via the PSI data

box with identifier: gw5vnbb and by email sent

the Contract Register also obliges the
Institution to publish the estimated value of this
Agreement. The parties agree that this amount
shall be defined as CZK 3,514,914.90.

i) PSI represents that neither PSI, nor the
Sponsor have entered or will enter into any
other agreement with the Investigator or sub-
investigators governing their mutual rights and
responsibilities in relation to the Study which is
the subject matter hereof without involvement
of the Institution. In the event of discovery of
existence of such an agreement entered into by
PSI and the Sponsor, it will constitute a reason
to immediately terminate this Agreement and
close the investigative site without any
compensation. All the expenses incurred will be
borne by the Sponsor. The State Institute for
Drug Control and appropriate ethics
committees will be notified of the breach hereof
and closure of the investigative site.

13. APPLICABLE LAW AND PLACE OF
JURISDICTION

a) This Agreement shall be governed by
and construed in accordance with the laws of
the Czech Republic, without regard to its
conflict of laws provisions.

b)  Any claim or controversy arising out of or
related to this Agreement or any breach hereof
shall be submitted to the exclusive jurisdiction
of the competent courts located in the Czech
Republic.

Seznam priloh/List of Attachments:

Doc. Roman Zachoval, MD, PhD

v souladu s ustanovenim § 3 odst. 1 zakona o
registru smluv a zasle ji Zdravotnickému zafizeni
k uvefejnéni. Zdravotnické zafizeni bude PSI
informovat o uvefejnéni Smlouvy prostfednictvim

datové schranky PSI s identifikatorem: gw5vnbb
2 ematové acresy: NN

Zdravotnické zafizeni je povinno na zakladé
Zakona o rovnéz uverejnit
pfedpokladané pinéni
poskytnuté na zakladé této Smlouvy. Smluvni
strany se dohodly, Ze jde o ¢astku 3.514.914,90
KE.

registru  smluv

celkové finanéni

i) PSI prohlasuje, Ze v souvislosti se Studii,
ktera je pfedmétem této Smiouvy, PSI
Zadavatel neuzavfeli a neuzaviou bez Uucasti
Zdravotnického zafizeni s Hlavnim zkouSejicim
Ci  spoluzkouSejicimi
upravujici jejich vzajemna prava a povinnosti. V
pfipadé zjisténi, ze Zadavatel & PSI uzavfeli
takovou dalSi smlouvu, bude toto divodem k
okamzitému spoluprace dle
Smlouvy a k uzavfeni feSitelského centra bez
nahrady. VeSkeré zmafené ndaklady ponese
Zadavatel. Poruseni
fesSitelského centra bude oznameno Statnimu

ani

zadnou dalSi smlouvu

ukonéeni této

Smlouvy a uzavfeni
ustavu pro kontrolu 1éCiv a pfisluSnym etickym
komisim.

13. PLATNE ZAKONY A SOUDNI
PRISLUSNOST

a) Tato Smlouva se fidi a vyklada podle
platnych zakon(i Ceské republiky bez ohledu na
rozpor se zadkonnymi ustanovenimi.

b)  Jakékoli naroky &  spory vzniklé
v souvislosti s touto Smlouvou &i jeji poruseni
budou pfedlozeny k FeSeni soudim pfislusné

jurisdikce v Ceské republice.

Pfiloha 1 — Rozpis plateb/Attachment 1 — Payment Schedule

Nasledujici pfilohy Smlouvy jsou pfilozeny pouze jako odkaz/The following Attachments hereto have

been only incorporated by means of reference:

PSI Template, Czech Republic, 29-OCT-2017
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PFiloha 2 — Protokol (pfedan zkousejicimu pfed zahajenim studie v elektronické podobé)/Attachment
2 — Protocol (provided electronically to the Investigator prior to the initiation of the Study)

Pfiloha 3 — povéfeni od Zadavatele pro PSI/Attachment 3 — Sponsor’s authorization for PSI

Pfiloha 4 — vypis z obchodniho rejstiiku PSI a povéfeni pro osoby podepisujici za PSI/Attachment 4
— PSI extract from the Business Register and authorizations for persons signing documents on
behalf of PSI

Pfiloha 5 — potvrzeni o uzavfeni pojisténi/Attachment 5 — confirmation that insurance has been
taken out

Pfiloha 6 — vzor informovaného souhlasu a informaci pro pacienta/Attachment 6 — template of
Informed Consent Form and Patient Information

Pfiloha 7 - wvzor CRF (v elektronické podobé predan pfed zahajenim studie
ZkouSejicimu)/Attachment 7 — template of CRF (an electronic form provided to the Investigator prior
to the initiation of the Study)

Pfiloha 8 — vzor finan¢niho prohlaSeni/Attachment 8 — template of Financial Disclosure Form

P¥iloha 9 — povoleni SUKL, souhlasné stanovisko EK/Attachment 9 — SUKL approval, EC favorable
opinion
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The Institution | Zdravotnické zafizeni: Thomayerova nemocnice (Thomayer Hospital)

Name | Jméno: doc. MUDr. Zdenék Benes, CSc.
Title | Pozice: Director/feditel

Dated | Datum: 15.7.2019

The Investigator | Hlavni zkou$ejici: Doc. MUDr. Roman Zachoval, PhD

Name | Jméno: Doc. MUDr. Roman Zachoval, PhD
Title | Pozice: Investigator / ZkousSejici

Dated | Datum:

PSI: PSI CRO Czech Republic s.r.o.

Name | Jméno: MUDr. Petr Vaculik
Title | Pozice: Country Manager, by Power of Attorney/na zakladé piné moci

Name | Jméno: PhDr. Petr Sedlak
Title | Pozice: by Power of Attorney/na zakladé plné moci

Dated | Datum:
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Attachment 1 Priloha 1
Fee and Payment Schedule Rozpis plateb

l. Fees l. Poplatky

M-

QLU
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Attachment 2
Data Protection

The Institution and the Investigator
confirm that they have knowledge of all
Data Protection Laws.

The parties acknowledge and agree that
Sponsor will be the controller of all
information that relates to any identified
or identifiable natural person (“Data
Subject”) which is collected for the
purpose of the Study (the “Personal
Data”) and will be responsible for
determining the purposes and means of
processing such Personal Data.

With the exception of Personal Data
relating to Study Personnel as well as
the medical records processed for the
purpose of providing medical care to the
Study subjects (for which Institution
and/or Investigator shall remain a
separate, independent controller), the
Institution and Investigator shall process
the Personal Data as a data processor
on behalf of the Sponsor, as described
below.

The Institution and the Investigator shall
in good faith negotiate and execute
such additional agreements with the
Sponsor or PSI respecting the privacy
and security of Personal Data as may
be reasonably necessary under
Applicable Regulatory Requirements.

Institution and  Investigator  shall
implement appropriate technical,
physical and organizational measures
attached hereto as Appendix A in such
a manner that processing of the
Personal Data will meet the
requirements of Data Protection Laws
and ensure the protection of the rights
of the Data Subject.

Furthermore, Institution and Investigator
shall:

a) process the Personal Data only on
documented instructions from the
Sponsor (as may be provided by
PSI), as provided for in the
Agreement, the Protocol or other
written (e-mail suffices) instructions
of PSI or the Sponsor. To the
extent the Institution and the
Investigator are required by law to
engage in any other processing

Doc. Roman Zachoval, MD, PhD

Priloha 2
Ochrana udajt

Zdravotnické zafizeni a Hlavni zkousSejici
potvrzuji, Ze byli seznameni se vSemi
Zakony o ochrané udaj.

Strany berou na védomi a souhlasi s tim,
Ze Zadavatel bude spravcem veskerych
Udaji souvisejicich s identifikovanymi ¢i
identifikovatelnymi fyzickymi osobami (dale
jen ,Subjekt udaju“) shromazdovanych
pro ucely Studie (dale jen ,Osobni udaje“)
a ponese odpovédnost za stanoveni Ucell
a zpUsobu zpracovani Osobnich udaju.

S vyjimkou Osobnich udaju souvisejicich
se Studijnim persondlem a zdravotnich
zdznam( zpracovavanych za ucelem
poskytovani lékarské péce Subjektim
hodnoceni (pro néz Zdravotnické zafizeni
a/nebo Hlavni zkouSejici zlstavaji zvlast
nezavislym  spravcem  Udajll)  maji
Zdravotnické zafizeni a Hlavni zkousejici
povinnost zpracovavat Osobni Udaje
jakozZto spravci udaju jménem Zadavatele,
jak je popsano nize.

Zdravotnické zafizeni a Hlavni zkousSejici
maji povinnost v dobré vife vyjednat
apodepsat dodate€né smlouvy se
Zadavatelem a PSI respektujici soukromi a
bezpecnost Osobnich udaju, které mohou
byt adekvatné nezbytné dle Platnych
regulacnich pozadavkad.

Zdravotnické zafizeni a Hlavni zkouSejici
maji  povinnost  pfijmout  pfislusna
technicka, fyzicka a organizacni opatfeni
pfipojena k této Smlouvé jako Doplnék A, a
to takovym zpusobem, aby zpracovani
Osobnich  udaji  splfovalo pozadavky
Zakonl o ochrané udaji a zajistovalo
ochranu prav Subjektd udajl.

Zdravotnické zafizeni a Hlavni zkousejici
maji dale povinnost:

a) zpracovavat Osobni Udaje pouze
na zakladé dolozenych pokyn(
Zadavatele (které sméji byt poskytnuty
ze strany PSI), jak je stanoveno touto
Smlouvou, Protokolem nebo jinymi
pisemnymi (email postacuje) pokyny
ze strany PSI nebo Zadavatele.
V pfipadé, ze zakon od
Zdravotnického zafizeni a Hlavniho
zkousSejiciho vyzaduje, aby se podileli
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b)

d)

f)

activities related to the Personal
Data, the Institution and the
Investigator shall notify the Sponsor
or PSI in advance of such legal
requirement, unless such
notification is prohibited by the law;

ensure that persons authorized by
Institution and Investigator to
process the Personal Data are
bound by obligations of
confidentiality with respect to the
Personal Data or are under an
appropriate statutory obligation of
confidentiality;

implement appropriate technical,
physical and organizational
measures to ensure a level of

security for the Personal Data which
is appropriate to the risk (taking into
account the state of the art, the
costs of implementation, and the
nature, scope, context and
purposes of processing, as well as
the risk of varying likelihood and
severity for the rights and freedoms
of natural persons);

taking into account the nature of the
processing of the Personal Data,

assist the Sponsor (upon the
Sponsor's request and at the
Sponsor’s cost) by appropriate
technical, physical and

organizational measures, insofar as
this is possible, for the fulfiiment of
the Sponsor’s obligation to respond
to requests for exercising a Data
Subject’s rights set forth in Chapter
Il of the General Data Protection
Regulation;

taking into account the nature of
processing and the information
available to the Institution and the
Investigator, assist the Sponsor
(upon the Sponsor’s request and at
the Sponsor’'s cost) in ensuring the
Sponsor’s compliance with, and to
the extent applicable to processors
comply itself with, the obligations
set forth in Articles 32 through 36 of
the General Data Protection
Regulation;

upon expiration or termination of the
Agreement, and subject to Section
7.3 of the Agreement, at the
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na dal$im zpracovani Osobnich udaju,
maji Zdravotnické zafizeni a Hlavni
zkousejici povinnost pfedem
informovat Zadavatele a PSI o tomto
zédkonném pozadavku, pokud neni toto
oznameni zakonem zakazano.

zajistit, aby  osoby  opravnéné
Zdravotnickym zafizenim a Hlavnim
zkousejicim ke zpracovani Osobnich
Udaji  byly vazany povinnostmi
zachovavat dlvérnost Osobnich udaju
nebo byly vazany pfisluSnou zakonnou
povinnosti mi€enlivosti;

pfijmout pfislusna technicka, fyzicka a
organizacni opatfeni k zajisténi trovné
bezpeénosti Osobnich adaja, ktera
odpovidaji riziku (pfiemz vezmou
vuvahu soucasny stav techniky,
naklady na zavedeni opatfeni
a povahu, rozsah, kontext a ucely
zpracovani Udajl a riziko proménlivé
pravdépodobnosti a zavaznost prav
a svobod fyzickych osob);

vzit v uvahu povahu Osobnich udajd

a poskytnout Zadavateli soucinnost
(nazadost a naklady Zadavatele)
prijetim prisludnych  technickych,

fyzickych a organizaCnich opatieni
v proveditelném rozsahu za ucelem
spinéni povinnosti Zadavatele
odpovédét na pozadavky Subjekti
Udaju uplatnit sva prava uvedena
v Kapitole 1l Obecného nafizeni
0 ochrané udaju;

vzit v ivahu povahu zpracovani udajl
a informace, které ma Zdravotnické
zafizeni a Hlavni zkousejici
k dispozici, a poskytnout Zadavateli
soucinnost (na Zddost a naklady
Zadavatele) pfi zajiStovani souladu
Zadavatele s povinnostmi stanovenymi
v Clanku 32 az 36 Obecného nafizeni
0 ochrané udajd a vrozsahu, ve
kterém se tyto povinnosti vztahuji na
zpracovatele, je sami dodrzovat;

po ukonéeni Smlouvy a s vyhradou
Oddilu 7.3 této Smlouvy na pfani
anaklady Zadavatele (mlize byt
oznameno ze strany PSI) vymazat
nebo vratit Osobni uUdaje Zadavateli
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Sponsor’s option and expense (as
may be notified by PSI), delete or
return the Personal Data to the
Sponsor or PSI, and delete existing
copies of the Personal Data, except
(i) to the extent applicable law
requires storage of the Personal
Data, and (i) Study subject medical
records;

(g) as provided in Section 7.2 of the
Agreement, allow Sponsor and its
representative (including PSI) to
audit and inspect all information
necessary to demonstrate
Institution’s  and Investigator’s
compliance with Article 28 of the
General Data Protection Regulation
and this Exhibit.

(h) notify the Sponsor or PSI within a
reasonable time period, but within
no more than forty-eight (48) hours,
if it becomes aware of a breach of
security leading to, or that may
reasonably lead to, the accidental or
unlawful destruction, loss,
alteration, unauthorized disclosure
of, or access to, Personal Data
transmitted, stored or otherwise
processed by Institution and
Investigator.

Institution and Investigator shall limit its
use, processing, onward transfer, and
further disclosure of any Personal Data
to only those activities specified in the
Protocol or Agreement or otherwise
expressly authorized by the Sponsor (as
may be notified by PSI).

Subject to Section 12(e) of the
Agreement, the Institution and the
Investigator may engage  other
processors in the processing of
Personal Data, as required for the
provision of the Services, provided that
any such processors are engaged on
terms which provide the same
protections in relation to Personal Data
as those set out in this Attachment 2.
Where that other processor fails to fulfill
its data protection obligations, the
Institution and the Investigator shall
remain fully liable to the controller for
the performance of that other
processor's obligations.

Doc. Roman Zachoval, MD, PhD

nebo PSI a vymazat existujici kopie
Osobnich udaju s vyjimkou (i) rozsahu
Osobnich udajd, v némz platné zakony
vyzaduji uchovavani Osobnich udajd,
a (i) zdravotnich zaznamud Subjektl
hodnoceni;

g) dle Oddilu 7.2 této Smlouvy umoznit
Zadavateli a jeho zastupci (v€etné
PSI) provést audit a inspekci
veskerych informaci nezbytnych
k prokazani souladu Zdravotnického
zarizeni  aHlavniho  zkouS$ejiciho
s Clankem 28 Obecného nafizeni o
ochrané udaju a tohoto Doplriku;

h) uvédomit Zadavatele nebo PSI
v pfiméfeném Case, nejpozdéji vsSak
do C&tyficeti osmi (48 hodin), pokud se
dozvi o naruSeni bezpeCnostnich
opatfeni vedoucich k, nebo které muze
dbvodné vést knahodnému nebo
nezakonnému zniceni, ztraté,
pozménéni, neopravnénému
zvefejnéni nebo udéleni pfistupu
k Osobnim  udajum  predavanym,
uchovavanym nebo jinak
zpracovavanym Zdravotnickym
zafizenim a Hlavnim zkousSejicim.

Zdravotnické zafizeni a Hlavni zkousejici
maji povinnost omezit pouZiti, zpracovani,
pfedavani a dalSi zvefejfiovani veskerych
Osobnich Udaju pouze na aktivity uvedené
v Protokolu nebo této Smlouvé nebo jinak
vyslovné povolené Zadavatelem (coz muze
byt oznameno ze strany PSI).

S vyhradou Oddilu 12 (e) této Smlouvy smi
Zdravotnické zafizeni a Hlavni zkouSejici
angazovat dal$i zpracovatele na zpracovani
Osobnich udaja dle pozadavk
na poskytovani Sluzeb za pfedpokladu, Ze
vSichni tito zpracovatelé budou angaZovani
za podminek poskytujicich stejnou ochranu
ve vztahu k Osobnim udajim, jako
podminky stanovené vtéto Prfiloze 2.
Zdravotnické zafizeni a Hlavni zkousSejici
zUstavaji plné odpovédni spravci udaju
za plnéni povinnosti dalSich zpracovateld
Udajl i v pripadé, ze tito dalSi zpracovatelé
nebudou schopni plnit své povinnosti
ochrany udaiju.
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Appendix A to Attachment 2

As applicable to the data processing performed
by the Institution and the Investigator, the
Institution and the Investigator ensure the
following security controls:

(a) pseudonymize the data transferred to the
Sponsor and/or PSI under this Agreement
so as to ensure that the Sponsor and/or
PSI, as applicable, cannot identify any
related Study subjects.

(b) restricting physical access to the offices
and information processing facilities to
employees and approved visitors;

(c) monitoring of the reception areas for offices
and information processing facilities by a
receptionist or security guard;

(d) provision of access cards and keys to data
centres, server and back-up rooms to
authorized persons only; performing
reviews of access rights;

(e) assigning accounts with an individual login
and password to authorized users;
establishing account creation, change,
removal control;

(f) implementing role-based access control in
data processing systems; and differentiate
access levels for users and privileged
access;

(g) implementing password policy in
Institution’s domain accounts requiring
passwords of at least 8 (eight) characters,
no match to previous 5 (five) passwords;
mandatory regular change of passwords;

(h) implementing network, application,
database security by means of firewalls
and antivirus/anti-malware;

(i) registration of the reported and/or detected
security events/incidents; instructing the
staff to report the actual and suspected
security incidents;

()) configuring corporate end user computer
systems to automatically receive operating
system patches and updates from a
centralized service that manages and
distributes updates;
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Dopinék A k Priloze 2

Zdravotnické zafizeni a Hlavni zkousejici zajisti
pfisluSsna nize uvedena bezpecnostni opatfeni
pfi zpracovani udaja:

(a) pseudonymizuji udaje predavané
Zadavateli a/nebo PSI dle této Smlouvy
tak, aby Zadavatel a/nebo PSI nebyli
schopni zjistit totoznost zadného Subjektu
hodnoceni;

(b) omezi fyzicky pfistup ke kancelafim
a zafizenim pro zpracovani  informaci
na zaméstnance a schvalené navstévy;

(c) zajisti  sledovani  prostoru recepce
ke kancelafim a zafizenim ke zpracovani
informaci  receptni/m  nebo  ¢lenem
bezpecnostni sluzby;

(d) poskytnou pristupové karty a Kklice
k datovym centrim, serveru a skladu se
zalohovanymi Udaji pouze opravnénym
osobam a bude provadét pravidelné
kontroly pFistupovych prav;

(e) opravnénym  uzivatelim  pfidéli  Gcet
s individualnim  pfihlaSovacim  jménem
aheslem a bude kontrolovat vytvoreni,
zménu a odstranéni uctu;

(f) udéeli pfistup na zakladé ulohy
pfi zpracovani Udaji  a odstuphovany
pfistup pro uZivatele a privilegovany
pfistup;

(g) zavedou pravidla pro pouzivani hesla
na uctech domény Zdravotnického
zafizeni, kdy heslo musi obsahovat
alespon 8 (osm) znaklh a nesmi se
shodovat szadnym z5 (péti) dfive
pouzitych hesel a musi byt pravidelné
meénéno;

(h) zavedou bezpec€nostni opatfeni pro sit,
aplikace a databaze prostfednictvim pouZiti
firewall a antiviru/anti-malware;

(i) budou registrovat nahlasené a/nebo
zjisténé bezpeclnostni prihody/incidenty a
poda svym zaméstnancim  pokyny
k hlaseni  skuteCnych  bezpecnostnich
incidentl & podezfeni na bezpecénostni
incidenty;

(i) nakonfiguruji korporatni pocitacové
systémy  koncovych  uzivateld, aby
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(k) ensuring that information  systems,
computers and software involved in the
performance of the services provided by
Institution are backed up in accordance
with Institution’s policies;

() segregating data of Sponsor and PSI from
information of Institution and third parties
so that to avoid commingling of data and
enable extraction and return of the
Sponsor's and PSI's data entrusted for
processing to Institution upon PSI's
request;

(m) implementing business continuity practices
ensuring that Institution can continue to
provide services to PSI through operational
interruption;

(n) providing adequate data protection training
to Institution’s employees.
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automaticky pfijimaly zaplaty a aktualizace
operacniho systému z centralniho zdroje,
kde budou aktualizace fizeny a odkud
budou distribuovany;

(k) zajisti, aby informacni systémy, pocitace
a software pouzivany k poskytovani sluzeb
Zdravotnickym zafizenim byly zalohovany
v souladu s internimi predpisy
Zdravotnického zafizeni;

() budou oddélovat udaje PSI a Zadavatele
od informaci  Zdravotnického  zafizeni
a tfetich stran tak, aby zabranili pomichani
Udaji a na Zzadost Zadavatele a PSI
umoznili ziskat vytah udaja a navraceni
veskerych udaji Zadavatele a PSI, které

byly Zdravotnickému zafizeni svéfeny
ke zpracovani;
(m) zavedou postupy pro zajisténi

nepreruSovaného fungovani tak, aby
Zdravotnické zafizeni mohlo pokracovat
v poskytovani sluzeb PSI i béhem
pferuSeni provozu;

(n) poskytnou zaméstnancim Zdravotnického
zafizeni prislusné Skoleni o ochrané udajl.
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