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INSTITUTION CLINICAL TRIAL AGREEMENT

This Clinical Trial Agreement (“Agreement’) is made on
(‘Effective Date”) by and

among:

Chiltern International s.r.o., Business Centrum Zalesi
Building A2, Pod Visnovkou 1661/31, 140 00 Praha 4 - Krc,
Czech Republic, registered in the Commercial Register
maintained by the Municipal Court in Prague, section C.,
Insert: 130938, company identification number: 281 78 777,
tax Id: CZ28178 777, represented by Dariusz Walach, MD
(hereinafter referred to as “Chiltern”); and

Krajska zdravotni a.s.- Masarykova nemochnice v Usti nad
Labem o.z., Socialni péée 3316/12A

401 13 Usti nad Labem, Czech Republic, registered in the
Commercial Register maintained by the County Court in Usti
nad Labem, section B, Insert: 1550, company identification
number; 25488627, tax Id: CZ25488627, represented by Ing.
Petr Fiala, director, (hereinafter referred to as “Institution”)

Whereas, Chiltern and Institution are hereinafter referred to
individually as “Party” and collectively as “Parties”;

Whereas, Chiltern is acting in its capacity as a contract
research organization as defined in ICH-GCP 1.20 as an
independent contractor of Tecnimede, Sociedade Técnico-
Medicinal, S.A. with registered address at Zona Industrial da
Abrunheira R. da Tapada Grande, n°® 2, Abrunheira, 2710-089
Sintra, Portugal (hereinafter, the “Sponsor’) to assist
Sponsor in conducting the clinical research study (hereinafter,
the “Study”) detailed below:

SMLOUVA O PROVEDENI KLINICKEHO HODNOCENI

Tato smlouva o provedeni klinického hodnoceni (dale jen
"Smlouva") se uzavira dne (dale jen
"Datum platnosti") mezi témito Smiuvnimi stranami:

Chiltern International s.r.o., Business Centrum Zalesi
Budova A2, Pod Visfiovkou 1661/31, 140 00 Praha 4 — Kr¢,
Ceska republika, spoleénost zapsana v obchodnim
rejstiiku vedeném Méstskym soudem v Praze, oddil C,
vlozka: 130938, identifikaCni Cislo organizace: 281 78 777,
DIC: (CZ28178777 zastoupend MUDr. Dariuszem
Walachem (déle jen “Chiltern”); a

Krajska zdravotni a.s.- Masarykova nemocnice v Usti
nad Labem o.z., Socialni péée 3316/12A

401 13 Usti nad Labem, Ceska republika

Spolecnost zapsana v Obchodnim rejstfiku u Krajského
soudu v Usti nad Labem, oddil B, vioZka 1550.

ICO: 25488627, DIC: CZ25488627,

zastoupena Ing. Petrem Fialou, generalnim feditelem, (dale
jen "Zdravotnické zafizeni")

Jelikoz jsou spoleénost Chiltern a Zdravotnické zafizeni
zde dale oznaCovani jednotlivé jako ,,Strana“ a spole¢né
jako ,,Strany“;

Jelikoz, spoleCnost Chiltern jedna jakozto smluvni
vyzkumna organizace, jak je stanoveno ve smérnicich ICH-
GCP 1.20, jako nezavisla smluvni strana jménem
spoleénosti Tecnimede, Sociedade Técnico-Medicinal,
S.A., se sidlem na adrese Zona Industrial da Abrunheira R.
da Tapada Grande, n® 2, Abrunheira, 2710-089 Sintra,
Portugalsko ("Zadavatel"), aby Zadavateli poskytla pomoc
pfi provadéni klinické vyzkumné klinické studie ("Studie™)
popsang nize:

Study Cutaneous paste containing 2% diltiazem Studijni Cutaneous paste containing 2% diltiazem

Drug: hydrochloride (DTZ) (hereinafter referred lék: hydrochloride (DTZ) (dale jen “Studijni
to as “Study Drug’) lék”)

Protocol “‘Randomized,  multicenter,  placebo- Nazev “Randomizovana, multicentricka,

Title: controlled, double blind study to assess protokolu: | placebem kontrolovana, dvojité zaslepena

the efficacy and tolerability of 2%
diltiazem hydrochloride in the treatment of
chronic anal fissure and a 24 week follow-
up period’, as amended from time to time
and incorporated herein by reference
(hereinafter referred to as the “Protocol”)
Protocol 150601

Number;

studie pro vyhodnoceni UCinnosti a
snaSenlivosti 2% diltiazem hydrochloridu
pfi 16Cb& chronické analni fisury a
24tydenni nasledné sledovani”  jak
vyplyva z pozdéjSich zmén, dopinéni a
Uprav, a uvadéném zde odkazem (dale
jen “Protokol”)

Cislo 150601

protokolu:
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Chiltern wishes to engage and Institution desires to participate
in conducting the Study;
Now, therefore, the Parties hereto agree as follows:

1. CONDUCT OF THE STUDY

(@) Institution agrees that its employee, || Gz
I Chirurgické  oddéleni, Krajska zdravotni a.s.-

Masarykova nemocnice v Usti nad Labem o.z. (hereinafter
referred to as “Investigator”) will conduct the Clinical Trial at
the Institution under terms and conditions separately agreed
between Chiltern and Investigator. Wherever, in this
Agreement, reference is made to obligations which are
incumbent on the Investigator, such reference is intended for
the purpose of informing the parties to this Agreement
accordingly.

(b) Institution shall ensure that all persons who have
involvement in the Study and who are employees,
independent contractors or agents of Institution and/or
Investigator, including but not limited to pharmacy, laboratory.
radiology, pathology, cardiology and nursing staff(hereinafter
,Research Staff’) have the knowledge and experience to
undertake the Study and shall accurately, efficiently and
expeditiously perform the Study in a professional and
competent manner. Wherever, in this Agreement, reference is
made to obligations which are incumbent on the Institution
andor Investigator for services which may be performed by
Research Staff, such reference is intended to include
Research Staff,

(c) By agreeing to the terms and conditions of this
Agreement and performing the services for Chiltern, Institution
represents and warrants that it and the Investigator are not in
violation of any terms and conditions of any agreement for
services or employment with any other individual or entity.

(d) To the extent terms and conditions in this Agreement
and the Protocol conflict, the terms and conditions of the
Protocol shall control with respect to scientific, medical, patient
consent, and any other issues directly relating to the conduct of
the Study and keeping of records (e.g. case report forms)
associated therewith, and the provisions of the main body of this
Agreement shall control with respect to all other issues.

(e) Institution agrees to perform formal patient screening
and randomisation for the Study only after Chiltern has
confirmed in writing (which could be via email) to Institution that
all essential documents, as defined by ICH/GCP or equivalent
standard, are in place and proper or appropriate Ethics
Committee, Regulatory Authority and/or other competent

Chiltern si preje zapojit Zdravotnické zafizeni do studie za
Ucelem provadéni Studie.
Nyni proto zde Strany dohodly nasledujici:

1. PROVEDENIi STUDIE

Zdravotnické zafizeni souhlasi s tim, Ze jeho zaméstnanec

,  Chirurgické oddéleni Krajska
zdravotni a.s.- Masarykova nemocnice v Usti nad Labem
0.z. (dale jen ,Zkousejici*) provede Klinické hodnoceni na
pracovisti Zdravotnického zafizeni v souladu
s podminkami, které byly dohodnuty v samostatné smlouvé
mezi spole¢nosti Chiltern a ZkouSejicim. Bude-li kdekoli v
této Smlouvé uvedena zminka o zavazcich, které spoCivaji
na Zkousejicim, bude takova zminka urena pro Ucely
fadného informovani Smluvnich stran.

(b) Zdravotnické zafizeni zajisti, aby vSechny osoby
UCastnici se Studie, které jsou zaméstnanci, nezavislymi
dodavateli nebo zastupci Zdravotnického zafizeni a/nebo
Zkousejiciho, zejména pracovnici lékarny, laboratofe,
radiologie, patologie Ci kardiologie a zdravotnicky personal
(dale jen "Vyzkumny personal") méli znalosti a zkuSenosti k
provedeni Studie a provedli Studii pfesné, rychle a uc¢inné
a profesionalnim a kompetentnim zplisobem. Pokud je v
této Smlouvé uveden odkaz na zavazky, z nichz
Zdravotnickému zafizeni a/nebo ZkouSejicimu plynou
povinnosti vzhledem ke sluzbam, ktery mize poskytovat
Vyzkumny personal, takovy odkaz je i odkazem na Vyzkumny
personal

(c) Udélenim svého souhlasu s podminkami této Smlouvy
a provedenim sluzby pro spole¢nost Chiltern Zdravotnické
zafizeni i ZkouSejici samostatné prohlasuji a zarucuiji, Ze
neporusuji podminky jakékoli smlouvy na sluzby nebo
pracovni smlouvy s Zadnou jinou fyzickou ¢&i pravnickou
osobou €i jinym subjektem.

(d) V pfipadé rozporu mezi podminkami této Smlouvy a
Protokolu se védecké a lékarské otazky, jakoZ i otazky
tykajici se souhlasu subjektu, a veskeré dalsi otazky, které
pfimo souviseji s provadénim Studie a vedenim souvisejicich
zaznam( (napf. formulafe zprav), se budou fidit podminkami
Protokolu, pfi¢emZ ustanovenimi hlavniho textu této Smlouvy
se budou fidit vSechny dalSi otazky.

(e) Zdravotnické zafizeni se zavazuje provést formalni
skrinink pacienta a randomizaci pro Studii az poté, co
spolecnost Chiltern pisemné (coZz m0ze byt i prostfednictvim
e-mailu) Zdravotnickému zafizeni potvrdi, Ze byly
vypracovany viechny podstatné dokumenty, jak je definuje
smérnice ICH/GCP nebo jeji ekvivalent, nebo Ze bylo
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authority approval has been received.

2, APPLICABLE LAW

Institution shall ensure the Study is conducted in accordance
with the Protocol, this Agreement,written instructions from
Sponsor or Chiltern (“Instructions’);relevant professional
standards of medical practice,all applicable international,
federal, state and local laws, guidelines, rules and regulations,
applicable privacy laws, rules and regulations and ICH-GCP
Guidelines (CPMP/ICH/135/95) , whether or not enacted by
the local country laws where Institution is located.

3. OBLIGATIONS

(a) Anti-Bribery & Anti-Corruption

Institution shall not directly or indirectly pay or promise to pay,
or authorize the payment of any money, or give, promise to
give or authorize the giving of anything of value to any person
or entity, whether governmental, quasi-governmental or
private, to obtain or retain business or secure improper
advantage for Chiltern or for Sponsor. Institution shall not
directly or indirectly receive or solicit any money or anything of
value from any person or entity, whether governmental, quasi-
governmental or private, in order to secure an improper
advantage to such person or entity. Institution will not take
any action which could render Chiltern or Sponsor liable under
any other applicable laws for the prevention of fraud,
corruption, racketeering, money laundering and/or terrorism.
Institution also agrees to be bound by anti-bribery policy as set
out in Exhibit C to this Agreement.

(b) Institution Obligations

Institution undertakes to ensure that Investigator, who is
employed by Institution, appropriately performs his/her
functions in the framework of the Study.

(c) Institution also agrees that its Research Staff will
devote their best efforts to accurately and efficiently perform
the work required under this Agreement, which efforts shall
include
()  exercise of independent medical judgment as to
the compatibility of each Study patient with the
Protocol requirements;
(i) notification of Chiltern and Sponsor, if required
of any deviations from or failure to comply with

ziskano povoleni od pfislusné Etické komise, regulacniho
a/nebo jiného prislusného organu.

2. PLATNE ZAKONY

Zdravotnické zafizeni provede Studii v souladu s
Protokolem, touto  Smlouvou, pisemnymi  pokyny
Zadavatele nebo spole¢nosti Chiltern (dale jen "Pokyny"),
pfisluSnymi profesnimi normami |ékafské praxe, vSemi
pfislusnymi mezinarodnimi, federalnimi, statnimi a mistnimi
zakony, smérnicemi, pravidly a pfedpisy, platnymi pravnimi
pfedpisy na ochranu soukromi, pravidly a pfedpisy a
smérnicemi ICH-GCP (CPMP/ICH/135/95), bez ohledu na
to, zda jsou soudasti pravniho fadu statu, kde se
Zdravotnické zafizeni nachazi.

3. POVINNOSTI

(a) Proti uplaceni & Proti korupci

Zdravotnické zafizeni nesmi pfimo ani nepfimo zaplatit,
slibit nebo autorizovat zaplaceni penéz, ani poskytnout,
slibit ¢i autorizovat poskytnuti ¢ehokoli hodnotného
jakékoliv osobé nebo subjektu, at uz se jedna o osobu Ci
subjekt vladni, kvazi-vladni nebo soukromy, s cilem ziskat
nebo zachovat obchodni vztah & zajistit jinou
neopravnénou vyhodu pro spole¢nost Chiltern nebo pro
Zadavatele. Zdravotnické zafizeni neni opravnéno pfimo
i nepfimo pfijimat ani vyZadovat penize ani jakoukoli
cennou vec od jakékoli osoby Ci subjektu, at uz se jedna o
osobu Ci subjekt viadni, kvazi-viadni nebo soukromou, s
cilem ziskat od této osoby & subjektu neopravnénou
vyhodu. Zdravotnické zafizeni nepodnikne Zadné kroky,
které by mohly spoleCnost Chiltern nebo Zadavatele €init
odpovédnym podle jinych platnych pravnich predpisl o boji
proti podvoddm, korupci, vydirani, prani Spinavych penéz
alnebo terorismu. Zdravotnické zafizeni se rovnéz
zavazuje, ze se bude fidit protikorupénimi zasadami, jak
jsou uvedeny v Pfiloze C této Smiouvy.

(b) Povinnosti Zdravotnického zafizeni
Zdravotnické zafizeni se zavazuje, Ze zajisti, aby
Zkousejici, ktery je Zdravotnickym zafienim zaméstnan,
fadné provadél své ¢innosti v ramci studie.

() Zdravotnické zafizeni rovnéZ souhlasi, ze jeho
Vyzkumny personal vynalozi své nejlepsi Usili na to, aby
pfesné a efektivné vykonaval praci vyplyvajici z této
Smlouvy, pfitem?Z tyto Cinnosti budou zahrnovat
(i) provést nezavislé |ékarské posouzeni, zda
jednotlivé  Subjekty  hodnoceni  splfuji
pozadavky Protokolu;
(i) informovani  spoleCnosti  Chiltern  a
Zadavatele o jakémkoli odchyleni se od
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the Protocol;

promptly replying to any questions from Chiltern
or Sponsor regarding any matter related to the
Study;

(i)

promptly notifying Chiltern of any significant
changes that occur at any time during the Study
which may affect Investigator or Institution’s
ability to conduct the Study, including but not
limited to, changes in personnel involved in the
Study

(d) Institution guarantees that the appropriate facilities
(including any equipment, but excluding those to be provided
by Chiltern on behalf of Sponsor to the Institution) necessary
and adequate for conducting the Study are available at the
Institution.

4, SCHEDULE AND NUMBER OF STUDY PATIENTS
Institution shall use its best efforts to recruit and enroll at least
twelve (12) patients for the Study according to the inclusion
and exclusion criteria and time schedule specified by the
Protocol. Institution shall stop enrollment in accordance with
prior written Instructions.

5. PERSONAL DATA OF THE INVESTIGATOR AND
RESEARCH STAFF

(a) Institution warrants that it has obtained the necessary
consents of the Investigator and Research Staff to the
collection, processing, storage and transfer of Investigator's
personal data and details relating to his/her professional
activities (collectively "Personal Information”) for the purposes
of management and control of clinical trials, evaluation, audit,
supervision, legal, regulatory, administrative, compliance and
storing in an Investigator Database for current and selection of
future clinical trials. Investigator consents to the transfer of
such Personal Information for the aforementioned purposes,
to other states/countries which do not maintain as stringent
data protection standards as contemplated herein.

(b) Chiltern may make available such Personal
Information to affiliated companies of Sponsor and/or Chiltern,
legal and regulatory agencies and authorities.

(c) Investigator warrants that it has obtained the necessary
consents of the Research Staff, in accordance with applicable
data protection laws for the collection, processing, storage and

Protokolu nebo jeho nedodrzovani,;
neprodlené odpovidat na vSechny dotazy
spoleénosti Chiltern nebo Zadavatele na
jakékoli zalezitosti tykajici se Studie;
neprodlené spoleénost Chiltern informovat o
jakychkoli vyznamnych zménach, které se
vyskytnou kdykoli v pribéhu Studie a které
mohou mit vliv na schopnost Zkousejiciho
nebo Zdravotnického zafizeni provést Studii,
zejména o zménach pracovnikl Uéastnicich
se Studie

(d) Zdravotnické zafizeni zajisti, aby bylo ve
Zdravotnickém zafizeni k dispozici odpovidajici pracovisté
nezbytné a vhodné k provedeni Studie (v&etné veSkerého
vybaveni, ale s vyjimkou toho, které bude Zdravotnickému
zafizeni  poskytnuto  spoleénosti  Chiltern  jménem
Zadavatele).

4. HARMONOGRAM A POCET _ SUBJEKTU
HODNOCENI

Zdravotnické zafizeni vyvine maximalni Usili s cilem zajistit
nabor alesponl dvanacti (12) pacientd v souladu se
vstupnimi a vyluGovacimi kritérii a harmonogramem
stanovenym timto Protokolem. Zdravotnické zafizeni
ukon€i nabor v souladu s pfedchozimi pisemnymi pokyny.

5. OSOBNi  UDAJE  ZKOUSEJiCIHO A
VYZKUMNEHO PERSONALU

(a) Zdravotnické zafizeni zaruCuje, Ze obdrZelo
pozadovany souhlas od Zkou$ejiciho a Vyzkumného
personalu na shér, zpracovani, ukladani a pFenos
osobnich Udajl Zkousejiciho a podrobnosti tykajicich se
jeho odborné Cinnosti  (souhrnné dale jen "Osobni
informace") pro ucely spravy a fizeni klinickych hodnoceni,
vyhodnocovani, auditu, dohledu, pravnich, regulacnich a
administrativnich  zaleZitosti, dodrzovani pravidel a
uchovavani v databazi Zkousejicich pro aktualni i vybrané
budouci klinické studie. ZkouSejici souhlasi s pfenosem
téchto Osobnich Udaji pro vySe uvedené ucely do jinych
statd ¢i zemi, které nedodrzuji tak pfisna pravidla pro
ochranu Udajd, jak se pfedpoklada v této Smlouvé.

(b) Spolecnost Chiltern m(Ze zpfistupnit Osobni
Udaje svym  pfidruzenym  spolenostem  a/nebo
pfidruzenym spoleCnostem Zadavatele a pravnim a
regulaénim agenturam a Uraduam.

(c) Zkousejici zaruCuje, ze v souladu s platnymi zékony
na ochranu osobnich (daji ziskal potfebné souhlasy
Vyzkumného Personalu pro sbér, zpracovani, ukladani a

Page 4 of 24

Tecnimede_35514_Czech Rep Institution_Nem.Usti n.Labem _Final version 1_210ct2016




Protocol Ref: EFAC Il

Chiltern Ref: 35514

Master Template: Version 6, 06 June 2013

Sponsor/Study Approved Template: Version 1, 29 Jan 2016

transfer of their
purposes.

Personal Information for the above mentioned

6. CONFIDENTIALITY

(a) Institut
the Investigator
third party or
performance o

ion shall not, and Institution shall ensure that
and Research Staff shall not disclose to any
use for any purposes other than for the
f the Study any data, records or other

information (hereinafter, collectively "Information") disclosed
to Institution and Investigator by Chiltern, Sponsor, Sponsor’s
independent contractors or generated as a result of this Study
without the prior written consent of Sponsor. Such Information
shall remain the confidential and proprietary property of
Sponsor and shall be disclosed only to the Investigator and
Research Staff bound by obligations of confidentiality
consistent with this Agreement who have a “need to know” for
the performance of the Study. The obligation of nondisclosure
shall not apply to the following Information:

(i)Information that is or becomes publicly available
through no fault of Institution, Investigator or
Research Staff;

(i)

(i)

(v)

Information that is disclosed to Institution,
Investigator, and/or Research Staff by a third
party legally entitled to disclose such
information in a non-confidential fashion;

Information that is already known to
Institution, Investigator, and/or Research Staff
as shown by its prior written records;

Information required to be disclosed to a
government authority or by order of a court of
competent jurisdiction, provided that to the
extent permissible by law (i) such disclosure
is subject to all applicable governmental or
judicial protection available for like material
and Institution cooperates with Sponsor in
seeking such protection as reasonably
requested thereby; (ii) reasonable advance
notice is given to Sponsor; and (iii) Institution,
Investigator, and/or Research Staff shall take
reasonable steps to limit the scope of such
disclosure.

1. STUDY DRUG

Institut

(a)

ion and Investigator will be provided with

sufficient amounts of the Study Drug solely for the purposes of

pFenos jejich osobnich udajl pro vyse uvedené ucely.

6. ZACHOVANi DUVERNOSTI
(a) Zdravotnické  zafizeni nesmi  zvefejnit a
Zdravotnické zafizeni musi zajistit, aby ZkouSejici a
Vyzkumny persondl nezvefejnil Zadnym tfetim strandm
nebo nepouZil pro Zadné jiné ucely nez pro Ucely Studie
Zadné udaje, zaznamy nebo jiné informace (dale jen
souhrnné ,Informace®) poskytnuté  Zdravotnickému
zafizeni a ZkouSejicimu spolegnosti Chiltern, Zadavatelem,
Zadavatelovymi nezavislymi smluvnimi stranami nebo
vytvorené v disledku Studie bez pfedchoziho pisemného
souhlasu Zadavatele. Takové informace z(stanou i nadale
davérnym a soukromym majetkem Zadavatele a budou
zpfistupnény pouze ZkouSejicimu a  Vyzkumnému
personalu vazanému zavazkem miCenlivosti v souladu s
touto Smlouvou, ktery ma pfistup k informacim potfebnym
k provedeni Studie. Zavazek miCenlivosti se nebude
vztahovat na nasledujici informace:

() Informace, které jsou nebo se stanou vefejné

dostupnymi  bez zavinéni Zdravotnického
zafizeni, ZkouSejiciho nebo Vyzkumného
Personalu;

(i) Informace,  které  jsou  zpfistupnény

Zdravotnickému zafizeni, ZkouSejicimu a/nebo
Vyzkumnému Personalu tfeti stranou, ktera je
opravnéna  zvefejnit  takové informace
neutajovanym zpUsobem;

Informace, které jsou jiz Zdravotnickému
zafizeni, ZkouSejicimu a/nebo Vyzkumnému

(i)

Personalu  znamy, jak Ize  prokazat
prostfednictvim jejich pfedchozich pisemnych
zaznam(;

(iv)  Informace, které je nutno zpfistupnit viadnim
organim nebo na zakladé soudniho pfikazu
pfislusné jurisdikce za pfedpokladu, Ze v
rozsahu povoleném zakonem (i) takové
zpfistupnéni informaci bude podléhat veskeré
platné vladni a soudni ochrané, ktera je k
dispozici pro takovy material, a Zdravotnické
zafizeni bude spolupracovat se Zadavatelem
za UCelem ziskani takové ochrany, ktera bude
vyZadovana; (ii) ze Zadavatel obdrzi pfijatelné
véasné vyrozuméni; a (i) Zdravotnické
zafizeni,  ZkouSejici  a/nebo  Vyzkumny
personal ucini pfijatelna opatfeni k omezeni
rozsahu takového zverejnéni informaci.

1. STUDIJNI LEK
(a) Zdravotnickému  zafizeni bude  bezplatné
poskytnuto dostate¢né mnoZstvi Studijniho Léku, a to
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the conduct of the Study, free of charge. Available information
on the Study Drug, which Sponsor considers necessary or
useful for conducting the Study, will also be provided.

(b)

Institution agrees to limit access to the Study Drug to

only Research Staff who, under Investigator's direct control,

will be engaged in
the Protocol

(c)

using the Study Drug as contemplated by

Investigator will maintain a record of receipt and

dispensing of the Study Drug.

(d)

thereof, all unused

Upon completion of the Study or early termination

Study Drug, compounds, devices, Chiltern

or Sponsor provided equipment, and related Study materials
furnished to Institution and Investigator by or on behalf of
Sponsor or Chiltern shall be returned or destroyed in
accordance with the Protocol and as directed by Chiltern at no
cost to the Institution.

Institution

(e)

acknowledges that the Study Drug is

experimental in nature, and therefore shall exercise prudence
and reasonable care in, and comply with any Instructions
regarding, the use, handling, secure storage, transportation,
disposition and containment of the Study Drug, including any

derivatives thereof.

()
(i)

(i)

The Institution hereby undertakes:

that it wil use the pharmacy of
Masarykova nemocnice in Usti nad
Labem (hereinafter the “Pharmacy’),
contact person I
(hereinafter “Pharmacist’) for receipt
storage and distribution of the Study Drug
that the Study Drug shall be handled in
accordance to good pharmacy, storage
and distribution practice according to Act
No. 378/2007 Sb., Collection of Laws, on
therapeutic  agents amended by
Regulation No. 226/2008 Sh., Collection
of Laws, on good clinical practice and the
detailed conditions of the clinical
assessment of therapeutic agents and in
accordance to Regulation No. 229/2008

Sb., Collection of Laws, on the
manufacture  and  distribution  of
therapeutic agents including current
exceptions

vyhradné pro ucely provadéni Studie. Rovnéz budou
poskytnuty dostupné informace o Studijnim Léku, které
Zadavatel povazuje za nutné nebo uzite€né pro provadéni
Studie.

(b) Zdravotnické zafizeni se zavazuje, Ze omezi
pfistup ke Studijnimu Léku pouze na Vyzkumny Persondl,
ktery bude pod pfimou kontrolou ZkouSejiciho pouZivat
Studijni Lék zplsobem dle Protokolu

(c) Zkousejici povede zaznamy o pfijmu a vydeji
Studijniho Léku.

(d) Po dokonCeni Studie nebo jejim predéasném
ukonCeni se veSkery nepouzity Studijni Lék, preparaty,
zafizeni, vybaveni poskytnuté spoleCnosti Chiltern nebo
Zadavatelem a souvisejici materialy pro hodnoceni
poskytnuté Zdravotnickému zafizeni a Zkou$ejicimu
Zadavatelem nebo spole¢nosti Chiltern €i jejich jménem
musi vratit nebo zni¢it v souladu s Protokolem a podle
pokynu spolecnosti Chiltern, pficemz naklady na vraceni i
zniCeni neponese ani Zdravotnické zafizeni.

(e) Zdravotnické zafizeni bere na védomi, Ze Studijni
Lék je experimentalni IéCivo, a proto musi postupovat
obezfetné a opatrné a dodrZovat vSechny Pokyny tykajici
se pouziti, zachazeni, bezpeéného skladovani, pfenosu,
likvidace a ochrany Studijniho Léku, v€etné vSech jeho
derivataQ.

( Zdravotnické zafizeni se timto zavazuje:
(i) Ze bude vyuZivat sluzeb lekarny
Masarykovy nemocnice v Usti nad
Labem (dale jen "Lékarna"),

kontaktni osoba S
(dale jen "Lékarnik") pro skladovani
na pfijmu a distribuci Studijniho Léku
Zze se Studijnim Lékem bude
nakladano v souladu se spravnou
|ékarenskou, skladovaci a distribuéni
praxi podle zakona ¢. 378/2007 Sb.,
o léCivech, ve znéni vyhlasky ¢.
226/2008 Sb., o spravné klinické
praxi a blizS§ich  podminkach
klinického ~ hodnoceni  léCivych
pfipravkd, a v souladu s vyhlaskou ¢.
229/2008 Sb., o vyrobé a distribuci
[&Civ, vEetné stavajicich vyjimek.

(il
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8. REPORTING STUDY DRUG SAFETY
Study Drug safety reporting shall be conducted strictly as per
Protocol and ICH-GCP

9. DEREGISTRATION

Institution, on behalf of itself, the Investigator and its Research
Staff represents and warrants that neither it, nor any other
person retained by it to perform the Study pursuant to this
Agreement (i) has previously been “struck-off’, debarred,
deregistered or otherwise had it/his/her right to conduct clinical
studies revoked by any national, foreign or international
authority/organization, (i) is aware of the initiation of any
proceedings involving his/her disqualification, deregistration or
debarment, or (iii) has been charged with crimes resulting in
the revoking of such right. Institution, on behalf of itself and its
Research Staff and Investigator shall inform Chiltern without
delay should any revocation, deregistration or debarment be
announced during the Study.

10. AUDIT, MONITORING AND INSPECTION

(a) Institution shall cooperate with Chiltern, Sponsor, and
any governmental or regulatory authorities in their efforts to
monitor, audit, or inspect the progress of the Study at
Institution.  Authorized representatives of Chiltern and
Sponsor shall have the right, upon reasonable advance
notice, and during regular business hours, to:

(i) examine and inspect the Institution’s facilities used
for the performance of the Study;
(ii) inspect and copy all data and work products related

to the Study; and
(iii) examine source documents and other medical

records of Study patients reasonably necessary to monitor the
Study.

(b) In the event Institution receives notice that Institution
or Investigator shall be the subject of an investigation or audit
by any governmental or regulatory authority, Institution shall
notify Chiltern immediately. In the event Institution does not
receive prior notice of said investigation or audit, Institution
shall notify Chiltern as soon as practicable after receiving
knowledge of said investigation or audit. Institution will
provide Chiltern and Sponsor copies of all Study specific
materials, external correspondence, statements, forms and
records that Institution or Investigator receives, obtains or
generates pursuant to any such investigation, including
providing Chiltern and Sponsor a reasonable opportunity to
comment in advance on any correspondence generated by
Institution or Investigator to the appropriate authority.

8. HLASENi BEZPECNOSTI STUDIINIHO LEKU
HlaSeni bezpec€nosti Studijniho Léku musi byt provedeno
vyhradné podle Protokolu a smérnice ICH-GCP.

9. ZRUSENi REGISTRACE

Zdravotnické  zafizeni svym jménem a jménem
Zkousejiciho a svého Vyzkumného Personalu samostatné
prohlasuiji a zaru€uji, Ze on sam ani Zadna jina osoba, které
zadal provadéni Studie podle této Smilouvy, (i) nebyla v
minulosti "vySkrtnuta", vylouCena, odregistrovéna ani ji
jakykoli nérodni, zahraniéni nebo mezinarodni organ i
organizace neodriala pravo provadét klinické studie, (ii) si
neni védoma zahdjeni jakéhokoli fizeni souvisejiciho s
jejim vyloucenim, zruSenim registrace nebo vyloucenim,
nebo (iii) nebyla obvinéna z trestnych ¢inl s dlsledkem
odejmuti takového_prava. Zdravotnické zafizeni svym
jménem a jménem ZkouSejiciho a svého Vyzkumného
Personalu jsou povinni spoleénost Chiltern bez odkladu
informovat, pokud bé&hem provadéni Studie dojde k
odejmuti, zruSeni registrace nebo vylouceni.

10.  AUDIT, MONITOROVANI A INSPEKCE

(a) Zdravotnické zafizeni musi spolupracovat se

spolecnosti Chiltern, Zadavatelem a pfisluSnymi vladnimi a

regulaCnimi organy v jejich Usili o sledovani, audit nebo

kontrolu pribéhu Studie ve Zdravotnickém zafizeni.

Povérfeni zastupci spolecnosti Chiltern a Zadavatele maji

na zakladd@ upozornéni ucinéného s pfiméfenym

predstihem a v bézné pracovni dobé tato prava:

(i) zkoumat a kontrolovat prostory Zdravotnického
zafizeni vyuzivané pro provadéni Studie;

(ii) kontrolovat a kopirovat vedkerd data a vysledky
prace spojené se Studii; a

(iii) Zkoumat zdrojové dokumenty a jiné |ékarské
zaznamy o subjektech, které jsou pfimérené
nezbytné ke sledovani Studie.

(b) V' pfipadé, Ze Zdravotnické zafizeni obdrZi
oznameni, Zze Zdravotnické zafizeni nebo Zkousejici maji
byt pfedmétem vySetfovani nebo auditu ze strany
jakéhokoliv  statniho nebo regulaéniho organu, musi
Zdravotnické zafizeni neprodlené informovat spolecnost
Chiltern. V pfipadé, Ze Zdravotnické zafizeni neobdrzi
pfedchozi oznameni o zminéném vySetfovani nebo auditu,
je o tom povinen co nejdfive poté, co se dozvi o
vySetfovani nebo auditu, informovat spolecnost Chiltern.
Zdravotnické zafizeni poskytne spoleCnosti Chiltern a
Zadavateli kopie vSech specifickych materidll o Studii,
externi korespondenci, pfikazy, formulafe a zaznamy, které
Zdravotnické zafizeni nebo ZkouSejici ziska ¢&i vytvofi na
zakladé takového vySetfovani, a poskytne také spolenosti
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(c) Institution shall promptly correct all errors identified
by Sponsor, Chiltern or their representatives during any audit,
as well as any items that are identified as being non-compliant
with the Protocol, ICH-GCP Guidelines or with Institution s
obligations under this Agreement.

11. PUBLICATION

(a) All data or results arising out of the performance of
this Study shall be considered Information as defined above
and shall not be used for the commercial benefit of Institution
or Investigator.

(b) Any and all data resulting from the Study will not be
presented or published in any form or media by the Institution,
Investigator or Research Staff without the prior written consent
of Sponsor which consent maybe as directed within the
Protocol.

12. DATA AND REPORTS

Institution shall submit all data, reports, queries, and other
requested information in a timely manner. Institution shall
maintain Study reports as required by the Protocol and
Instructions. Institution agrees to provide Chiltern with the
data called for in the Protocol via the appropriate electronic
data capture system in accordance with the schedule
communicated by Chiltern and in compliance with the
Electronic Access Terms and Conditions attached hereto as
Exhibit A and incorporated by reference into this Agreement.

13. INTELLECTUAL PROPERTY

(a) Any inventions or discoveries (whether patentable or
not), data, new uses, processes, compositions, innovations,
suggestions, ideas, work product, results and reports made or
developed by Institution, Investigator and/or Research Staff
during the course of this Study shall be promptly disclosed to
Sponsor and shall become, be and remain the exclusive
property of Sponsor. Institution hereby assigns with full title
guarantee and shall ensure Investigator and all Research Staff
assign with full title guarantee all right, title, and interest in and
to such inventions or discoveries (whether patentable or not),
data, new uses, processes, compositions, innovations,
suggestions, ideas, work product and reports, and all
intellectual property rights with respect thereto, to Sponsor,
free and clear of all liens, claims, and encumbrances. All such
property is intended to be the result of “work for hire” for the
benefit of Sponsor.  Upon Sponsor's request, and at

Chiltern a Zadavateli pfiméfenou moznost se piedem
vyjadfit k veSkeré korespondenci, kterou Zdravotnické
zafizeni nebo ZkousSejici pro dany organ vytvofi.

(c) Zdravotnické  zafizeni  bezodkladné  opravi
vSechny chyby zjisténé Zadavatelem, spolecnosti Chiltern
nebo jejich zastupci v pribéhu jakéhokoli auditu, jakoZz i
veSkeré polozky oznaCené za neodpovidajici Protokolu,
smérnici ICH-GCP nebo povinnostem Zdravotnického
zafizeni podle této Smlouvy.

11.  ZVEREJNENI

(a) V8echny Udaje a vysledky vyplyvajici z pinéni této
Studie se povazuiji za informace dle vySe uvedené definice,
a nesmi byt pouZity pro komeréni prospéch Zdravotnického
zafizeni nebo Zkousejiciho.

(b) VeSkeré Udaje vyplyvajici ze Studie nebude
Zdravotnické zafizeni, ZkouSejici ani Vyzkumny Personal
nijak uvadét ani publikovat v Zadném médiu bez
pfedchoziho pisemného souhlasu Zadavatele, kteryZto
souhlas Ize udélit podle pokynd v Protokolu.

12. UDAJE A ZPRAVY

Zdravotnické zafizeni predlozi veSkeré udaje, zpravy,
dotazy a dalSi poZadované informace v€as. Zdravotnické
zafizeni je povinno vést hodnotici zpravy, jak vyZaduje
Protokol a Pokyny. Zdravotnické zafizeni se zavazuje
poskytnout spole€nosti Chiltern data poZadovana v
Protokolu prostfednictvim  pfisluSného elektronického
systému sbéru dat v souladu s harmonogramem sdélenym
spoleénosti Chiltern a v souladu s Podminkami pro
elektronicky pristup, které tvofi Pfilohu A k této Smiouvé,
které jsou zahrnuty odkazem do této Smlouvy.

13. DUSEVNI VLASTNICTVI

(a) Veskeré vynalezy a objevy (bez ohledu na to, zda
jsou zpUsobilé k patentovani, ¢i nikoli), data, nové vyuziti,
postupy, prostfedky, inovace, navrhy, napady, vysledky
prace, vysledky a zpravy, které Zdravotnické zafizeni,
ZkouSejici a/nebo Vyzkumny Personal vytvofi nebo
vyvinou v priibéhu této Studie musi byt neprodlené sdéleny
Zadavateli a stanou se a nadale zistanou jeho vyhradnim
majetkem. Zdravotnické zafizeni timto zaruéuje Zadavateli,
Ze bude vlastnikem veSkerych prav, vlastnickych prav a
podili k t&mto vynalezm nebo objeviim (bez ohledu na to,
zda jsou zpUsobilé k patentovani, &i nikoli), udajdm, novym
vyuzitim, postuptm, prostfedkim, inovacim, navrhim,
napaddm, vysledkim prace, vysledkim a zpravam, a
veSkerym pravim dusevniho vlastnictvi k nim, a zajisti, aby
totéZ Zadavateli zaruCil i veSkery Vyzkumny personal,
pfiCemz musi byt odprostén v§ech zastavnich prav, narok(i
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Sponsor’s sole cost and expense, Institution shall take (and
will cause Investigator and Research Staff to take) such
actions as Sponsor deems necessary or appropriate to perfect
Sponsor’s exclusive ownership of such property and obtain
patent or other proprietary protection in Sponsor's name with
respect to any of the foregoing.

(b) Neither Chiltern nor Sponsor shall transfer to
Institution or Investigator (or Research Staff) by operation of
this Agreement or by any other means any patent right,
copyright or other proprietary or property right of Sponsor.

(c) Study Drug is and shall remain the sole property of
Sponsor.  The transfer of physical possession of the Study
Drug hereunder, and/or the possession or use of the Study
Drug by Institution and Investigator, shall neither constitute nor
be construed as a sale, lease, or offer to sell or lease the
Study Drug or other transfer of title in or to the Study Drug.

14. INDEMNITY, LIABILITY AND INSURANCE
(a) Chiltern and Sponsor shall not be responsible for,
and Institution shall indemnify, defend and hold Chiltern and
Sponsor harmless from any loss or third party claim resulting
from Institution, Investigator or Research Staff's negligence,
willful misconduct, or their breach of this Agreement.

(b) Institution undertakes to:

(i) notify Chiltern and Sponsor promptly of any
action or negligence which can result in
claims against Sponsor, Chiltern, Institution,
Investigator or Research Staff, in relation to
the Study, or of filing of such claim; and

(ii) fully cooperate with Sponsor and/or Chiltern
to determine the actions in the cases
referred to above, and take no action that
could harm the interests of Sponsor in
Chiltern.

(c) Sponsor maintains liability insurance as required by
national law (section 52 art. 3 (f) Act No, 378/2007 Coll., on

a vécnych bfemen. VySe uvedené statky budou vytvofeny
jako tzv. "work for hire" (dilo na objednavku) ve prospéch
Zadavatele. Na Zadost Zadavatele a na jeho vyhradni
naklady a vydaje pfijme Zdravotnické zafizeni takova
opatfeni, ktera Zadavatel povazuje za nezbytna nebo
vhodna k upevnéni vyluéného vlastnictvi tohoto majetku a
ziskéni patentu nebo jiné proprietarni ochrany jménem
Zadavatele s ohledem na kterykoli z vySe uvedenych
statkli, pficemz zajisti pfijeti téchto opatfeni i ze strany
Zkousejiciho a Vyzkumného personalu.

(b) Ani  spoleCnost Chiltern ani Zadavatel na
Zdravotnické zafizeni ani ZkouSejiciho (nebo Vyzkumny
Personal) na zakladé této Smlouvy ani jinak nepfevedou
Zadna patentova, autorska ani jina vlastnickd prava
Zadavatele.

(c) Studiijni Lék je a zlstava ve vyhradnim vlastnictvi
Zadavatele. Prevod fyzické drzby Studijniho Léku podle
této Smlouvy, a/lnebo jeho drzba & pouZiti ze strany
Zdravotnického  zafizeni a  ZkouSejiciho  nesméji
pfedstavovat ani se povazovat za prodej, prondjem nebo
nabidky k prodeji i pronajmu Studijniho Léku, ani za
prevod vlastnického prava k nému.

14, NAHRADA SKODY, ODPOVEDNOST A
POJISTENI

(a) Spole¢nost Chiltern a Zadavatel nebudou nést
odpovédnost a Zdravotnické zafizeni odSkodni, obhéji a
ochrani spoleCnost Chiltern a Zadavatele pfed jakoukoli
Skodou nebo narokem ucinénym tieti stranou vyplyvajicim
z nedbalosti, umysiného nespravného jednani nebo
poruseni této Smlouvy ze strany Zdravotnického zafizeni,
Zkousejiciho nebo Vyzkumného Personalu.

(b) Zdravotnické zafizeni se zavazuje:

(i) Informovat spole€nost Chiltern a Zadavatele
bez zbyte€ného odkladu o veSkerém jednani
nebo nedbalosti, které mohou vést ke vzniku
narokd vuéi Zadavateli, spolecnosti Chiltern,
Zdravotnickému zafizeni, ZkouSejicimu nebo
Vyzkumnému Personéalu ve vztahu ke Studii,
nebo o vzneseni takového naroku; a

(i) pIné spolupracovat se Zadavatelem a/nebo
spoleCnosti Chiltern s cilem stanovit ve vySe
uvedenych pfipadech pfislusné kroky, a
nepfijmout Zzadné kroky, které by mohly
poSkodit zajmy Zadavatele na spole€nosti
Chiltern.

(c) Zadavatel musi mit uzavfené zakonné pojisténi
odpovédnosti za Skodu podle zakona v dané zemi (§ 52
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Pharmaceuticals). Proof of such insurance is available upon
request.

(d) Institution, Investigator and all Research Staff have
such current licenses and permits as may be required to
perform clinical studies.

(e) Institution shall maintain in full force and effect
throughout the performance of the Study professional and
general liability insurance in amounts appropriate to cover its
liability for any damage which may be caused as a result of
fault or negligence of Institution, Investigator or Research Staff
in the performance of the Study. Proof of such insurance shall
be provided to Chiltern or Sponsor upon request.

15. PAYMENTS

(a) All payments will be made payable to the following
payees (“Payee”) in accordance with the fee split delineated in
Exhibit B:

odst. 3 pism. f) zakona €. 378/2007 Sb., o léCivech). Dikaz
0 uzavieni takového pojisténi je k dispozici na vyZadani.

(d) Zdravotnické zafizeni, ZkouSejici a veSkery
Vyzkumny Personal musi mit pozadovana platna
opravnéni a povoleni k provadéni klinickych studii.

(e) Zdravotnické zafizeni musi mit po celou dobu
provadéni Studie v pIné platnosti a Ucinnosti pojisténi
profesni odpovédnosti za Skodu a pojisténi obecné
odpovédnosti za Skodu v pfislusné Castce k pokryti
jakychkoli kod, které mohou byt zpisobeny v disledku
zavinéni nebo nedbalosti ze strany Zdravotnického
zafizeni, ZkouSejiciho nebo Vyzkumného Personalu pfi
provadéni Studie. Dikaz o uzavieni takového pojisténi
bude poskytnut spolecnosti Chiltern nebo Zadavateli na
vyZzadani.

15. PLATBY
(a) V$echny platby budou vyplaceny témto pfijemcim
(dale jen "Pfijemce platby" ¢i "Pfijemci platby") v souladu s
rozdélenim poplatk( definovanym v Pfiloze B:

Payee Name Payee Address | Payee Tax ID

Krajska zdravotni | Socialni péce CZ25488627
a.s.- Masarykova | 3316/12A
nemocnice v Usti | 401 13 Usti nad
nad Labem 0.z, | Labem, Czech
Republic

(b) The approved payments for the Study and related
services to be conducted by Institution are provided for in the
budget attached hereto as Exhibit B and incorporated by
reference herein (“Exhibit B”). Total fee for all study visits per
one subject is 315.43 euro. Estimated number of subjects is
12. The payments noted in Exhibit B include all applicable
overheads due to any Party or entity as result of or in
connection with the Study. Institution acknowledges that
Chiltern will not be held liable for payments until they have
been paid by Sponsor for the fees due. Chiltern will use its
best efforts to collect funds from Sponsor in a timely manner
to ensure prompt payment to Payee.

(c) Payments are dependent upon the performance of
procedures in full compliance with the Protocol and this
Agreement, as well as the timely and satisfactory submission
of complete and correct data on the CRFs. The Payee will not
be compensated for any Study patients who were enrolled

Jméno Pfijemce Adresa DIC
platby Pfijemce platby | Pfijemce
platby

Krajska zdravotni Socialni péce CZ25488627
a.s.- Masarykova 3316/12A
nemocnice v Usti 401 13 Usti nad

nad Labem 0.z, Labem, Ceska
republika
(b) Schvalené platby za Studii a souvisejici sluzby,

které ma Zdravotnické zafizeni provadét, jsou uvedeny v
rozpoétu pfilozeném k této Smlouvé jako Pfiloha B a
zaClenény zde odkazem ("Priloha B"). Celkova Castka za
vSechny navstévy jednoho subjektu hodnoceni €ini 315,43
euro. Predpoklada se zafazeni 12 pacientl. Platby
uvedené v Pfiloze B zahrnuji vSechny pfislusné reZijni
naklady splatné kterékoli Smluvni strané nebo subjektu v
dusledku Studie nebo v souvislosti s ni. Zdravotnické
zafizeni bere na védomi, Ze spoleénost Chiltern nenese
odpovédnost za platby, dokud Zadavatel neuhradi splatnou
odménu pro Zdravotni zafizeni.  SpoleCnost Chiltern
vyvine maximalni Usili, aby ziskala finanéni prostfedky od
Zadavatele v€as s cilem zajistit rychlé zaplaceni Pfijemci
platby.

(c) Platby jsou podminény postupem v piném souladu
s Protokolem a touto Smlouvou, jakoz i v&asnym a
uspokojivym piedlozenim Uplnych a spravnych Udajl z
formulafdl  subjektt hodnoceni (Case Report Form).
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without a properly executed ICF, who do not meet the
inclusion/exclusion criteria, or that are deemed violations of or
deviations from the Protocol or this Agreement. Payments are
dependent upon the reports and other information required by
this Agreement and the Protocol being submitted to Chiltern in
a timely and satisfactory manner. Payment for partially
completed cases, i.e., early withdrawals, shall be made on a
pro-rata basis for Services performed according to Exhibit B.
Notwithstanding the foregoing, if this Agreement is terminated
by Chiltern or Sponsor due to the Institution or Investigator's
failure to enroll a Study patient, all advance payments (unless
non-refundable as agreed in this Agreement) shall be promptly
returned to Chiltern.

(d) Payee shall be responsible for compensating all
persons or entities involved in the conduct of the Study.

(e) Except as expressly provided for in this Agreement and
its exhibits and attachments, no payments will be made to
Institution or any other person or entity in connection with the
Study. Payment for any costs outside of this Agreement and its
exhibits and attachments must be approved in advance in writing
by Chiltern.

! If a dispute arises between the Parties in respect of any
part of an invoice, Chiltern shall notify Payee promptly of the
particulars of the dispute, and Chiltern may withhold payment of
the disputed part of the invoice provided that Chiltern and Payee
endeavor promptly and in good faith to resolve the dispute.

(9) Institution shall not bill any third party for any Study
Drug or other items or services furnished by Sponsor through
Chiltern in connection with the Study, or any services provided
to patients in connection with the Study for which payment is
made as part of the Study, except as may be specifically
authorized by the Exhibit B.

16. TERM AND TERMINATION

(a) The term of this Agreement shall begin on the
Effective Date and shall continue until all services have been
properly completed and all queries resolved unless sooner
terminated in accordance with this Agreement.

(b) Chiltern, with written authorization from Sponsor,

Prijemce Ci pfijemci plateb neziskaji nahradu za subjekty
hodnoceni, které byly do Studie zafazeny bez fadné
provedeného informovaného souhlasu, které nesplriuji
vstupnifvyluGovaci kritéria nebo jejichz zafazeni Ize
povazovat za poruSeni nebo odchylku od Protokolu nebo
této Smlouvy. Platby jsou podminény pfedlozenim zprav a
dalSich informaci pozadovanych podle této Smlouvy a
Protokolu spoleénosti Chiltern, a to v€as a uspokojivym
zpGsobem. Platba za &asteCné provedené pfipady, tj.
pfipady pfedéasného odstoupeni, musi byt provedena na
pomérném zékladé za sluzby provedené podle Pfilohy B.
Pokud je tato Smlouva bez ohledu na vySe uvedené
ukoncena ze strany spole¢nosti Chiltern nebo Zadavatele v
dusledku toho, Ze Zdravotnické zafizeni nebo Zkousejici
nezafadili subjekt hodnoceni, vSechny zalohy (pokud
nejsou dle této Smlouvy nevratné) musi byt neprodlené
vraceny spolecnosti Chiltern.

(d) Pfijemce platby je povinen poskytnout nahradu
vSem osobam ¢i subjektdm, které se podileji na provadéni
Studie.

(e) Zdravotnickému zafizeni nebo jakékoli dalSi
0sobé nebo entité zapojené do studie nebudou ucinény
Zadné jiné platby, kromé pfipadi vyslovné uvedenych v
této Smlouvé a jejich prilohach a dopliicich. Platba za
jakékoli naklady vynaloZzené mimo ramec této Smlouvy a
jejich pfiloh a doplikd musi byt spolecnosti Chiltern
pfedem pisemné schvalena.

( V pfipadé sporu mezi Smluvnimi stranami
tykajicimu se jakékoli ¢asti faktury je spolecnost Chiltern
povinna bezodkladné oznamit Pfijemci platby podrobnosti
sporu, a spoleénost Chiltern mize zadrZet platbu sporné
Casti faktury za predpokladu, Ze se spolenost Chiltern a
Pfijemce platby snaZi rychle a v dobré vife spor vyfesit.

(9) Zdravotnické zafizeni nebude Zadné teti strané
Uctovat za jakykoli Studijni Lék nebo jiné polozZky i sluzby
poskytnuté  Zadavatelem prostfednictvim  spoleénosti
Chiltern v souvislosti se Studii, ani jakékoli sluzby
poskytnuté pacientim v souvislosti se Studii, za néz je v
ramci Studie stanovena platba, kromé pfipadd vyslovné
povolenych v Piloze B.

16. DOBA PLATNOSTI A UKONCENI

(a) Smlouva vstoupi v platnost v Den platnosti a jeji
platnost potrva do fadného dokonceni vSech sluzeb a
vyfeSeni v8ech dotazli, pokud neni ukonéena dfive v
souladu S touto Smlouvou.

(b) SpoleCnost Chiltern si na zakladé pisemného
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reserves

Institution;

(c)

notice to

(d)

the

(i)

right to terminate this Agreement;
upon thirty (30) days written notice to
or
(i) upon immediate effect if Sponsor terminates
its clinical research agreement with Chiltern
for the conduct of the Study; or
if Investigator has failed to recruit or enroll a
sufficient number of Study patients for
participation in the Study to make it likely
that the statistical requirements applicable
to the Study will be met, as determined by

Sponsor.

(i)

Either Party may terminate this Agreement by written
the other Party, which will take effect immediately, if
(i) the other Party breaches any provisions of
this Agreement which are capable of
remedy, and such breach is not remedied
within thirty (30) days of the breaching
Party’s receipt of a written notice requesting
such a remedy;

either Party reasonably considers that risk
to the Study patients associated with
continuation of the Study becomes
unacceptable for scientific or Study patients
safety and welfare reasons;
(iii) any relevant certificate, authorization,
approval or exemption for conducting the
Study is revoked, suspended or expires
without renewal; or

the Investigator becomes unable to work for
the Study and no replacement of him/her
acceptable to Sponsor or Chiltern is
available in  accordance with the
Replacement section hereunder.

(v)

Immediately upon receipt of a notice of termination of

this Agreement, Institution shall ensure that the Investigator

shall, to

the extent required by ICH-GCP, cease entering

patients into the Study, shall cease conducting procedures to
the extent medically permissible on Study patients already

entered

into the Study and shall refrain from incurring

additional costs and expenses to the extent possible.

(e)

In the event of termination of this Agreement, the

sum payable under this Agreement shall be limited to prorated
fees based on actual work properly and timely performed
through the date of termination pursuant to the Protocol as

povoleni od Zadavatele vyhrazuje pravo vypovédét tuto
Smiouvy;
() na zakladé vypovédi s tficetidenni (30)
vypovédni dobou dorucené Zdravotnickému
zafizeni; nebo
s okamzitou ucinnosti, jestlize Zadavatel
ukon¢i smlouvy o provadéni klinického
hodnoceni se spoleCnosti Chiltern za Ucelem
provadéni Studie; nebo

pokud se Zkousejicimu nepodafi nabrat nebo
do Studie zaradit dostateny poCet subjekt(
hodnoceni pro Ucast ve Studii tak, aby bylo
pravdépodobné, ze budou naplnény statistické
pozadavky vztahujici se ke Studii uréené

(il

(i)

Zadavatelem.

(c) Kazda ze Smluvnich stran mize od této Smlouvy
odstoupit pisemnym oznamenim druhé Smiuvni
strané s okamzitou platnosti, pokud

()  druha Smiuvni strana porusi jakékoli ustanoveni této

Smlouvy, které lze napravit, a toto poruSeni neni
napraveno ve |hité tficeti (30) dnli ode dne doruceni
pisemného ozndmeni o tomto poruseni Smluvni
strané, v némz se pozaduje naprava;
(ii) kterakoli ze Smiuvnich stran se divodné domniva,
Ze se riziko pro subjekty hodnoceni v souvislosti s
pokradovanim Studie stane nepfijatelnym pro
védeckou bezpe€nost nebo bezpeénost subjektd
hodnoceni a z ddvodl jejich dobrych Zivotnich
podminek;
(i) dojde ke zrueni, pozastaveni nebo vyprSeni bez
obnoveni  jakéhokoli  relevantniho  osvédceni,
opravnéni, povoleni nebo vyjimky pro provadéni
Studie; nebo
ZkouSejici neni schopen pracovat v ramci Studie a k
dispozici neni Zadny nahradnik pfijatelny pro
Zadavatele nebo spole¢nost Chiltern v souladu s
ustanovenimi o Nahradnicich podle této Smiouvy.

(v)

(d) Ihned po obdrZeni oznameni o ukonéeni této
Smlouvy je Zdravotnické zafizeni povinno v rozsahu
pozadovaném smérnici ICH-GCP zastavit zapis pacientl
do Studie, pfestat v Iékafsky mozném rozsahu provadét
postupy na subjektech hodnoceni, které jiz byly do Studie
zapsany a je povinen zamezit vzniku dodate¢nych nakladd
a vydajl v nejvyssi mozné mire.

(e) V pfipadé ukonCeni této Smlouvy se Castka
splatna podle této Smlouvy omezi na pomérné poplatky na
zakladé skuteCné prace fadné a vCas provedené do data
ukonceni podle Protokolu, jak je stanoveno v souladu s
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determined in accordance with Exhibit B. Any funds not due
Payee, as defined herein, under this methodology for payment
but already paid to Payee shall be returned to Chiltern within
thirty (30) days of the site close-out visit by Chiltern.

17. REPLACEMENT

(a) In the event that Investigator becomes either
unwilling or unable to perform the duties required by this
Agreement, Institution will cooperate, in good faith and
expeditiously, to find a replacement investigator with similar
qualifications acceptable to Sponsor and Chiltern; however
Investigator shall continue to be bound by the provisions
herein relating to Confidentiality, Deregistration, Publication,
Intellectual Property, Indemnity, Liability and Insurance
notwithstanding his or her replacement hereunder.

(b) In the event a substitute acceptable to Sponsor and
Institution is not found within a reasonable time period, this
Agreement may be terminated in accordance with the Term
and Termination section herein. Institution’s cooperation in
finding an acceptable replacement does not release
Investigator from its obligations to perform this Agreement up
to and including the effective date of termination.

18. RECORD RETENTION

(a) All Essential Documents, as defined in the ICH-GCP
Guidelines will be retained in accordance with ICH-GCP, the
Protocol and all applicable EU Regulations effective during the
Study conduct and/or on the date of the Close out Visit at the
Institution.

(b) Institution must obtain written permission from
Sponsor prior to the destruction of any Study document at any
time. Institution will contact Sponsor for authorization prior to
the destruction of any essential Study documents or in the
event of accidental loss or destruction of any essential Study
documents. Institution will also notify Chiltern should he/she
relocate or move the Study related files to a location other
than that specified in the submitted Study documentation.

19. ASSIGNMENT

This Agreement may not be assigned or transferred by
Institution without the prior written consent of Chiltern and
Sponsor. Chiltern may assign or transfer this Agreement upon
written notice to Institution. In the event Chiltern assigns or
transfers this Agreement to a third party who will assume all
obligations hereunder, Institution shall release and forever
discharge Chiltern and its subsidiaries and affiliates from any
and all liabilities and obligations of Chiltern arising under the

Pfilohou B. VeSkeré prostfedky, které nejsou Pfijemci Ci
PFijemcum plateb splatné, ale které jim jiz byly vyplaceny,
musi byt vraceny spoleénosti Chiltern do fficeti (30) dnd
ode dne zavére¢nénavstévy spolenosti Chiltern na misté.

17.  NAHRADNICI

(a) Pokud Zkousejici bud nechce nebo nemlize plnit
povinnosti podle této Smlouvy, Zdravotnické zafizeni bude
v dobré vife a bez prdtahl spolupracovat na nalezeni
nahradniho  ZkouSejicho s obdobnou  kvalifikaci
pfijatelného pro Zadavatele a spoleCnost Chiltern;
ZkouSejici vSak bude i nadale vazan ustanovenimi této
Smlouvy tykajicimi se dlvérnosti, vylouceni, poskytovani
finanCnich informaci, zvefejhovani, duSevniho vlastnictvi,
odSkodnéni, odpovédnosti a pojisténi bez ohledu na své
nahrazeni podle této Smiouvy.

(b) V pfipadé, ze nedojde k nalezeni nahradnika
pfijatelného pro Zadavatele a Zdravotnické zafizeni v
pfiméfené |huté, mize byt tato Smlouva vypovézena v
souladu s ustanovenimi o dobé trvani a ukonceni podle
této Smlouvy. Spoluprace Zdravotnického zafizeni pfi
hledani pfijatelného nahradnika je nezbavuje povinnosti
plnit tuto Smlouvu az do (a véetnd) ucinného data
ukonceni.

18. UCHOVAVANi ZAZNAMU

V8echny Ddlezité Dokumenty, které jsou definovany ve
smérnicich ICH-GCP, budou uchovavany v souladu se
smérnicemi ICH-GCP, Protokolem a vSemi pfisluSnymi
predpisy EU platnymi v pribéhu provadéni Studie a/nebo k
datu Zavérecné navstévy ve Zdravotnickém zafizeni.

Zdravotnické zafizeni je kdykoli pfed zni€enim jakéhokoli
Studijniho dokumentu povinno ziskat pisemné povoleni od
Zadavatele. Zdravotnické zafizeni se obrati na Zadavatele
se Zadosti o povoleni pfed zni¢enim veskerych Dulezitych
dokumentl tykajicich se Studie nebo v pfipadé jejich
nahodné ztraty nebo zniéeni. ZkouSejici bude rovnéz
informovat spolenost Chiltern v pfipadé pfemisténi nebo
pfesunu  Studijnich dokumentd na jiné misto nez je
uvedeno v pfedloZené Studijni dokumentaci.

19. POSTOUPENi SMLOUVY

Zdravotnické zafizeni nesmi tuto Smlouvu postoupit nebo
prevést bez pfedchoziho pisemného souhlasu spole¢nosti
Chiltern a Zadavatele. Spoleénost Chiltern mlZe tuto
Smlouvu postoupit nebo prevést na tfeti stranu po
predlozeni pisemného oznameni Zdravotnickému zafizeni.
V pfipadé, Ze spole¢nost Chiltern postoupi nebo pfevede
tuto Smlouvu na tfeti stranu, ta prfevezme vSechny
povinnosti podle této Smlouvy, Zdravotnické zafizeni
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Agreement from and after the effective date of such
assignment.

20. INDEPENDENT CONTRACTOR

(a) Each of the parties to this Agreement shall act as an
independent contractor and not be interpreted, on any basis,
as an appointee, employee, servant or representative of the
other party. Accordingly, the employee(s) of one Party shall
not be regarded as employee(s) of the other Party and none
of the Parties shall conclude a contract or agreement with a
third party the meaning of which obligates or binds the other
contractual Party. For the avoidance of doubt Chiltern shall
not be liable to Payee for any employer related taxes and
Payee shall not be entitled to enroll in any employee benefits
of Chiltern.

21 PUBLICITY

Institution shall not disclose the existence of this Agreement or
its association with Chiltern or Sponsor without the express
written approval of the Party whose name is the subject of the
potential disclosure, except as required by law.

22, GOVERNING LAW
This Agreement shall be construed in accordance with the
laws of the Czech Republic.

23. SURVIVAL

Provisions herein regarding Confidentiality, Deregistration
Audits, Monitoring and Inspection, Publication, Intellectual
Property, Indemnity, Liability and Insurance, Record
Retention, Assignment, and Governing Law shall survive upon
expiration or termination of this Agreement.

24, MISCELLANEOUS

(a) This Agreement, and any and all exhibits,
attachments, etc., constitutes the entire agreement among the
Parties regarding the Study and supersedes all prior and
contemporaneous agreements and understandings, whether
written or oral.

(b) This Agreement, and any and all exhibits,
attachments, etc., may be modified only by written document
signed by the Parties hereto.

(c) If any provision of this Agreement conflicts with the
law under which this Agreement is to be construed or if any
such provision is held invalid by a court, such provision shall
be deemed to be restated to reflect as nearly as possible the

zprosti a navzdy zbavi spoleénost Chiltern a jeji pfidruzené
spolecnosti veSkerych zavazk( a povinnosti spoleénosti
Chiltern plynouci z této Smlouvy a po dni platnosti
takového postoupeni.

20.  NEZAVISLA SMLUVNi STRANA

(a) VSechny smluvni strany budou vykonavat funkci
nezavislé smiuvni strany a nebudou v Zadném pfipadé
povazovany za povéfené osoby, zaméstnance, pomocniky
nebo zastupce dané strany.. Zaméstnanci jedné Strany
nebudou proto povazovani za zaméstnance druhé Strany a
zadnd Strana neuzavie smlouvu nebo dohodu s teti
stranou, coZz by smluvné zavazovalo druhou smluvni
Stranu. Pro vylouceni pochybnosti spole€nost Chiltern
nenese VvUci Pfijemci platby odpovédnost za dané tykajici
se zaméstnavatell a Pfijemce platby neni opravnén k
ucasti na zaméstnaneckych vyhodach spolec¢nosti Chiltern.

21. UVEREJNENi SMLOUVY

Zdravotnické zafizeni nesmi uvefejnit existenci této
Smlouvy nebo jeho spolupraci se spole¢nosti Chiltern nebo
Zadavatelem bez vyslovného pisemného souhlasu Strany,
jejiz jméno podléhd moznému uvefejnéni vyse uvedeného,
neni-li tak poZzadovano zakonem.

22, ROZHODNE PRAVO i
Tato Smlouva je uzaviena dle pravniho fadu Ceské
republiky a musi byt vykladana v souladu s nim.

23. PRETRVANi PLATNOSTI USTANOVENI
Ustanoveni této Smlouvy tykajici se Duvérnosti,
Viyluéovani, Auditd, Monitorovani a Kontroly, zvefejfiovani,
DuSevniho vlastnictvi, Nahrady $kod, Odpovédnost a
Pojisténi,  Uchovavani  Zaznam(, Postoupeni a
Rozhodného Prava zlstavaji v platnosti i po vyprseni nebo
ukonceni platnosti této Smiouvy.

24, DALSi USTANOVENI

(a) Tato Smlouva a veSkeré pfilohy, dopliky atd.,
tvofi Uplnou dohodu mezi Smluvnimi stranami ve vztahu ke
Studii a nahrazuji vSechny pfedchozi a doCasné smlouvy a
ujednani, at uz pisemné nebo Ustni.

(b) Tato Smlouva a veSkeré dopliiky, pfilohy atd. Ize
ménit pouze pisemnym dokumentem podepsanym
Smluvnimi stranami.

(c) Je-li nékteré ustanoveni této Smlouvy v rozporu s
pravnimi pfedpisy, podle nichz se tato Smlouva vyklada,
nebo pokud je jakékoli takové ustanoveni prohlaSeno za
neplatné soudem, musi byt toto ustanoveni povaZzovano za
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original intentions of the Parties in accordance with applicable
law and the remainder of this Agreement shall remain in full
force and effect.

(d) Waiver or forbearance by any Party with respect to a
breach of any provision of this Agreement or any applicable
law shall not be deemed to constitute a waiver with respect to
any subsequent breach of any provision hereof.

(e) If any dispute, controversy or claim arises out of this
Agreement, the Parties agree that they will attempt in good
faith to resolve the matter through negotiations. If
negotiations fail to resolve the dispute, controversy or claim,
the matter may be submitted to an appropriate courts of the
Czech Republic for resolution.

This Agreement is made in Czech and English language
versions. In case discrepancies between the language
versions, the Czech version shall prevail.

() This Agreement shall be binding upon the Parties,
their heirs, successors, and permitted assigns.

(9) Any notice required or permitted to be given
hereunder by any Party hereto shall be in writing and shall be
deemed given on the date received if delivered personally, by
recognized overnight courier, or five (5) days after the date
postmarked if sent by registered or certified, mail, return
receipt requested postage prepaid, to the following address:

If to Chiltern:

Chiltern International s.r.o., Business Centrum Zalesi
Building A2, Pod Visnovkou 1661/31, 140 00 Praha 4 - Krc,
Czech Republic

If to Institution:

Krajska zdravotni a.s.- Masarykova nemocnice v Usti nad
Labem o.z., Socialni péée 3316/12A

401 13 Usti nad Labem, Czech Republic

If to Sponsor:

Tecnimede, Sociedade Técnico-Medicinal, S.A., Zona
Industrial da Abrunheira R. da Tapada Grande, n° 2,
Abrunheira, 2710-089 Sintra, Portugal

Any Party may change its notice address and/or contact
person by giving notice of same in the manner herein
provided. For the avoidance of doubt, an amendment to this

pfeformulované tak, aby co nejblize vyjadfovalo plvodni
zamér Smluvnich stran v souladu s platnymi pravnimi
predpisy, pfiéemzZ zbyvajici Cast této Smlouvy zlistane v
pIné platnosti a uéinnosti.

(d) Pokud se néktera ze Smiuvnich stran vzda svého
prava vzhledem k poruSeni jakéhokoli ustanoveni této
Smlouvy nebo pfisluSného zakona, nebo jej promine,
nesmi to byt povaZovano za zfeknuti se prava vzhledem k
jakémukoli naslednému poruseni kteréhokoli ustanoveni
této Smlouvy.

(e) Pokud z této smlouvy vznikne jakykoli spor nebo
narok, Smluvni strany se zavazuiji, Ze se pokusi véc vyresit
jednanim v dobré vife. Pokud se jednanim nepodafi spory
nebo naroky vyfeSit, mize Smluvni strana predlozit véc k
rozhodnuti obecnym soudim Ceské republiky.

Tato smlouva je sepsana v &eské a anglické verzi. V
pfipadé rozporu mezi témito verzemi je rozhodujici ¢eska
verze smlouvy.

( Tato Smlouva je pro ob& Smluvni strany, jejich
dédice, nastupce a pfipustné nabyvatele zavazna.

(9) Veskera oznameni, ktera jakakoli Smluvni strana
musi nebo mlZe uginit podle této Smlouvy musi mit
pisemnou formu a musi se povazovat za uéinéna k datu
pfijeti, pokud budou doru¢ena osobné, vyznamnou kuryrni
sluzby, nebo pét (5) dnd po datu uvedeném na postovnim
razitku v pfipadé zaslani doporuéenym dopisem nebo
dopisem s doru¢enkou na nasledujici adresu:

Spolecnosti Chiltern:

Chiltern International s.r.o., Business Centrum Zalesi
Budova A2, Pod Visfiovkou 1661/31, 140 00 Praha 4 — Kr¢,
Ceska republika,

Zdravotnickému zafizeni:

Krajska zdravotni a.s.- Masarykova nemocnice v Usti nad
Labem 0.z., Socialni péce 3316/12A

401 13 Usti nad Labem, Ceska republika

Zadavateli:

Tecnimede, Sociedade Técnico-Medicinal, S.A., Zona
Industrial da Abrunheira R. da Tapada Grande, n°® 2,
Abrunheira, 2710-089 Sintra, Portugalsko

Kazda ze Smluvnich stran m0ze zménit svou dorucovaci
adresu a/nebo kontaktni osobu pfisluSnym oznamenim
stanovenym v této Smlouvé. Pro vylouceni pochybnosti
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Agreement will not be required in order to provide notice of a
change of address and/or, except in the case of Investigator,
change in contact person. An amendment to this Agreement
will be required in case of the change of bank account details

(h) This Agreement shall not be considered accepted,
approved, or otherwise effective until signed below by the
appropriate Parties. Each of the Parties hereto represents
and warrants that the person signing below on such Party’s
behalf has the authority to enter into this Agreement, and that
this Agreement does not conflict with any existing agreement
or obligations of such Party.

THE REMAINDER OF THIS PAGE IS INTENTIONALLY LEFT BLANK
SIGNATURE PAGE To FoLLow

neni tfeba tuto Smlouvu ménit pro uéinéni oznameni o
zméné adresy, a/nebo (kromé ZkouSejiciho) zmény
kontaktni osoby. Zména bankovnich Udaji bude provedena
formou dodatku k této smlouve.

(h) Tuto Smlouvu nelze povazovat za schvalenou ani
jinak platnou, dokud nebude podepsana vemi Smiuvnimi
stranami. Kazda ze Smluvnich stran prohladuje a zaruCuije,
Ze osoba, ktera se niZze podepisuje jménem této Smluvni
strany, je opravnéna tuto Smlouvu uzaviit, a ze tato
Smlouva neni v rozporu s jakoukoli stavajici smlouvou
nebo zavazkem této Smiuvni strany.

ZBYTEK TETO STRANKY JE ZAMERNE PONECHAN PRAZDNY
NASLEDUJE STRANKA S PODPISY
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Protocol Ref: EFAC Il Master Template: Version 6, 06 June 2013
Chiltern Ref: 35514 Sponsor/Study Approved Template: Version 1, 29 Jan 2016

Pfijato a schvaleno / Accepted and Agreed:
CHILTERN INTERNATIONAL s.r.o.

Podpis / Signature:

Jméno hllkovym pismem / Printed Name;___ DARIUSZ WALACH

Titul / Title: jednatel / Executive Manager

Krajska zdravotni a.s.- Masarykova nemochnice v Usti nad Labem o.z.

Podpis / Signature:

Jméno hllkovym pismem / Printed Name:

Titul / Title:
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