CLINICAL TRIAL RESEARCH AGREEMENT

SMLOUVA @) PROVEDENI

(For Use in the Czech Republic with a CRO)

This Agreement is entered into as of the last
date on the signature page hereof, by and between

Health Care Service Provider THOMAYEROVA
NEMOCNICE, Videniska 800, 140 59 Praha 4, Czech
Republic, ID 00064190, VAT ID: CZ00064190, State
Contribution Organization set up by the Ministry of
Health of the Czech Republic, Full Text of the
Foulding File No. MZDR 17268-1V/2012, registered in
the Commercial Register kept by the Municipal Court
in Prague, section Pr, file 1043 bank details Ceska
narodni banka, account number XXX, represented by
doc. MUDr. Zdenék Benes, CSc., director

(hereinafter called "Provider)

and

COVANCE, INC. 206 Carnegie Center Princeton NJ,
08540 USA hereinafter called "CRO" whom MERCK
SHARP & DOHME CORP. with its address at 1
Merck Drive, Whitehouse Station, New Jersey 08889
USA, hereinafter called "Sponsor" has contractually
engaged as a contract research organization concerning
the management, funding and administration of the
Study (as defined below in Article 1) on behalf of the
Sponsor.

and
XXX, (hereinafter called “Principal Investigator”)

The Sponsor has appointed an affiliated company MSD
Regional Business Support Center having its place of
business at Lindenplatz 1, 85540 Haar, Germany as its
legal representative in the EU, for all applicable
purposes set in EU Directive 2001/20/EC, on the
approximation of law, regulatory and administrative
provision of the Member States relating to the
implementation of good clinical practice in the conduct
of Clinical Trial on medicinal products for human use.

Preamble
Sponsor desires Provider to study the safety
and/or efficacy of XXX (the "Study Drug"™) and

Provider and Principal Investigator are willing to
perform certain clinical trial research (the "Study").

The parties hereto agree as follows:

1. Scope of Work

KLINICKEHQ HODNOCENI
(Pro pouziti v Ceské republice s CRO)

Tato smlouva je uzaviena ke dni, jehoz datum
je uvedeno jako pozdéjsi na podpisové strané této
smlouvy, mezi

Poskytovatelem zdravotnich sluzeb
THOMAYEROVA NEMOCNICE, Videiiska 800, 140
59 Praha 4, Ceska republika, IC: 00064190 DIC:
CZ00064190 statni prispévkova organizace ziizena
Ministerstvem zdravotnictvi CR , Gplné znéni zfizovaci
listiny ¢j. MZDR 17268-1V/2012, zapsand v OR
vedeném M¢éstskym soudem v Praze oddil Pr, vlozka
1043 bankovni spojeni Ceské narodni banka, &islo Giétu
XXX, zastoupenou doc. MUDr. Zdenkem BeneSem,
CSc., feditelem

(dale jen "Poskytovatel™)

a

Spole¢nosti COVANCE, INC. 206 Carnegie Center
Princeton NJ, 08540 USA, dale jen ,,CRO%, kterou
spolecnost MERCK SHARP & DOHME CORP., se
sidlem 1 Merck Drive, Whitehouse Station, New
Jersey 08889 USA, dale jen ,Zadavatel” smluvné
zavazala jako smluvni vyzkumnou organizaci, pokud
jde o fizeni, financovani a vedeni Studie (jak je
definovéna v ¢lanku 1 nize) jménem Zadavatele.

a
XXX, (dale jen "Hlavni zkousejici")

Zadavatel uréil svou sesterskou spole¢nost MSD
Regional Business  Support Center se sidlem
Lindenplatz 1, 85540 Haar, Némecko, jako svého
statutarniho zastupce pro EU v souvislosti s pozadavky
Smérnice Evropského parlamentu a rady 2001/20/EC o
sblizovani pravnich a spravnich pedpisti ¢lenskych
statdl tykajici se uplatinovani spravné klinické praxe pii
provadéni hodnoceni humannich lé¢ivych pipravk.

Preambule

Zadavatel ma z4jem, aby Poskytovatel
hodnotil bezpecnost anebo UCinnost Hodnoceného
1é¢ivého pripravku XXX (dale také jen ,,Hodnocené
1é¢ivo*) a Poskytovatel a Hlavni zkousejici maji zajem
provést prislusnou klinickou studii (dale jen ,,Studie‘).

Smluvni strany se dohodly nasledovné:

1. Rozsah ¢innosti
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A. The Provider and Principal Investigator
shall perform the Study in accordance with a
permission obtained from the State Institute for Drug
Control, a concurring opinion of the Ethical
Commission, the terms of this Agreement and the final
protocol, including as it may be amended in accordance
with the terms of this Agreement, for the Study entitled
“XXX” (the "Protocol") which is attached as Exhibit A
and incorporated into this Agreement by reference.
Provider certifies that, to its best knowledge, its
facilities and patient population are adequate to
perform the Study contemplated by this Agreement and
the Protocol. Provider and the Principal Investigator
agree that all aspects of the Study will be conducted in
conformity with all applicable laws and regulations of
the Czech Republic, namely Act No. 378/2007 Coll.,
on Pharmaceuticals and on amendments to certain
related acts (the Act on Pharmaceuticals) (hereinafter:
the “Act on Pharmaceuticals”), as amended, Act No.
372/2011 Coll., on Health Services and Conditions of
their provision, as amended, including implementing
legal regulations to these Acts (in particular Decree No.
226/2008 Coll., which determines good clinical
practice and detailed conditions for clinical trials of
pharmaceuticals), the International Conference on
Harmonisation of Technical Requirements for
Registration of Pharmaceuticals for Human Use Good
Clinical Practice: Consolidated Guideline and other
generally accepted standards of good clinical practice.

Treatment of the Study subjects will not be initiated,
until approvals of all Ethics Committees, Approval of
State Institute for Drug Control and any other
authorizations needed to initiate the Study are received.

2. Principal Investigator

Principal Investigator will be responsible for
the direction and supervision of all Study efforts in
accordance with the Protocol and this Agreement.
Principal Investigator and Provider shall provide all of
the services contemplated herein through fully trained
and competent Study Staff (as defined below) having a
skill level appropriate for the tasks assigned to them
and shall ensure that all Study Staff (as defined
below)comply with the terms of this Agreement and
the Protocol. “Study Staff” means (i) employees,
officers, and directors of Provider, including without
limitation the Principal Investigator, and (ii) any
agents, contractors or other third parties approved by
Sponsor or CRO in writing in accordance with Article
15. In the event that Principal Investigator leaves or is
removed from the Provider, then Provider shall, within
ten (10) days of becoming aware of such departure by
Principal Investigator, provide written notice of such
event to Sponsor and CRO. Any successor to Principal

A. Poskytovatel a Hlavni zkouSejici provedou
Studii vsouladu s povolenim Statniho Ustavu pro
kontrolu 1éCiv, souhlasnym stanoviskem Etické
komise, podminkami této Smlouvy a kone¢ného znéni
protokolu, a to vcetné pfipadnych zmén a dopliki
ucinénych vsouladu stouto Smlouvou; pro Studii
nazvanou ,, XXX*“ (dale jen ,,Protokol®), ktery tvofi
nedilnou soucast této Smlouvy jako jeji Pfiloha A.
Poskytovatel osvédCuje, ze podle jeho nejlepsiho
védomi, jsou jeho zafizeni a populace pacientll vhodni
pro provedeni Studie predpokladané touto Smlouvou a
Protokolem. Poskytovatel a Hlavni zkousejici souhlasi,
7e veSkeré aspekty této Studie budou provedeny
vsouladu se vSemi pfisluSnymi pravnimi piedpisy
Ceské republiky, zejména zakonem ¢&. 378/2007 Sb., o
lé¢ivech a o zménach né€kterych souvisejicich zakont
(zékon o léCivech) (dale jen ,,Zakon o léCivech®), v
platném znéni, zdkonem ¢.372/2011 Sb., o zdravotnich
sluzbach a  podminkdch jejich  poskytovani,
v platném znéni, véetné provadécich predpist k témto
zakoniim (zejména vyhlaskou €. 226/2008 Sb., kterou
se stanovi spravnd klinickd praxe a bliz§i podminky
klinického hodnoceni 1é¢iv), Mezinarodni konferenci o
harmonizaci technickych pozadavkli na registraci
huméannich lé¢ivych piipravki Spravna klinicka praxe:
Konsolidovana smérnice (the International Conference
on Harmonisation of Technical Requirements for
Registration of Pharmaceuticals for Human Use Good
Clinical Practice: Consolidated Guideline) a dal$imi
obecn¢ akceptovanymi zasadamispravné klinické
praxe.

Lécba subjektti hodnoceni nebude zahajena, dokud
nebudou obdrzeny veskera schvaleni etickych
komisi, souhlas SUKL a jakékoliv jina povoleni
potiebna k zahajeni Studie.

2. Hlavni zkouSejici

Hlavni zkousSejici odpovida za fizeni a dohled
nad veskerymi ukony souvisejicimi se Studii v souladu
s Protokolem a touto Smlouvou. Hlavni zkousejici
a  Poskytovatel  poskytnou  veskeré  sluzby
predpokladané touto Smlouvou prostiednictvim tadné
pouceného a zpisobilého Studijniho personalu (jak je
definovan nize) majiciho dostatecnou kvalifikaci pro
plnéni svéfenych Cinnosti a zajisti, aby veskery Studijni
persondl (jak je definovan nize) spliioval podminky
této Smlouvy a Protokolu. Terminem ,,Studijni
personal“ se rozumi (i) zaméstnanci, funkcionaii a
feditelé Poskytovatele, vcetn¢ ale nikoliv pouze
Hlavniho zkousejiciho, a (ii) vSichni zastupci, smluvni
partnefi nebo dalSi tfeti osoby pisemné schvalené
Zadavatelem nebo CRO podle Clanku 15. V piipadg,
ze dojde kukonceni pracovniho nebo obdobného
poméru Hlavniho zkousSejiciho s Poskytovatelem, je
Poskytovatel povinen informovat Zadavatele a CRO o
této skutecnosti pisemné ve lhuté deseti (10) dnd ode
dne, kdy se o této skutecnosti dozvédélo. Jakykoliv
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Investigator must be approved, in writing, by Sponsor
or CRO and such successor shall be required to agree
to all the terms and conditions of the Protocol and this
Agreement and to sign each such document as
evidence of such agreement (although failure to so sign
will not relieve such successor from abiding with all
the terms and conditions of the Protocol and this
Agreement)

Provider represents and warrants that it will not use in
any capacity, in connection with any services to be
performed under this Agreement, any individual who
has been debarred pursuant to any applicable laws or
regulations of the Czech Republic, including
debarments under the United States Federal Food,
Drug and Cosmetic Act, or exclusion from a United
States federal healthcare program.

Provider agrees to immediately inform Sponsor or
CRO in writing if any person who is performing
services hereunder is debarred or if any action, suit,
claim, investigation or legal or administrative
proceeding is pending, or, to the best of Provider's
knowledge, is threatened, relating to the debarment of
Provider or any person performing services hereunder.
Principal Investigator represents and warrants that no
action, suit, claim investigation or legal or
administrative proceedings is pending or threatened
relating to Principal Investigator’s debarment and
Principal Investigator agrees to immediately inform
Sponsor or CRO in writing if any such action, suit,
claim, investigation or legal or administrative
proceeding is threatened or commenced for Principal
Investigator’s debarment.

Provider will cause Principal Investigator or other
applicable Study Staff such as subinvestigators to
complete a certification and disclosure form
concerning financial interests or other conflicts of
interests they may have related to the Study or
Sponsor. If information collected on the form
changes during the course of the Study or within one
year after the last subject has completed the Study as
specified in the Protocol, Principal Investigator and
the other applicable Study Staff are required to
inform Sponsor of such change.

The Principal Investigator represents and warrants that,
other than the following individuals and their
respective organizations (if any):

nastupce Hlavniho zkouSejiciho musi byt schvalen
pisemné Zadavatelem nebo CRO a od takového
nastupce bude pozadovano pfistoupeni ke vSem
podminkam a nalezitostem Protokolu a této Smlouvy a
podepsani kazdého ztéchto dokumentli na dikaz
souhlasu (ackoliv nepodepsani téchto dokumentl
nezbavuje ndstupce povinnosti dodrzovat veskeré
podminky a nélezitosti Protokolu a této Smlouvy).

Poskytovatel prohlasuje a zaruCuje, Ze nevyuZije
vzadné z funkci, a nebo v souvislosti s jakoukoli
sluzbou, ktera ma byt provedena na zaklad¢ této
Smlouvy, jakoukoliv osobu, které byl ulozen trest
podle piislugnych pravnich predpisi Ceské republiky,
véetné trestu na zakladé Federalniho zdkona Spojenych
stath americkych o kontrole potravin, lécivych
ptipravkil a kosmetickych ptipravki (United States
Federal Food, Drug and Cosmetic Act) nebo vylouceni
z Federalniho programu Spojenych stati americkych o
péci o zdravi.

Poskytovatel neprodlené oznami Zadavateli nebo
CRO, pokud podle jeho nejlepsiho védomi je jakakoli
osoba poskytujici sluzby na zikladé¢ této Smlouvy
potrestana nebo pokud bude projednavana ¢i bude
hrozit jakakoli Zaloba, spor, narok, Setieni nebo soudni
¢i spravni fizeni tykajici se potrestani Poskytovatele
nebo jakékoli osoby poskytujici sluzby na zakladé této
Smlouvy. Hlavni zkousejici prohlaSuje a zarucuje, Ze
vici nému neb€zi ani nehrozi zadna Zzaloba, spor,
narok, Setfeni nebo soudni ¢i spravni fizeni, pokud jde
0 jeho moZné potrestani a dale souhlasi, Ze bude
neprodlené pisemné informovat Zadavatele nebo CRO
o kazdé takové zalobé, sporu, Setfeni nebo soudnim ¢i
spravnim fizeni, které bude hrozit ¢i bude zahajeno za
ucelem potrestani Hlavniho zkousejiciho.

Poskytovatel zajisti, aby Hlavni zkousejici nebo dalsi
prislusny Studijni personal, jako jsou dalsi zkousejici,
vyplnil osvédceni a prohldSeni tykajici se financnich
zajml nebo jinych konfliktd zajmut, které se mohou
vztahovat ke Studii nebo Zadavateli. Pokud dojde ke
zmén¢ informaci uvedenych ve formulati v pribéhu
Studie nebo do jednoho roku poté, kdy posledni subjekt
dokon¢i Studii podle Protokolu, Hlavni zkousejici a
dalsi pfislusny Studijni persondl jsou povinni
informovat Zadavatele o takové zmeéné.

Hlavni zkousSejici prohlasuje a zarucuje, Ze kromé
nasledujicich osob a jejich vlastnich organizaci
(pokud existuji):




Principal Investigator or members of Principal
Investigator's immediate family relatives (including
married and unmarried spouse; siblings, children,
parents, grandparents) are not employed or engaged,
whether paid or unpaid, in any of the following in a
capacity that could allow the individual to influence
the business of the Sponsor or its affiliates: (a) as
government official (including a relationship with a
governmental official which could cause the official to
influence the business of the Sponsor); (b) on or
serving in an official advisory capacity to any
reimbursement committee, pricing committee, drug
approval committee, formulary or similar committee;
(c) in any other governmental position, including a
position in an international governmental health
organization, such as the WHO (World Health
Organization) or UNICEF. Principal Investigator will
advise the Sponsor to the extent Principal Investigator
or Principal Investigator's immediate family member’s
status described in the prior sentence changes during
the term of this Agreement.

Without waiving confidentiality — provisions,
Principal Investigator agrees to disclose the nature of
Principal Investigator's relationship with Sponsor to the
entities listed above or any other such entities and
comply with any conflict of interest policies of such
entities.  In addition, Principal Investigator will as
directed by Sponsor: (a) refrain for a specified period
of time from participating in decisions that could
impact Sponsor’s or its affiliates business; (b) seek
prior approval from such entity before entering into this
Agreement; and/or (c) disclose the business
relationship with the Sponsor to such entity prior to
each time participating in any decision which could
have an impact on the business of Sponsor or its
affiliates.

3. Project Monitor and Inspection Rights

A It is agreed that the project monitor(s)
and others designated by Sponsor or CRO may, at
mutually agreeable times during the Study and for a
reasonable time after completion or early termination
of the Study, arrange with Principal Investigator or
his/her designee:

(i) to examine and inspect, at regular
business hours, Provider facilities
required for performance of the Study;
and

(i) subject to  applicable  patient

[AS)

Hlavni zkousejici nebo ¢lenové jeho nejblizsi
rodiny (vCetné manzelky/manzela, anebo
druzky/druha, sourozenci, déti, rodict a prarodici)
neni v zaméstnaneckém ani v jiném pravnim vztahu,
at’ uz je ¢i neni spojen s finan¢ni odmeénou, jemuz by
odpovidaly nize uvedené funkce a pozice a jenz by
takové osobé umoziiovaly ovliviiovat obchodni
zalezitosti Zadavatele, nebo jeho dcefinych ¢i
sesterskych spolecnosti: a) jako ufednik organu statni
spravy (vetn¢€ vztahu se zamestnancem organu statni
spravy, na jehoz zakladé by mohlo dojit k ovlivnéni
obchodnich zaleZitosti Zadavatele); b) neni Clenem
jakékoliv komise rozhodujici o thradach IéCiv, o
cenach 1&Civ, nebo schvalujici registraci 1éCiv,
kategorizac¢ni komise anebo jiné podobné komise; c)
nezastava jakoukoliv jinou vefejnou funkci vcetné
funkce v mezinarodni zdravotnické organizaci, jako je
WHO (Svétova zdravotnickd organizace) nebo
UNICEF. Hlavni zkousejici se zavazuje informovat
Zadavatele v pitipadé, pokud se postaveni Hlavniho
zkousejiciho nebo ¢lena jeho nejblizsi rodiny zméni
ve smyslu uvedeném vyse po dobu trvani této
smlouvy.

Bez toho, aby se timto kterakoli ze zmluvnich stran
vzdala prava na zachovani mlcenlivosti, Hlavni
zkousSejici souhlasi se zvefejnénim povahy jeho
vztahu se Zadavatelem, ato subjektim uvedenym
vyse anebo kterymkoli jingym podobnym subjektiim
azavazuje se jednat vsouladu s pravidly téchto
subjekttl upravujicich konflikt z4jmd. Kromé toho
Hlavni zkouSejici v souladu s pokyny Zadavatele: (a)
se vyhne po stanovenou dobu ucasti na rozhodovani,
které by mohlo mit vliv na obchdoni zalezitosti
Zadavatele anebo jeho dcetfinnych spoleénosti, (b) si
vyzada ptredchozi souhlas od takového subjektu pred
uzavienim této Smlouvy a/nebo (¢) pfedem oznami
uvedenému subjektu existenci obchodniho vztahu se
Zadavatelem ato vzdy, kdy se zucastni jakéhokoli

rozhodnuti, které by mohlo ovlivnit obchodni
zalezitosti Zadavatele anebo  jeho dcefinnych
spolecnosti.

3. Monitor projektu a pravo provést kontrolu

A Smluvni strany souhlasi, Ze se
monitor/monitoii projektu a jiné osoby urCené
Zadavatelem nebo CRO v dohodnutou dobu béhem
Studie a po piiméfenou dobu po ukoneni nebo
predcasném ukonceni Studie mohou dohodnout s
Hlavnim zkousSejicim nebo s osobou urcenou Hlavnim
zkousSejicim:

0] na prohlidce a kontrole zafizeni
Poskytovatele nezbytného
k provedeni této Studie, a to v
ramci bézné pracovni doby; a

(i) pfi zohlednéni dlvérnosti informaci
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confidentiality — considerations, to
inspect, audit, and to copy or have
copied, all data and work product
relating to the Study conducted under
this Agreement and to inspect and
make copies of all data necessary for
Sponsor and CRO to confirm that the
Study is being conducted in
conformance with the Protocol and in
compliance with all applicable laws
and regulations, including the
International Conference on
Harmonisation of Technical
Requirements for Registration of
Pharmaceuticals for Human Use
Good Clinical Practice: Consolidated
Guideline and other  generally
accepted standards of good clinical
practice.

B. Provider and Principal Investigator
agree to assist Sponsor or CRO in order to facilitate
their representatives' examination, inspection, auditing
and copying of materials relating to the Study and in
order to enforce the rights granted to Sponsor in this
Article 3.

C. Course of the Study and its results
may be also controlled by auditors determined by
Sponsor; this is without prejudice to the right of control
realized by authorized employees of the competent
state institutions of the Czech Republic.

D. Study subjects (patients) shall be duly
informed that all data received in the course of the
Study relating to them may be used for the purposes of
control and submitted to the competent state
authorities.

4. Clinical Trial Approvals and Consents of Study
subjects

A. Sponsor or CRO on behalf of the
Sponsor  shall be responsible, before the
commencement of the Study, for obtaining an
appropriate permission from the State Institute for
Drug Control and a concurring opinion of the relevant
Ethical Commission, as stipulated by the Act on
Pharmaceuticals.

B. Copies of the documents set out in
paragraph A of this Agreement shall be deposited in
premises of the Provider, forming a part of the
documentation on the Study maintained by the
Principal Investigator.

C. Pursuant to Section 51 par. 2 letter d)
of the Act on Pharmaceuticals Sponsor appointed
Mr/Mrs. XXX, as its authorized representative in

tykajicich se pacientt, na prohlidce,
auditu ¢i potizeni kopii veSkerych
udaju a vysledki ¢innosti
souvisejicich se Studii provadénou na
zaklade této Smlouvy a na prohlidce a
porizeni kopii veSkerych udaji
nezbytnych pro Zadavatele a CRO za
ucelem potvrzeni, Ze Studie je
provadéna v souladu s Protokolem a
vsouladu se vSemi pozadavky
pravnich pfedpisti a nafizeni, véetné

Mezinarodni konference 0
harmonizaci technickych pozadavki
na registraci humdnnich léCivych

pripravkti Spravna klinickd praxe:
Konsolidovand smérnice a dalSimi
obecn¢  akceptovanymi  zasadami
spravné klinické praxe.

B. Poskytovatel a Hlavni zkousejici poskytnou
Zadavateli nebo CRO soucinnost, aby usnadnili jejich
zastupciim prohlidku, kontrolu, audit a pofizeni kopii
souvisejicich se Studii a aby umoznili prosazeni prav
Zadavatele na zéklade Clanku 3.

C. Pribéh Studie a jeji vysledky mohou
byt také kontrolovany auditory urCenymi Zadavatelem;
timto neni dotéeno pravo kontroly ze strany
opravnénych pracovnikii piislusnych statnich organt
Ceské republiky.

D. Subjekty hodnoceni (pacienti) musi
byt fadn¢ informovany o tom, ze udaje o nich ziskané
v pribéhu Studie mohou byt pouzity a predlozeny
prislusnym statnim organtim.

4. Povoleni klinického hodnoceni a souhlasy
subjektiu hodnoceni

A. Pfed  zahdjenim  Studie  zajisti
Zadavatel nebo v jeho zastoupeni CRO ziskani
pfislusného povoleni Statniho tistavu pro kontrolu 1é¢iv
a souhlasné stanovisko piislusné Etické komise podle
Zéakona o léCivech.

B. Kopie dokumentti uvedenych
Vv odstavci A této Smlouvy budou ulozeny v prostorach
Poskytovatele a budou tvofit souc¢ast dokumentace o
Studii uchovavané Hlavnim zkousejicim.

C. Podle ustanoveni § 51 odst. 2 pism. d)
Zékona o lécivech ustanovil Zadavatel pana/pani XXX,
jako svého opravnéného zastupce pro tuto Studii.
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respect of the Study.

D. At minimum XXX Study subjects
shall participate in the Study, enrolled by Principal
Investigator.

E. Study subjects can be enrolled into the
Study only with their written informed consent and
after they have been properly informed within the
meaning of the Act on Pharmaceuticals (in case of
underage Study subjects and full age Study subjects
who are legally incompetent to issue an informed
consent only after their parents or statutory
representatives have been duly informed). Requesting
the informed consent from the Study subjects shall be
in compliance with the applicable legal regulations of
the Czech Republic, the Ethical Principles and the
Good Clinical Practice.

F. Sponsor or CRO shall prepare and
submit to Principal Investigator a proposal of a form of
a written informed consent of Study subjects with their
participation in the Study, a part of which shall be
information for Study subjects (about character,
importance, impacts and risks resulting from the
Study). A final wording of this form shall be agreed
between Sponsor or CRO and Principal Investigator
(the informed consent together with written
information for the Study subjects shall include
essentials stipulated by the applicable legal regulations
of the Czech Republic). Template of the Initial
informed consent is Exhibit E to this Agreement.

G. Before placing the Study subject into
the Study, and in case that the Study subject agrees
with his participation in the Study, Principal
Investigator shall ask the Study subject to sign the
document set out in paragraph F of this Article, namely
after a previous discussion with the Study subject,
during which the Study subject shall have an
opportunity to understand aims, risks and difficulties of
the Study and conditions under which Study shall be
performed. In addition to this, the Study subject shall
obtain information about his right to withdraw from the
Study at any time without suffering any damage;
Principal Investigator shall deliver to the Study subject
or his parents/statutory representative a copy of an
undersigned informed consent containing information
about the Study intended for the Study subjects.

H. The undersigned written consent of
the Study subjects with their participation in the Study
shall be deposited in the Study documentation
maintained by Principal Investigator.

l. In case of occurrence of new
significant information with respect to the consent of
the Study subject with his participation in the Study,
Principal Investigator shall immediately inform the

D. Alespont XXX Subjektii hodnoceni
bude zatazeno do Studie Hlavnim zkouSejicim.

E. Zatazeni Subjektl hodnoceni do
Studie bude mozné jen sjejich  pisemnym
informovanym souhlasem a po jejich fadném
informovani vsouladu se Zakonem o léCivech
(u nezletilych Subjektii hodnoceni a zletilych Subjekti
hodnoceni pravné nezpusobilych k vydani
informovaného souhlasu jen po fadném informovani a
Vyz4déni informovaného souhlasu od Subjekti
hodnoceni musi byt v souladu s pfislusnymi pravnimi
predpisy Ceské republiky, Etickymi principy a
Spravnou klinickou praxi.

F. Zadavatel nebo CRO zpracuje a pieda
Hlavnimu zkousSejicimu navrh formulafe pisemného
informovaného souhlasu Subjektu hodnoceni s ucasti
ve Studii, jehoz soucasti bude informace pro Subjekty
hodnoceni (o povaze, vyznamu, dopadech a rizicich
Studie), pri¢emz konecné znéni tohoto formulate bude
vysledkem dohody Zadavatele nebo CRO a Hlavniho
zkouSejiciho (informovany souhlas spolu s pisemnou
informaci pro Subjekty hodnoceni musi obsahovat
naleZitosti stanovené platnymi pravnimi predpisy CR).
Vzor inicialniho informovaného souhlasu tvofi piilohu
E této smlouvy.

G. Hlavni zkousSejici pied zarfazenim
Subjektu  hodnoceni do Studie pozada Subjekt
hodnoceni v ptipadé jeho souhlasu s uéasti ve Studii o
podpis dokumentu uvedeného v odst. F tohoto Clanku,
a to po predchozim rozhovoru se Subjektem
hodnoceni, béhem kterého bude mit Subjekt hodnoceni
moznost porozumét cilim, rizikim a obtizim Studie a
podminkam, za nichz bude Studie probihat, a obdrzi
informaci o svém pravu kdykoli od Studie odstoupit,
aniz by mu proto byla zplisobena wjma; Hlavni
zkousSejici poskytne Subjektu hodnoceni nebo jeho
rodi¢im/zakonnému  zastupci kopii  podepsaného
informovaného  souhlasu, jehoz souéasti bude
informace o Studii urena pro Subjekty hodnoceni.

H. Subjekty  hodnoceni  podepsany
dokument o souhlasu s uc¢asti ve Studii musi byt ulozen
ve studijni dokumentaci vedené u  Hlavniho
zkousSejiciho.

l. V piipadé, ze se vyskytnou noveé
informace vyznamné pro souhlas Subjektu hodnoceni
s jeho Ucasti ve Studii, musi Hlavni zkousejici o téchto
skutenostech ~ Subjekt  hodnoceni  neprodlené
informovat.
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Study subject about such circumstances.

J. In case that in the course of the Study
Principal Investigator discovers that the Study subject
participating in the Study does not comply with its
criteria, Principal Investigator shall immediately inform
Sponsor about that and, based on a Sponsor’s consent,
Principal Investigator shall displace such Study subject
from the Study.

K. Sponsor, CRO, Provider and Principal
Investigator shall be obliged to observe all rights of the
Study subjects with respect to the physical and
psychical immunity of personality, privacy and
personal data protection in compliance with the
applicable legal regulations of the Czech Republic.

5. Term of Agreement

The term of this Agreement shall commence
on the last date on the signature page hereof and shall
continue in effect, unless earlier terminated in
accordance with Article 6, until the Study database is
locked and all final Study documentation required to be
provided under the Protocol is received and accepted
by Sponsor or CRO. If at any time Provider or
Principal Investigator have reason to believe that the
Study will not be initiated or completed as per the
schedule initially anticipated and agreed upon by the
parties, Sponsor or CRO will be advised, in writing, of
the reason(s) and length of additional time required to
commence or complete work, and this Agreement may
be terminated by Sponsor as provided in Article 6.

6. Termination and Enrollment Cap

A Sponsor or CRO or Provider may
terminate this Agreement by giving thirty (30) days
written notice to the other parties. However, if the
Study is a survival study then Provider may terminate
this Agreement only as it applies to the requirement to
enroll new subjects. In the event a thirty (30) day
notice period is determined by Provider or Sponsor to
be insufficient notice based upon evaluation of risks to
enrolled research subject(s) receiving the Study Drug,
the parties will cooperate to safely withdraw subjects
from drug treatment over a mutually agreeable period
of time but in no event shall Sponsor's obligation to
supply Study Drug hereunder extend beyond a
reasonable period. Notwithstanding the foregoing, in
the event Sponsor believes that immediate termination
is necessary due to its evaluation of risks to enrolled
research subject(s), Sponsor or CRO may terminate
this Agreement immediately.

J. Pokud Hlavni zkousejici v pribéhu
Studie zjisti, ze Subjekt hodnoceni zatazeny do Studie
nevyhovuje jejim kritériim, okamzit¢ o tom bude
informovat Zadavatele a po dohodé s nim jej ze Studie
vyftadi.

K. Zadavatel, CRO, Poskytovatel a
Hlavni zkouSejici jsou povinni zajistovat v souladu
splatnymi pravnimi predpisy CR prava Subjektd
hodnoceni na fyzickou a psychickou nedotknutelnost
osobnosti, na soukromi a na ochranu osobnich udaji
Subjektit hodnoceni zatazenych do Studie.

5. Doba trvani Smlouvy

Tato Smlouva nabyva tucinnosti posledniho
dne uvedeného na podpisové strané této Smlouvy a jeji
ucinnost bude trvat, ledaze dojde k pfed¢asnému
ukonéeni podle Clanku 6, do doby uzavieni Studijni
databdze a dokud Zadavatel nebo CRO neobdrzi a
neakceptuje veSkerou zavére¢nou dokumentaci Studie
pozadovanou podle Protokolu. Kdykoli bude mit
Poskytovatel nebo Hlavni zkouSejici divod se
domnivat, Ze Studie nebude zahajena nebo ukoncena
v souladu S ptivodnim harmonogramem
pfedpokladanym a  odsouhlasenym  smluvnimi
stranami, bude Zadavatel nebo CRO pisemné
informovan o dtivodech a délce dodatecné pozadované
doby pro zahajeni nebo dokonéeni Cinnosti s tim, Ze
Zadavatel bude opravnén ukoncit tuto Smlouvu
v souladu s Clankem 6.

6. Ukonceni _a _maximalni _pocet zarazenych
Subjektii hodnoceni

A Zadavatel nebo CRO  nebo
Poskytovatel je opravnén pisemné vypovédét tuto
Smlouvu s ftficetidenni (30) vypovédni lhttou
zaCinajici ode dne jejiho doruceni dalsim smluvnim
stranam. Jestlize vSak Studie je studii prezivani
(survival), je Poskytovatel oprdvnén ukonéit tuto
Smlouvu pouze vrozsahu, vjakém je stanoven
pozadavek na zafazeni nového Subjektu hodnoceni.
V piipad€, Ze Poskytovatel nebo Zadavatel sdéli, ze
vypovédni lhiita v délce tiiceti (30) dnti je nedostatecne
dlouhd doba na vyhodnoceni rizik pro zatazené
Subjekty hodnoceni, kterym je podavan Hodnoceny
lécivy pripravek, budou smluvni strany spolupracovat
na tom, aby byla bezpecné ukoncena 1écba téchto
subjektl timto 1é¢ivem v prubéhu vzajemné dohodnuté
doby, ale v zadném piipadé nebude zavazek Zadavatele
dodavat Hodnoceny 1éCivy pripravek podle této
Smlouvy trvat déle nez pfimétenou dobu. Bez ohledu
na vySe uvedené, v piipadé, kdy bude Zadavatel
nazoru, ze okamzité ukonceni Smlouvy je nezbytné
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B. Either party may terminate this Agreement
immediately upon written notice to the other party if
the other party breaches any of its material obligations
under this Agreement and such breach, if capable of
being cured, is not cured within thirty (30) days of
written notice of such breach.

C. In the event of any termination or
expiration of this Agreement:

(1) upon providing or receiving a notice
of termination of this Agreement,
Provider shall stop enrolling patients
in the Study and shall in accordance
with Sponsor’s or CRO’s instructions
cease conducting the Study;

(i) Provider shall return to Sponsor nebo
CRO all unused Sponsor or CRO
provided materials, including but not
limited to, Study Drug and equipment
(unless written authorization to retain
or destroy them is given by Sponsor
or CRO in which case Provider shall
comply with the applicable provisions
of Article 11 hereof);

(i) except in the event of termination
because of a material breach by
Provider or Principal Investigator, and
unless otherwise specified in writing
between the parties, the total sums
payable pursuant to this Agreement
shall be pro-rated for actual work
performed in accordance with the
Protocol to date of notice of
termination  including  Protocol
required non-cancelable commitments
marked as such in the budget for the
Study with any unexpended portion of
funds previously provided under the
terms of this Agreement being
refunded to Sponsor or CRO;

(iv) in the event of termination as a result
of a material breach by Provider or
Principal Investigator, the parties
agree to make a good faith effort to
reach agreement to compensate
Provider for actual work performed in

vzhledem Kkjeho vyhodnoceni rizik pro zafazené
Subjekty hodnoceni, je Zadavatel nebo CRO opravnén
ukoncit tuto smlouvu s okamzitou u¢innosti.

B. Kterdkoliv ze stran je opravnéna
ukoncit tuto Smlouvu pisemnou vypovédi s okamzitou
ucinnosti dorucenou druhé strané, jestlize tato strana
porusuje nekterou ze svych podstatnych povinnosti
podle této Smlouvy a neodstrani zavadny stav, je-li
mozné takovy zavadny stav odstranit, v dob¢ tficeti
(30) dntt od dorueni pisemné vyzvy k naprave
takového poruseni.

C. V piipadé jakéhokoli ukonceni nebo
uplynuti doby trvani této Smlouvy:

(1) po podani nebo obdrzeni vypovédi
této Smlouvy, Poskytovatel ukonci
nabor pacientl do Studie a ukonéi
v souladu s pokyny Zadavatele nebo
CRO provadeéni Studie;

(i) Poskytovatel vrati Zadavateli nebo
CRO  veskery nepouzity material
poskytnuty Zadavatelem nebo CRO, a
to napiiklad vcetné Hodnoceného
IéCiva a zafizeni (ledaze Zadavatel
nebo CRO vydal pisemné opravnéni
k jejich ponechani nebo likvidaci;
Vtomto piipadé¢ musi Poskytovatel
splnit veskeré povinnosti vyplyvajici z
Clanku 11 této Smlouvy);

@iii)  svyjimkou  ukoneni  zdavodu
zavazného poruseni Poskytovatelem
nebo Hlavnim zkous$ejicim a nebude-
li stranami dohodnuto pisemné jinak,
budou celkové castky, které maji byt
uhrazeny podle této Smiouvy,
vypocitany pomérnym dilem
vzhledem ke skute¢né provedené
¢innosti v souladu s Protokolem
k datu oznameni ukonceni, a to vetné
Protokolem pozadovanych
nezrusitelnych zavazkl takto
ozna¢enych v rozpoctu Studie
spolec¢né s jakoukoliv nevynalozenou
Casti finanCnich prostfedki diive
poskytnutych za podminek této
Smlouvy, které maji byt vraceny
Zadavateli nebo CRO;

(iv) Vv ptipadé ukonceni z divodu
zavazného poruSeni Poskytovatelem
nebo Hlavnim zkouSejicim strany
souhlasi, ze budou vdobré vife
usilovat o dosazeni dohody ohledné
kompenzace Poskytovatele za
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v)

D.

accordance with the Protocol to date
of notice of termination; and

Provider and Principal Investigator
shall  return to  Sponsor all
Confidential Information (as defined
in Article 9 hereof) owned or
controlled by Sponsor or CRO and in
the possession of Provider or Principal
Investigator.

The termination or expiration of this

Agreement shall not relieve a party of its obligation to
the others in respect of:

(i)

(i)

(iii)

(iv)

v)

(vi)

(vii)

(viii)

retaining in confidence all
Confidential Information (as defined
in Article 9 hereof);

complying with record keeping and
reporting obligations (under Article 7
hereof);

complying with any publication
obligations (under Article 10 hereof)
and obtaining any written approval
and consents for any publicity and
promotional purposes (under Article
17 hereof);

compensation for services performed
to date of notice of termination,
except as set forth in Article 6.C (iv)
hereof;

complying with obligations relating to
the Study Drug and any other Sponsor
or CRO provided material when
supplied (under Article 11 hereof);

indemnification and insurance
obligations (under Article 12 hereof);

inspection rights (under Article 3
hereof); and

obligation to assign Inventions and
assist in obtaining patent protection
(under Article 13 hereof)

all of which obligations are binding on the appropriate
party and shall remain in full force and effect as set
forth in this Agreement.

E.

Sponsor reserves the right to limit

v)

D.

skutecnou ¢innost provedenou
v souladu s Protokolem k datu
oznameni ukonceni; a

Poskytovatel a Hlavni zkousSejici vrati
Zadavateli veskeré Dutvérné
informace (definované v Clanku 9 této
Smlouvy), které jsou vlastnény nebo
kontrolovany Zadavatelem nebo CRO
a vdrZzeni Poskytovatele nebo
Hlavniho zkousejiciho.

Ukonceni nebo uplynuti doby trvani

této Smlouvy nezprosti zédnou stranu povinnosti viici
dal$im smluvnim stranam, pokud jde o:

(i)

(i)

(iii)

(iv)

v)

(vi)

(vii)

(viii)

zachovani  divémosti  veskerych
Divérnych informaci (definovanych
v Clanku 9 této Smlouvy);

splnéni zavazkd uchovani zaznamu
a podavani hlaseni (podle Clanku 7
této Smlouvy);

splnéni vSech zavazkl tykajicich se
publikaci (podle Clanku 10 této
Smlouvy) a ziskani vSech pisemnych
souhlasi a svoleni pro jakékoli
publika¢ni a propagacéni ucely (podle
Clanku 17 této Smlouvy);

kompenzaci za sluzby poskytnuté
k datu ukonceni s vyjimkami
uvedenymi v Clanku 6.C (iv) této
Smlouvy;

splnéni  zavazkd  tykajicich  se
Hodnoceného léciva a jakéhokoliv
jiného Zadavatelem nebo CRO
poskytovaného materialu pii dodani
(podle Clanku 11 této Smlouvy);

zavazky tykajici se odskodnéni a
pojisténi (podle Clanku 12 této
Smlouvy);

prava na kontrolu (podle Clanku 3
této Smlouvy); a

zavazku postoupeni Vynalezii a
souCinnosti pii ziskdni patentové
ochrany (podle Clanku 13 této
Smiouvy).

Vsechny tyto zavazky jsou pro prisluSnou stranu
zavazné a budou platné a G¢inné tak, jak je stanoveno

V této Smlouve.

E.
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enrollment by giving written notice, or by giving notice
by telephone followed by written notice, to Provider
and Principal Investigator to cease further enrollment
in the Study ("Enrollment Cap™). Upon receipt of such
notice, Provider and Principal Investigator agree to
enroll no further patients in the Study. Unless
otherwise specified in writing between the parties, in
the event of such a notice to cease further enroliment,
the total sums payable pursuant to this Agreement shall
be pro-rated for the number of patients enrolled to the
date of such notice including Protocol required non-
cancelable commitments marked as such in the budget
for the Study, with any funds for patients beyond the
Enrollment Cap previously provided under the terms of
this Agreement being refunded to Sponsor or CRO.

F. In case of termination of this
Agreement before expected duration of the Study,
Provider and Principal Investigator shall be obliged to
hand over without undue delay to Sponsor or CRO
actual results of the Study, as well as relevant
documentation and information about actual course and
performance of the Study.

7. Records and Reports

A. Principal Investigator and Provider
shall have the following record keeping and reporting
obligations:

) preparation and maintenance of
complete, accurately written records,
accounts, notes, reports and data
relating to the Study under this
Agreement; and

(i) preparation and  submission  to

Sponsor or CRO (in a periodic and

timely manner during the term of this

Agreement) of all raw data and other

material called for in the Protocol in

the form of properly completed
patient case report forms ("Case

Report Forms™) or into an electronic

database (i.e., remote data entry)

supplied by Sponsor or CRO for each
patient as provided in the Protocol.

Case Report Forms and the electronic

database shall be the exclusive

property of Sponsor.

B. Principal Investigator shall inform the
competent Ethical Commission about commencement
of performance of the Study.

pocet zafazenych subjektti pissmnym oznamenim nebo
telefonickym ozndmenim nésledovanym pisemnym
oznamenim Poskytovateli a Hlavnimu zkousejicimu,
aby ukoncili dal$i zafazovani subjektd do Studie
(,Maximalni pocet zafazeni‘). Poskytovatel a Hlavni
zkousSejici souhlasi, ze po obdrZeni takového oznameni
nezafadi zddné dal$i pacienty do Studie. Pokud se
strany Vv pripad¢ takového oznameni o ukonceni
dalsiho zatazovani nedohodnou pisemné jinak, budou
celkové castky, které maji byt uhrazeny na zaklade této
Smlouvy, vypocitdny pomérnym dilem pro pocet
pacienti zafazenych k datu takového oznameni, a to
véetné¢ Protokolem pozadovanych nezrusitelnych
zavazki takto oznacenych v rozpoctu Studie, spole¢né
s finanénimi prostfedky za pacienty piekracujici
Maximalni pocet zafazeni, které jiz poskytl za
podminek této Smlouvy, a které maji byt vraceny
Zadavateli nebo CRO.

F. V piipadé ukonceni této Smlouvy
pred ptedpokladanou dobou trvani Studie bude
Poskytovatel povinen neprodlené¢ ptfedat Zadavateli
nebo CRO stavajici vysledky Studie, jakoz i
pfislusnou dokumentaci a informace o skutecném
prabéhu a provedeni Studie.

7. Zaznamy a hlaSeni

A Hlavni zkouSejici a Poskytovatel jsou
ve vztahu K uchovavani dokumentt a podavani hlaseni
povinni:

0] pfipravovat a uchovavat kompletni,
pfesné¢ vedené¢ pisemné zdznamy,
ucty, poznamky, hlaSeni a tudaje
tykajici se Studie podle této Smlouvy;
a

(i) ptipravovat a predkladat Zadavateli

nebo CRO (periodicky a v€as béhem

této Smlouvy) vSechna nezpracovana
data a ostatni materidly pozadované
podle Protokolu ve formé¢ fadné
vyplnénych  Zaznamti  Subjektu
hodnoceni  pacientd  (,,Zaznamy

Subjektu  hodnoceni®) nebo jejich

ukladanim do elektronicke databaze

(napt. dalkové ukladani dat) dodané

Zadavatelem nebo CRO pro kazdého

pacienta, jak  je stanoveno

Protokolem.  Zaznamy  Subjektu

hodnoceni  a elektronické databaze

budou ve wvyhradnim vlastnictvi

Zadavatele.

B. O  zahdjeni provadéni  Studie
informuje Hlavni zkousejici prislusnou Etickou komisi.
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C. If Principal Investigator uses for
performance of any analysis for purposes of the Study
any external laboratory, he shall secure that such
laboratory shall be fit for performance of such work in
accordance with the principles of good laboratory and
clinical practice and in conformity with the applicable
legal regulations of the Czech Republic.

D. Principal Investigator further agree to
inform immediately in a written report Sponsor and
CRO, the competent Ethical Commission and Provider
about any changes, which significantly influence
management of the Study and/or increase risk to the
Study subjects.

E. Principal Investigator shall be obliged
to immediately inform Sponsor, CRO, the State
Institute for Drug Control and the competent Ethical
Commission if he interrupts or terminates performance
of the Study before completion of all acts determined
by Protocol without a previous Sponsor’s or CRO’s
approval; he shall submit a detailed written explanation
to Sponsor, CRO and the competent Ethical
Commission.  If performance of the Study is
interrupted or terminated ahead of schedule by Sponsor
or the State Institute for Drug Control, Principal
Investigator shall immediately inform about such
situation the competent Ethical Commission, and
Principal Investigator shall submit a detailed written
explanation to this Ethical Commission. In case that
performance of the Study is interrupted or terminated
ahead of schedule in consequence of permanent or
temporary cancellation of a concurring opinion of the
Ethical Commission, Principal Investigator shall be
obliged to inform immediately about such situation
Provider, CRO and Sponsor; he shall submit to
Sponsor and CRO a detailed written explanation.
Principal Investigator shall inform Sponsor, CRO and
the competent Ethical Commission about any
premature termination of performance of the Study at
the given place.

F. Principal Investigator shall be also
obliged to immediately inform the Study subjects about
any interruption or premature termination of
performance of the Study and to secure their next
treatment and observation of their health status.

G. Principal Investigator shall be obliged
to record and immediately report to Sponsor or CRO
and as needed to the competent Ethical Commission all
information about any serious adverse event.

H. Sponsor or CRO shall comply with
applicable laws and regulations to promptly inform
Principal Investigator of serious unexpected adverse
drug reactions that are possibly or probably related to
the use of the Study Drug.

C. Pokud Hlavni zkouSejici pouzije
k provedeni né¢které analyzy pro tucely Studie
jakoukoliv externi laboratof, zajisti, Ze tato laboratof
bude zptisobila k provedeni takové prace podle zasad

spravné laboratorni a klinické praxe
a v souladu s platnymi pravnimi piedpisy CR.
D. Hlavni  zkouSejici  bude  dale

neprodlen¢ informovat pisemnou zpravou Zadavatele a
CRO, pftislusnou Etickou komisi a Poskytovatele o
jakychkoli zménach vyznamné ovliviwgjicich vedeni
Studie anebo zvysujicich riziko Subjekti hodnoceni.

E. Hlavni  zkouSejici je  povinen
neprodlen¢ informovat Zadavatele, CRO, Statni tstav
pro kontrolu 1é¢iv a piislusnou Etickou komisi, pokud
bez predchoziho souhlasu Zadavatele nebo CRO
prerusi nebo ukonci provadéni Studie pied provedenim
vSech tkonti stanovenych Protokolem; Zadavateli,
CRO a piislusné Etické komisi poskytne podrobné
pisemné vysvétleni. Je-li provadéni Studie pieruseno
nebo piedc¢asné ukonceno Zadavatelem nebo Stitnim
ustavem pro kontrolu lé¢iv, Hlavni zkouSejici o tom
neprodlen¢ informuje pfislusnou Etickou komisi a
poskytne této Etické komisi podrobné pisemné
vysvétleni. V piipade, ze je provadeéni Studie preruseno
nebo pred¢asn¢ ukonéeno v disledku trvalého ¢i
docasného odvolani souhlasného stanoviska Etické
komise, Hlavni zkousejici je povinen o tom neprodlen¢
informovat Poskytovatele, CRO a Zadavatele, kterym
poskytne podrobné pisemné vysvétleni. Hlavni
zkousSejici bude informovat Zadavatele, CRO a
pfislusnou Etickou komisi i o jakémkoli jiném
predcasném ukonceni provadéni Studie v daném miste.

F. O preruseni nebo piedCasném
ukonceni provadéni Studie je Hlavni zkousejici
povinen neprodlené informovat rovnéz Subjekty
hodnoceni a zajistit jejich dal§i 1écbu a sledovani
zdravotniho stavu.

G. Hlavni  zkouSejici se  zavazuje
zaznamenat a neprodlen¢ hlasit Zadavateli nebo CRO a
dle potieby prislusné Etické komisi veskeré¢ informace
o jakékoli zavazné nezadouci piihodé.

H. Zadavatel nebo CRO je povinen
postupovat v souladu s platnymi pravnimi piedpisy,
pokud jde o povinnost neprodlené informovat Hlavniho
zkousejiciho o zdvaznych, neocekavanych nezadoucich
ucincich, které se ziejmé nebo pravdépodobné tykaji
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l. If in connection with performance of
the Study a new circumstance occurs, which can have
an impact on safety of the Study subjects, Principal
Investigator shall be obliged to take immediate
measures to protect the Study subjects against
immediate danger; Principal Investigator shall be
obliged to immediately inform Sponsor and CRO about
such situation, so that Sponsor or CRO can
immediately inform the State Institute for Drug Control
and the competent Ethical Commission about such new
circumstances and measures, which have been taken.

J. Principal Investigator and Provider
further agree to conduct the Study and maintain records
and data during and after the term or early termination
of this Agreement in compliance with the Protocol and
all applicable legal and regulatory requirements but at
least 15 years from the day on which Study was
terminated, including without limitation, any applicable
requirements of the FDA that are provided to Principal
Investigator in writing.  Principal Investigator and
Provider further agree to permit Sponsor, CRO or their
representatives to examine and audit all records and
reports, with prior written notification and during
normal business hours (subject to applicable patient
confidentiality considerations). Principal Investigator
and Provider agree to take any action necessary, as
reasonably requested by Sponsor or CRO, to properly
correct or address any deficiencies noted during any
audit and agree to cooperate with Sponsor and CRO
with respect to any action taken to address any such
deficiencies.

K. Principal Investigator agrees to notify
Sponsor and CRO within twenty-four (24) hours in the
event that the State Institute for Drug Control, FDA or
any other regulatory authority notifies the Study site of
a pending inspectionfaudit.  In addition, Principal
Investigator will forward to Sponsor and CRO any
written communication received as a result of the
inspection/audit within twenty-four (24) hours of
receipt of such communication and agrees to allow
Sponsor and CRO to assist in responding to any
citations. Such responses shall be made within two (2)
weeks of issuance of any citations or within any earlier
deadline set by the issuing regulatory authority.
Principal Investigator shall also provide to Sponsor and
CRO copies of any documents provided to any
inspector or auditor. In the event the FDA or other
regulatory authority requests or requires any action to
be taken to address any citations, Principal Investigator
and Provider agree, after consultation with Sponsor and
CRO, to take such action as necessary to address such
citations, and agree to cooperate with Sponsor and
CRO with respect to any such citation and/or action

pouziti Hodnoceného 1é¢ivého piipravku.

I Vyskytne-li se v souvislosti
s provadénim Studie nova skuteCnost, ktera mize
ovlivnit bezpecnost Subjektd hodnoceni, je Hlavni
zkouSejici povinen piijmout okamzita opatieni
k ochrané¢ Subjekti hodnoceni pied bezprostfednim
nebezpecim; o tom je povinen neprodlené informovat
Zadavatele a CRO tak, aby Zadavatel nebo CRO mohl
o téchto novych skutecnostech a piijatych opatfenich
neprodlené informovat Statni istav pro kontrolu 1é¢iv a
prislusnou Etickou komisi.

J. Hlavni zkousejici a Poskytovatel dale
souhlasi, ze budou provadét Studii a uchovavat
zéznamy a tdaje béhem této Smlouvy a po ukonceni
této Smlouvy nebo po predCasném ukonceni této
Smlouvy v souladu s Protokolem a platnymi pravnimi
predpisy a regulatornimi pozadavky, ale vzdy alespon
po dobu 15 let ode dne ukonceni Studie, a to vetné
vSech prislusnych pozadavki FDA, které jsou
Hlavnimu zkousejicimu poskytnuty pisemné. Hlavni
zkouSejici a Poskytovatel déle souhlasi, Ze umozni
Zadavateli, CRO nebo jejich zastupcim provést
kontrolu a audit vSech zaznamut a hlaSeni na zakladé
ptedchoziho pisemného ozndmeni a vramci bézné
pracovni doby (pii zachovani pozadavkl na diveérnost
informaci o pacientech). Hlavni zkouSejici a
Poskytovatel souhlasi, Zze pfijmou veskera opatieni
rozumneé pozadovand Zadavatelem nebo CRO aby
radné napravili nebo se zabyvali nedostatky zjisténymi
v pribéhu jakéhokoliv auditu, a souhlasi, ze budou
spolupracovat se Zadavatelem a CRO, pokud jde o
jakékoliv opatieni podniknuté za ucelem napravy
téchto nedostatki.

K. Hlavni  zkousejici  souhlasi, Ze
upozorni Zadavatele a CRO ve 1huté ¢tyriadvaceti (24)
hodin v ptipadé, ze Statni Gstav pro kontrolu 1éCiv,
FDA nebo jakykoli jiny regulatorni organ uveédomi
misto provadéni Studie o pfipravované inspekci/auditu.
Hlavni zkousejici dale poda Zadavateli a CRO zpravu
o0 vysledku inspekce/auditu a to do ¢tytiadvaceti (24)
hodin od prijeti takové zpravy a umozni Zadavateli a
CRO spolupracovat na pripravé odpoveédi na jakoukoli
obsilku. Tyto reakce budou pfipraveny do dvou (2)
tydnit od takové zadosti nebo pied touto lhdtou
vsouladu s pozadavkem pfislusného regulatorniho
organu. Hlavni zkouSejici také poskytne Zadavateli a
CRO kopie vSech dokumentti, které budou predany
kterémukoli inspektorovi nebo auditorovi. V piipadé,
ze bude FDA nebo jiny regulatorni organ pozadovat
prijeti jakéhokoli opatfeni za ucelem feSeni jakékoli
obsilky, Hlavni zkouSejici a Poskytovatel ptfijmou po
konzultaci se Zadavatelem a CRO opatieni nezbytné
pro teSeni takovéto obsilky a souhlasi, Zze budou
spolupracovat se Zadavatelem a CRO, pokud jde o
jakoukoliv takovou obsilku nebo opatfeni prijaté
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taken with respect thereto.

8. Cost and Payment

The budget for the Study is attached as Exhibit B and
incorporated into this Agreement by reference. The
contents of the budget forms shall be considered as
confidential between the applicable parties and
neither the Provider nor the Principal Investigator
shall have access to the budget form signed by the
other applicable party. The payments set forth in such
budget forms are acknowledged by the applicable
parties to be adequate consideration for the work
undertaken by that party. The payments for the
services provided by Provider and Principal
Investigator hereunder (i) represent the fair market
value for such services, (ii) were negotiated in an
arm’s length transaction, and (iii) have not been
determined in a manner that takes into account the
volume or value of any referrals or business
otherwise generated between the parties. For work
performed or expenses incurred that Sponsor is
obligated to make payment on, Provider and
Principal Investigator will not seek additional
reimbursement from another source.

9. Confidential Information

A During and for a period of ten (10)
years after the expiration or early termination of this
Agreement, Provider and Principal Investigator shall
retain in confidence all test articles and proprietary data
and/or information obtained from Sponsor, CRO or
their representatives or generated pursuant to the Study
including, but not limited to, the Protocol, the
investigator's brochure, interim results and any other
information or material disclosed under confidential
disclosure agreements previously entered into between
the parties ("Confidential Information"). This
restriction shall not apply to Confidential Information
that:

0) is or becomes public knowledge
(through no fault of Provider or
Principal Investigator); or

(i) is lawfully made available to Provider
or Principal Investigator by an
independent third party owing no
obligation of confidentiality to
Sponsor with regard thereto (and such
lawful right can be properly
demonstrated by Provider or Principal
Investigator); or

(iif) is already in Provider's or Principal
Investigator’s possession at the time

v souvislosti s ni.

8. Naklady a platby

Rozpocet pro Studii je ptipojen jako Ptiloha
B a zaclenén do této Smlouvy odkazem. Obsah
rozpoc¢tovych formulafd je mezi pfisluSnymi stranami
povazovan za duvérny a Poskytovatel ani Hlavni
zkousejici nebudou mit pfistup k rozpoctovému
formulafi podepsanému druhou z pfislusnych stran.
Platby stanovené v téchto rozpoctovych formulatich
jsou piisluSnymi stranami povazovany za pfiméienou
odménu za praci provedenou danou stranou. Platby
za sluzby poskytnuté Poskytovatelem a Hlavnim
zkousejicim na zaklad¢ této Smlouvy (i) predstavuji
pfiméfenou trzni hodnotu za takové sluzby, (ii) byly
sjednany jako transakce Vv béznych obchodnich
vztazich a (iii) nebyly urCeny zpusobem, ktery
zohlediiuje objem nebo hodnotu jakychkoliv
doporuceni nebo jakkoliv jinak generovanou
obchodni spolupraci mezi stranami. Za vykonanou
praci nebo vynalozené vydaje, za néz je Zadavatel
povinen provést platbu, nebude Poskytovatel a
Hlavni zkousSejici pozadovat z jakéhokoliv zdroje
dodate¢nou uhradu.

9. Duvérné informace

A Béhem této Smlouvy a po dobu deseti
(10) let po uplynuti doby trvani nebo pfedCasném
ukonéeni této Smlouvy, budou Poskytovatel a Hlavni
zkousejici  zachovavat divérnost vSech clankd
tykajicich se hodnoceni (test articles), udajt pro vnitini
potfebu, a nebo informaci ziskanych od Zadavatele,
CRO nebo jejich zastupcti nebo vytvofenych na
zakladé Studie, a to napiiklad vcetné Protokolu,
souboru informaci pro zkousSejiciho, predbéznych
vysledki a jakychkoli jinych informaci nebo materialt
poskytnutych na zdkladé smluv o divémém
zptistupnéni diive uzavienych mezi stranami (dale jen
,Duvérné informace*). Toto omezeni se nebude tykat
Duvérnych informaci, jez:

0] jsou nebo se stanou vetejné znamymi
(@ to nikoli v dusledku zavinéni
Poskytovatele nebo Hlavniho
zkousejiciho); nebo

(i) jsou zptistupnény Poskytovateli nebo

Hlavnimu zkousejicimu v souladu

S pravnimi predpisy tfeti stranou bez

zavazku davérosti vic¢i Zadavateli

sohledem na tuto Smlouvu (a

Poskytovatel nebo Hlavni zkousejici

mohou fadné¢ prokazat takovéto

opravnéni); nebo

(iif)  jsou jiz v drzeni Poskytovatele nebo

Hlavniho zkousejiciho v dobé, kdy je
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of receipt from Sponsor, CRO or their
representatives (and such prior
possession  can  be  properly
demonstrated by Provider or Principal
Investigator); or

(iv) is published in accordance with the
express terms of this Agreement.
B. Provider may disclose Confidential

Information to the extent it is required by law,
regulation, rule, act or order of any governmental
authority or agency. To permit Sponsor an opportunity
to intervene by seeking a protective order or other
similar order, in order to limit or prevent disclosures of
Confidential Information, Provider or Principal
Investigator shall immediately notify Sponsor and
CRO, in writing, if it is requested by a court order or a
governmental authority or agency to disclose
Confidential Information in Provider's or Principal
Investigator’s possession and thereafter Provider or
Principal Investigator shall disclose only the minimum
Confidential Information required to be disclosed in
order to comply, whether or not a protective order or
other similar order is obtained by Sponsor.

C. Subject to applicable legal and
regulatory requirements, Provider and Principal
Investigator agree to promptly return to Sponsor or
CRO, upon its request, all Confidential Information
obtained from Sponsor or CRO or belonging to
Sponsor pursuant to this Agreement; provided,
however, that Provider's legal counsel may retain one
copy of Confidential Information in a secure location
for purposes of identifying Provider's obligations under
these confidentiality provisions.

D. Provider and Principal Investigator
shall limit disclosure of Confidential Information
received hereunder to only those of its Study Staff who
are bound by a written agreement with terms
equivalent to or more stringent than this Agreement
and who are directly involved with the Study and only
on a need to know basis. Provider and Principal
Investigator shall advise its Study Staff upon disclosure
to them of any Confidential Information of the
proprietary nature thereof and the terms and conditions
of this Agreement and shall use all reasonable
safeguards to prevent unauthorized use or disclosure by
such Study Staff. Provider and Principal Investigator
shall be responsible for any breach of these
confidentiality provisions by its Study Staff.

E. Provider and Principal Investigator
acknowledge and expressly agree that any disclosure of

ziskal od Zadavatele, CRO nebo jejich
zastupcu (a Poskytovatel nebo Hlavni
zkousSejici mohou predchozi drzeni
téchto informaci fadné prokazat);
nebo
(iv) jsou publikovany v souladu
svyslovhymi  podminkami  této
Smiouvy .

B. Poskytovatel je opravnén zpfistupnit Davérné
informace Vv rozsahu pozadovém na zakladé pravniho
predpisu, nafizeni, pravidla, jednani nebo piikazu
statniho organu. Aby mohl Zadavatel usilovat o pravni
ochranu za ucelem omezeni nebo zabranéni zverejnéni
Davérnych informaci, oznami Poskytovatel nebo
Hlavni zkouSejici neprodlené Zadavateli a CRO, a to
pisemnou formou, je-li zvefejnéni Duvérnych
informaci v drzeni Poskytovatele nebo Hlavniho
zkousejiciho pozadovano na zakladé soudniho piikazu
nebo vladnim ufadem nebo spravnim ufadem, a
nasledné Poskytovatel nebo Hlavni zkousejici
zpiistupni pouze minimalni rozsah Duvérnych
informaci, jejichz zvetejnéni je pozadovano, aby tento
pozadavek splnili, a to bez ohledu na skutecnost, zda
Zadavatel ziska ¢i neziskd moznost pravni ochrany
pred takovym zvefejnénim.

C. Za podminek platnych pravnich
ptedpisi a regulatornich pozadavki Poskytovatel a
Hlavni zkousejici souhlasi, ze Zadavateli nebo CRO na
jeho Zadost vrati neprodlené veskeré Diveérné
informace, které jim Zadavatel nebo CRO poskytl,
nebo které Zadavateli nalezi podle této Smlouvy;
prdvni poradce Poskytovatele je vSak opravnén
ponechat si na bezpetném mist¢ jednu kopii
Duvémych informaci za téelem identifikovani
povinnosti Poskytovatele na zakladé téchto ustanoveni
o diveérnosti.

D. Poskytovatel a Hlavni zkouSejici
omezi zvefejnéni Diveérnych informaci ziskanych na
zékladg této Smlouvy pouze na ty své ¢leny Studijniho
personalu, ktefi jsou zavazani pisemnou smlouvou k
dodrzovani podminek rovnocennych nebo piisnéjsich,
nez jsou ty stanovené touto Smlouvou a ktefi jsou
ptimo zapojeni do Studie, a to pouze na ty informace,
které potiebuji znat. Poskytovatel a Hlavni zkousejici
budou informovat sviij Studijni personal pfi poskytnuti
Dtvérnych informaci o interni povaze informaci
a podminkdch této Smlouvy a pouZziji veSkera
pfiméfend  ochrannd  opatfeni, aby  zabranili
neautorizovanému vyuZiti nebo zvefejnéni Studijnim
personalem. Poskytovatel a Hlavni zkousSejici
odpovidaji za jakékoli poruSeni ustanoveni o
divérnosti informaci Studijnim personalem.

E. Poskytovatel a Hlavni zkousSejici
berou na védomi a vyslovné souhlasi, Ze jakékoli
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Confidential Information in violation of this
Agreement would be detrimental to Sponsor's business
and cause it irreparable harm and damage. In
accordance with applicable law and in addition to any
other rights and remedies provided herein, Sponsor
shall be entitled to seek equitable relief by way of
injunction or otherwise.

F. Provider shall neither disclose to
Sponsor nor induce Sponsor to use any secret or
confidential information or material belonging to
others, including other sponsors of other clinical trials.

10. Data, Publications and Other Rights

In recognition of the importance of
disseminating information relating to any novel or
important observations or results arising from the
Study and understanding that such need must be
balanced with Sponsor's obligations to maintain control
over Confidential Information as well as to comply
with appropriate rules and regulations, the parties
hereby agree to the following:

A. Principal Investigator and Provider
agree that all research data and results generated during
the course of the Study shall be the property of
Sponsor. Principal Investigator and Provider further
agree to execute any documents or undertake any
further actions if requested by Sponsor to evidence
transfer of title to such data and results.

B. Subject to the terms and conditions of
this Agreement, Provider and Principal Investigator
have the right to publish or publicly present the results
of the Study. Principal Investigator and Provider agree
not to publish or publicly present any interim results of
the Study. Principal Investigator and Provider further
agree to provide forty-five (45) days written notice to
Sponsor prior to submission for publication or
presentation to permit Sponsor to review drafts of
abstracts and manuscripts for publication (including,
without limitation, slides and texts of oral or other
public presentations and texts of any transmission
through any electronic media, e.g. any computer access
system such as the Internet, World Wide Web etc.,
collectively or individually a "Public Presentation™)
which report any results arising out of the Study.
Sponsor shall have the right to review and comment on
any Public Presentation.

C. No Public Presentation shall contain
any Confidential Information of Sponsor (as defined in
Article 9) which for the purposes of this Article 10
shall be deemed to not include the results of the Study

zvetejnéni Duvérnych informaci v rozporu s touto
Smlouvou poskodi podnikatelskou ¢innost Zadavatele
a zpusobi mu nenapravitelnou ujmu. V souladu
S platnymi pravnimi piedpisy a nad ramec jinych prav a
opravnych prostiedkti zde stanovenych je Zadavatel
opravnén usilovat o spravedlivy opravny prostredek
prostfednictvim pfedbézného opatfeni nebo jinym
zpusobem.

F. Poskytovatel Zadavateli neposkytne,
ani jej nebude navadét, aby pouzival tajné nebo
divérné informace nebo materidly nalezejici jinym
osobam nebo jinym zadavatelim jinych klinickych
studi.

10. Udaje, publikace a dalsi prava

Uznévajice  dilezitost Sifeni  informaci
souvisejicich s jakymkoli novym nebo dilezitym
pozorovanim nebo vysledkem vyplyvajicim ze Studie a
chapajice, ze takovato potieba musi byt vyvazovana se
zavazky Zadavatele zachovat kontrolu nad Davérnymi
informacemi a dodrZovat ptislusna pravidla a nafizeni,
dohodly se timto smluvni strany nasledovné:

A Hlavni zkouSejici a Poskytovatel
souhlasi, ze veSkeré vyzkumné udaje a vysledky
ziskané v prubéhu Studie budou majetkem Zadavatele.
Hlavni zkousejici a Poskytovatel dale souhlasi, ze
vyhotovi jakékoli dalsi dokumenty a uskutecni jakékoli
dalsi opatieni, pokud bude vyzadovano Zadavatelem za
ucelem zdokladovani prevodu prav k témto udajim a
vysledkim.

B. Za podminek této Smlouvy maji
Poskytovatel a Hlavni zkousSejici pravo zvetejnit Ci
vefejné prezentovat vysledky této Studie. Hlavni
zkousejici a Poskytovatel souhlasi, Ze nezvefejni ani
nebudou vefejné publikovat jakékoliv predbézné
vysledky této Studie. Hlavni zkousejici a Poskytovatel
dale souhlasi, ze poskytnou Zadavateli
pétactyficetidenni  (45) pisemné oznameni pied
predloZenim materialli ke zvefejnéni ¢i publikaci, aby
umoznili Zadavateli provést revizi navrhi vytaht a
rukopistt k publikaci (mimo jiné vcetné diapozitivi
(slides) a textG ustnich nebo jinych vefejnych
prezentaci a text pro elektronickd média, napf.
pocitacové pristupové systémy jakymi jsou Internet,
World Wide Web, atd. (dale souhrnné nebo jednotlive
jen ,Vefejna prezentace®), které obsahuji vysledky
vyplyvajici ze Studie. Zadavatel je opravnén

kontrolovat Vefejné prezentace a podat knim
komentar.
C. Zadnd Vefejna prezentace nebude

obsahovat Divérne informace Zadavatele (definované
v Clanku 9), coz pro ucely tohoto Clanku 10 znamena,
ze nebude zahmovat vysledky Studie nebo data
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or data generated pursuant to the Study. If the parties
disagree concerning the accuracy and appropriateness
of the data analysis and presentation, and/or
confidentiality of Sponsor's Confidential Information,
Provider and/or Principal Investigator agree to meet
with Sponsor's representatives at the clinical Study site
or as otherwise agreed, prior to submission of a Public
Presentation, for the purpose of making good faith
efforts to discuss and resolve any such issues or
disagreement. At Sponsor's request, Sponsor shall be
acknowledged as one of many or as the sole financial
Sponsor, as the case may be, of the Study reported in
the Public Presentation.

D. To the extent that the Provider's
participation in the Protocol is a part of a multi-center
study, Provider and Principal Investigator agree that an
initial Public Presentation of their results shall occur
only together with the other sites unless specific written
permission is obtained in advance from Sponsor for
Public Presentation of separate results. Sponsor shall
advise as to the implications of timing of any Public
Presentation in the event clinical trials are still in
progress at sites other than the Provider's and any
provider participating in a multi-center study shall
follow the Public Presentation review procedures set
forth in this Article. Provider and Principal Investigator
may publish their results in accordance with this
Agreement if a joint publication is not completed
within eighteen (18) months after completion of the
Study at all Study sites and locking of the database.

E. If Sponsor believes there is patentable
subject matter contained in any Public Presentation
submitted for review; Sponsor shall promptly identify
such subject matter to Provider. If Sponsor requests
and at Sponsor's expense, Provider shall use its best
efforts to assist Sponsor to file a patent application
covering such subject matter with the United States
Patent and Trademark Office or through the Patent
Cooperation Treaty prior to any publication. Sponsor
shall have the right to delay publication or presentation
of any Public Presentation for a period not to exceed
ninety (90) days after the initial review period if
publication or presentation of such Public Presentation
would affect Sponsor’s ability to obtain patent
protection for any invention.

F. Provider is granted the right, subject to
the provisions of this Agreement, to use the results of
the Study provided by Provider under this Agreement,
including but not limited to, the results of tests and any
raw data and statistical data generated therefrom, for its
own internal teaching and research purposes.

vytvofend na zaklad¢ Studie. Jestlize se strany
nedohodnou, pokud jde o presnost a vhodnost analyzy
dat a prezentace anebo divérny charakter Divérnych
informaci Zadavatele, Poskytovatel anebo Hlavni
zkouSejici souhlasi, ze se pred predlozenim Veiejné
prezentace setkaji se zastupci Zadavatele v misté
provadéni klinické Studie nebo jiném dohodnutém
misté a v dobré vife se pokusi prodiskutovat a vyfesit
tyto otazky a nesoulady. Na zadost Zadavatele bude
Zadavatel uznan jako jeden z mnoha Zadavatelti nebo
jako vyhradni financujici Zadavatel Studie uvedené ve
Vefejné prezentaci.

D. V piipadé, Ze tiGast Poskytovatele na
Protokolu je soucasti multicentrického klinického
hodnoceni, Poskytovatel a Hlavni zkousejici souhlast,
7ze Uvodni Vefejnd prezentace jejich vysledkl se
uskutecni pouze spole¢né s ostatnimi centry, ledaze
Zadavatel poskytne predem zvlastni pisemné povoleni
k uskutenéni  Vefejné prezentace samostatnych
vysledkdi. Zadavatel bude informovat o casovych
aspektech jakékoliv Vefejné prezentace v pripadé, ze
klinicka hodnoceni stale probihaji na mistech, ktera
nejsou soucasti Poskytovatele, a v§ichni poskytovatelé
ucastnici se multicentrické studie jsou povinni
dodrzovat postupy pro Vefejné prezentace stanovené
v tomto Clanku. Poskytovatel a Hlavni zkousejici jsou
opravnéni publikovat své vysledky v souladu s touto
Smlouvou, pokud nebude dokoncena spolecna
publikace do osmnécti (18) mesici po ukonceni této
Studie na vSech mistech, kde je Studie provadéna a po
uzavieni databaze.

E. Pokud se Zadavatel domniva, ze
kterakoli Vefejna prezentace predlozena ke kontrole
obsahuje = patentovatelny  pfedmét,  Zadavatel
neprodlené uvédomi Poskytovatele o tomto predmétu.
Na zadost a naklady Zadavatele vynalozi Poskytovatel
své maximalni Gsili, aby pomohlo Zadavateli podat
prihlasku vynalezu tykajici se tohoto predmétu u
Patentového ufadu Spojenych stathi americkych, nebo
prostfednictvim Smlouvy o spolupraci na patentu
(Patent  Cooperation Treaty) pied jakymkoli
zvefejnénim. Zadavatel ma pravo pozdrzet zverejnéni
nebo prezentaci jakékoliv Vetejné prezentace na dobu
nepiesahujici devadesat (90) dnti po Givodni kontrole,
jestlize zvefejnéni nebo prezentace takové Vefejné
prezentace by ovlivnila moznost Zadavatele ziskat
patentovou ochranu pro jakykoliv vynalez.

F. Poskytovateli je poskytnuto pravo, za
podminek této Smlouvy, vyuzivat vysledky Studie
poskytnuté Poskytovatelem podle této Smlouvy, a to
naptiklad  vcetné¢ wvysledki testd, jakychkoliv
nezpracovanych udaju a statistickych dat ziskanych
v této souvislosti, a to pro vlastni vyukové a vyzkumné
ucely.
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G. The parties acknowledge that this Agreement is a
mandatorily published contract pursuant to Act No.
340/2015 Coll. (the Act on the Contract Register). The
parties have agreed that publication of this Agreement
in the Contract Register pursuant to Section 5 par. 1 of
this Act shall be performed by the Provider without
undue delay, however not later than 20 days after its
conclusion. Without undue delay CRO shall deliver to
Provider the Sponsor approved final version of
documents (with redaction) which are subject of
publication. Neither Sponsor nor Principal Investigator
shall be authorized to publish this Agreement, unless
Provider does not do it within required deadline (as set
forth above). In such a case CRO will take the
responsibility for publication and for delivery of
confirmation to other parties.

H. The Provider is further obliged to fulfill the
conditions necessary for delivery of a confirmation of
the publication by the Register administrator also to the
other parties.

I. The parties understand that the information
constituting business secrets of parties and other
information that is not subjected to the obligation of
disclosure, is redacted before the Agreement is sent for
publication. Therefore, the parties agree that before
publication Sponsor and CRO shall ensure protection
of personal data (including given name, surname, any
type of ID numbers, birthdates, addresses, telephone,
bank accounts, etc.) of any individual referred to in the
Agreement in accordance with the applicable privacy
laws and blind, in particular and if applicable, the
number of the Study subjects and planned Study start
and completion dates set forth in the Agreement as well
as any confidential information of the Sponsor and/or
relating to the Study set forth in the Study Protocol and
the Study Budget, which form integral parts of the
Agreement, and/or in the Sponsor’s clinical trial
insurance policy (if and insofar as the insurance policy
forms part of the Agreement).

11. Clinical Supplies

As applicable for the Protocol, Sponsor shall
make available sufficient quantities of Study Drug free
of charge to carry out the Study, it being understood
that Provider and Principal Investigator shall take
responsibility for and reasonable steps to maintain
appropriate records and assure appropriate supply,
handling, storage, distribution and usage of the Study
Drug and any other Sponsor or CRO provided
materials, including but not limited to equipment, in
accordance with the Protocol and any applicable laws
and regulations relating thereto. Provider and Principal
Investigator will not use for any other purpose or
conduct any other research activities with the Study
Drug provided under this Agreement or the materials
provided under this Agreement than that stated in the

G. Strany berou na védomi, Ze tato smlouva musi byt
dle zakona 340/2015 Sb. (O registru smluv) povinné
publikovana. Strany souhlasi, ze zvefejnéni této
smlouvy v registru smluv dle sekce 5, odstavec 1
tohoto zdkona provede Poskytovatel bez zbyte¢ného
odkladu, avsak ne vice jak 20 dni po jejim uzavfeni.
CRO poskytne Poskytovateli bez zbytecného odkladu
kone¢nou verzi dokumenti uréenych ke zvefejnéni
schvalenych Zadavatelem (v redigované podob¢). Ani
Zadavatel ani Hlavni zkouSejici nejsou opravnéni
zvefejnit tuto smlouvu, pokud tak Poskytovatel neucini
ve stanoveném terminu (jak je uvedeno vyse). V
takovém piipadé CRO prevezme odpovédnost za
zvefejilovani a za doruceni potvrzeni dal$im stranam.

H. Poskytovatel je dale povinnen splnit podminky
nezbytné pro doruceni potvrzeni o zvefejnéni ze strany
spravce registru take dal$im stranam.

I. Strany rozumi, ze informace tvofici obchodni
tajemstvi stran a dalSi informace, které nejsou
podrobeny povinnosti zvefejnéni, jsou redigovany
ptedtim, nez je smlouva odeslana ke zvefejnéni. Z
tohoto divodu se strany dohodly, Ze pted zvetejnénim
musi Zadavatel a CRO zajistit ochranu osobnich udaji
(zahrnujici kiestni jméno, piijmeni, jakykoliv typ
identifikac¢nich Cisel, data narozeni, adresy, telefonni
Cisla, bankovni ucéty, atd.) kazdého jednotlivce
uvedeného ve smlouve v souladu s platnymi zdkony na
ochranu soukromi a zaslepi, zejména a pokud se tyka
poctu Subjektti hodnoceni, planovaného data zacatku a
konce Studie stanovené ve smlouvé, jakoz I vSechny
daverné informace Zadavatele a/nebo vztahujici se ke
Studii uvedené v protokolu studie, a rozpocet studie,
které tvoii nedilnou soucast smlouvy, a/nebo podminek
pojisténi klinickych studii Zadavatele (tehdy a do té
miry, do jaké jsou podminky pojisténi klinickych
studiji soucasti Smlouvy).

11. Klinické dodavky

Tak jak se pouzije pro Protokol, Zadavatel
zajisti dostateCné mnozstvi Hodnoceného 1é¢ivého
ptipravku zdarma za ucelem realizace Studie. Tim je
rozuméno, ze¢ Poskytovatel a Hlavni zkouSejici
odpovidaji za a pfijmou piiméfené kroky k uchovani
pfislusnych zaznamt a zajisti piislusné dodani,
manipulaci, skladovani, distribuci a  pouziti
Hodnoceného 1é¢iva a jakychkoliv jinych Zadavatelem
nebo CRO poskytnutych materiali, véetné ale nikoliv
pouze zaiizeni, vsouladu sProtokolem a vSemi
prislusnymi platnymi pravnimi pfedpisy tykajicimi se
téchto Cinnosti.  Poskytovatel a Hlavni zkousejici
nepouziji za jinym Gc¢elem nebo pro uskutecnéni jinych
vyzkumnych c¢innosti Hodnocené 1éCivo poskytnuté
podle této Smlouvy nebo materialy poskytnuté podle
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Protocol. All unused Study Drug and Sponsor or CRO
provided materials will be returned to Sponsor or CRO
by Provider or Principal Investigator at the conclusion
of the Study, or upon earlier termination of this
Agreement, unless written authorization to destroy or
retain them is given by Sponsor or CRO. If
authorization to destroy unused Study Drug or Sponsor
or CRO provided material is given, Provider or
Principal Investigator shall provide Sponsor or CRO
with documentation of the method of destruction.
Sponsor shall own all right, title and interest in any and
all material purchased or provided at the expense of
Sponsor under this Agreement.

Provider and/or Principal Investigator shall
secure that the disposing of the Study Drug is in full
compliance with the applicable legal regulations and
guidelines of good pharmacy practice as laid down in
Decree No. 84/2008 Coll. For this purpose Provider
and/or Principal Investigator shall enter into a legally
binding agreement with an appropriately qualified
pharmacist/pharmacist assistant or a pharmacy and/or
take any other appropriate measures. In this
connection, Provider and/or Principal Investigator shall
provide Sponsor or CRO with at least the name and
address of the pharmacist/pharmacist assistant or
business name and address of the pharmacy, including
name of a leading pharmacist, as appropriate, no later
than 15 days before the commencement of the Study at
the Provider. Sponsor or CRO may use the provided
information only for the purpose of the Study.

12. Indemnification and Insurance

A. Sponsor  shall indemnify,
defend and hold harmless Provider, its
trustees, officers, agents, employees and
Principal Investigator, (and any named co-
investigator) (collectively “Indemnitees™) in
accordance with the indemnification letter
signed by Sponsor for the Protocol.

B. Notwithstanding  the  foregoing,
Sponsor shall have no indemnification obligation or
liability, and Provider hereby acknowledges and agrees
that it shall not seek any damages or other
compensation from Sponsor, its parent corporation,
subsidiaries, affiliates, officers, directors, agents, and
employees for loss or damage resulting from:

Q) failure of Indemnitees to adhere to the
terms and provisions of this
Agreement, the Protocol or agreed
amendments thereto or Sponsor's
written recommendations and

této Smlouvy, nez jak je stanoveno v Protokolu.
Poskytovatel nebo Hlavni zkousejici vrati Zadavateli
nebo CRO veskeré nevyuzit¢é Hodnocené 1éCivo a
Zadavatelem nebo CRO poskytnuty material pii
ukonc¢eni Studie nebo pfi predCasném ukonceni této
Smlouvy, ledaze Zadavatel nebo CRO poskytne
pisemné opravnéni k jejich likvidaci ¢i ponechéni.
Pokud bude vydano opravnéni k likvidaci nepouzitého
Hodnoceného lé¢iva nebo Zadavatelem nebo CRO
poskytnutého materiélu, poskytne Poskytovatel nebo
Hlavni zkousejici Zadavateli nebo CRO dokumentaci
zpusobu jejich likvidace. Zadavatel je drzitelem
veSkerych prav, tituli a narokd k jakémukoliv
materialu  zakoupenému nebo poskytnutému na
naklady Zadavatele na zéklad€ této Smlouvy.

Poskytovatel a/nebo Hlavni zkousejici
zajisti, Ze mnakladani s Hodnocenym 1é¢ivym
piipravkem bude pIlné¢ v souladu s piislusnymi
pravnimi predpisy a smérnicemi pro spravnou
1ékarenskou praxi, jak je tato stanovena vyhlaskou ¢.
84/2008 Sb. Za timto ucelem Poskytovatel a/nebo
Hlavni zkouSejici uzavie pravné zavaznou smlouvu
S nalezité kvalifikovanym farmaceutem/
farmaceutickym asistentem nebo lékarnou a/nebo
pfijme jinda vhodnad opatfeni. V této souvislosti je
Poskytovatel a/nebo Hlavni zkousejici povinen sdélit
Zadavateli nebo CRO alespont jméno a adresu
bydlist¢ farmaceuta/farmaceutického asistenta nebo
nazev a adresu lékarny, vcetné jména vedouciho
lékarnika, a to nejpozdeji 15 dnli pred zahdjenim
Studie u Poskytovatele. Zadavatel nebo CRO smi
pouzit sdélené informace pouze pro ucely Studie.

12. Odskodnéni a pojisténi

A. Zadavatel odskodni, bude hajit a kryt
Poskytovatele, jeho spravce, funkcionafe,

zastupce, zaméstnance a Hlavniho
zkouSejictho  (a vSechny  jmenované
zkousejici)  (spole¢né¢ ,,0Odskodiiovani®)
Vv souladé se Zavazkem  odskodnéni

podepsanym Zadavatelem pro Protokol.

B. Bez ohledu na vyse uvedené,
Zadavatel nebude mit zadnou povinnost nebo
odpovédnost poskytnout odskodnéni a Poskytovatel
timto uzndva a souhlasi, Ze nebude vymahat zadnou
nahradu skody nebo jinou kompenzaci od Zadavatele,
jeho matetfské spoleCnosti, dcefiné spolecnosti,
pridruzené spolecnosti, funkcionar, ¢lend
predstavenstva, zastupcli a zaméstnancl za veSkeré
ztraty a Skody vyplyvajici z:

0] poruseni povinnosti Odskodiovanych
dodrzovat podminky a ustanoveni této
Smlouvy, Protokolu nebo jeho
sjednanych dopliikli, nebo pisemna
doporuceni a instrukce Zadavatele
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instructions relative to the
administration and use of any drug
substances involved in the Study,
including, but not limited to, the Study
Drug, any comparative drug and any
placebo;
(i) failure of Indemnitees to comply with
all applicable laws and regulations,
including the International Conference
on Harmonisation of Technical
Requirements for Registration of
Pharmaceuticals for Human Use
Good Clinical Practice: Consolidated
Guideline and other  generally
accepted standards of good clinical
practice;

failure of Indemnitees to render
professional service or to conduct the
Study in a normal, prudent manner; or

(iii)

(iv) negligent act or omission or willful
misconduct by Indemnitees related to
the performance of services under this

Agreement.

C. The Provider declares insurance
coverage as required by applicable law covering
liability for damage associated with health care
provided and shall maintain this insurance active
through the entire duration of the Study. Upon request
of Sponsor, copies of certificates evidencing such
insurance coverage will be made available to Sponsor.
Provider and/or Principal Investigator shall provide
thirty (30) days' prior written notice to Sponsor or CRO
in the event of cancellation or any material change in
such insurance. To exclude any doubt, it is understood
that the Insurance contract of the Institution is not
Insurance contract fot the Study.

D.  Sponsor ensures that prior to the
commencement of the Study, a liability insurance
policy for damages pursuant to 852 paragraph 3 (f) of
the Act on Pharmaceuticals and other applicable
regulations is in place for the Sponsor and the
Investigator, accordingly covering damages in the
event of the death or other injury of a Study subject
occurring as a result of the implementation of the Study
in accordance with the Protocol.. Copy of such
insurance is attached to the Agreement as Exhibit H.

13. Inventions and Patents

The sole and exclusive right to any inventions,
discoveries or innovations, whether patentable or not,

tykajici se podavani a uzivani
kterékoliv  1écivé latky zahrnuté
vramci této Studie, a to naptiklad
véetné Hodnoceného 1é¢ivého
prostfedku, jakéhokoli srovnavaciho
1é¢iva nebo placeba;
(i1) poruseni povinnosti Odskodiiovanych
jednat  vsouladu s pfislusnymi
pravnimi predpisy a nafizenimi,
véetné Mezinarodni konference o
harmonizaci technickych pozadavka
na registraci humannich 1éCivych
pripravkti Spravna klinickd praxe:
Konsolidovand smérnice a dalSimi
obecné  akceptovanymi  zasadami
spravné klinickeé praxe;
(i)  poruseni povinnosti Odskodnovanych
poskytovat profesionalni sluzby nebo
provést Studii béznym, obezfetnym
zptisobem; nebo
(iv) nedbalostni jednani, opomenuti nebo
uamyslné nespravné chovani
Odskodnovanych v souvislosti
Splnénim sluzeb na zakladé této
Smlouvy.

C. Poskytovatel prohlasuje, Ze pojisténi,
tak jak to vyzaduji platné zakony tykajici se
odpovédnosti za Skodu v souvislosti s poskytovanim
zdravotni péce, je zabezpeCené aZe toto pojisténi
bude udrzovat v platnosti po celou dobu trvani
Studie. Na Zzadost Zadavatele, predlozi kopie
osvedc¢eni prokazujici existenci tohoto pojisténi a tyto

zptistupni Zadavateli. V pfipadé zruseni anebo
jakékoli podstatné zmeény v tomto pojisténi
Poskytovatel a/nebo Hlavni zkousejici doruci

Zadavateli nebo CRO pisemné oznameni tficet (30) dni
pfedem. Pro vylouceni vSech pochybnosti se rozumi,

7ze pojistna smlouva Instituce neni pojistnou
smlouvou pro klinické hodnoceni.
D. Zadavatel zajisti, ze pfed zahajenim

Studie bude pro ného jako Zadavatele a Hlavniho
zkousejiciho uzavieno pojisténi odpovédnosti za
Skodu ve smyslu § 52 odst. 3 pism. f) zdkona o
1écivech a dalSich platnych predpisi, které bude
pokryvat odSkodnéni v piipadé smrti nebo jiného
zranéni  subjektli  hodnoceni  vyskytnuvsi se
v dasledku provadéni Studie v souladu s Protokolem.
Kopie takového pojisténi je ptilohou H této smlouvy.

13. Vynélezy a patenty

Vyhradni a exkluzivni prdvo na veskeré
vynalezy, objevy nebo inovace, at’ patentovatelné i
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arising from the performance of the Protocol and Study
under this Agreement, or otherwise arising out of use,
misuse or modification of the Study Drug provided
under this Agreement (the “Inventions”), shall be the
property of the Sponsor. Provider or Principal
Investigator will promptly notify Sponsor in writing of
any such Inventions, and at Sponsor's request and
expense Provider and Principal Investigator will cause
to be assigned to Sponsor all right, title and interest in
and to any such Inventions and provide reasonable
assistance to obtain patents, including causing the
execution of any invention assignment or other
documents.

14. Notice

Whenever any notice is to be given hereunder,
it shall be in writing and commercial overnight carrier
(return receipt requested) or personally delivered to the
appropriate party at the address indicated below, or at
such other place or places as either party may designate
in a written notice to the other. Notice shall be deemed
to have been received upon receipt.

To Provider: Thomayerova nemocnice, Videnska
800, 140 59 Praha 4, Czech Republic
Attn.; XXX

To Principal

Investigator: XXX

To CRO: COVANCE, INC. 206 Carnegie
Center Princeton NJ, 08540 USA
Attn.. XXX

To Sponsor: MERCK SHARP & DOHME

CORP., 1 Merck Drive, Whitehouse Station, New

Jersey 08889 USA
Attn.: XXX

15. Assignment

The rights and obligations of Provider and
Principal Investigator under this Agreement may not be
assigned or subcontracted to others without Sponsor’s
or CRO’s prior written consent and any attempted
assignment or delegation in violation hereof shall be
void. Provider and Principal Investigator shall ensure
that all third parties who provide services on behalf of
Provider or Principal Investigator comply with the
terms and conditions of this Agreement. Sponsor may
assign its rights and obligations under this Agreement
to an affiliated company without the prior consent of

nikoli, vyplyvajici z provadéni Protokolu a Studie na
zaklade této Smlouvy nebo jinak vyplyvajici z uzivani,
nespravného uzivani nebo modifikaci Hodnoceného
1éciva podle této Smlouvy (dale jen ,,Vynalezy*), bude
majetkem Zadavatele. Poskytovatel nebo Hlavni
zkousejici neprodlené¢ pisemné uvédomi Zadavatele o
vSech takovych Vyndlezech a na zddost a naklady
Zadavatele Poskytovatel a Hlavni zkousejici zajisti,
aby byla na Zadavatele pfevedena veskera prava, tituly
a naroky k témto Vynalezim a poskytne piiméfenou
spolupraci pii ziskavani patentl, véetné vyhotoveni
postupnich listin na vynéalezy nebo jiné dokumenty.

14. Oznameni

Jakékoli ozndmeni na zakladé této Smlouvy
bude ucinéno v pisemné formé a doruceno kuryrni
sluzbou (nezbytn¢ s doruCenkou) nebo osobng
ptislusné strané na nize uvedenou adresu, nebo na
takové jiné misto ¢i mista, které mtize kterakoliv strana
oznaCit v pisemném oznameni druhé smluvni strané.
Oznameni bude povazovano za dorucené pii piijeti.

Pro Poskytovatele: Thomayerova

nemocnice, Vidernska
800, 140 59 Praha 4,
Ceska republika K rukam

XXX
Pro Hlavniho zkousejictho: XXX
Pro CRO: COVANCE, INC. 206
Carnegie Center Princeton NJ, 08540
USA
Attn.. XXX

MERCK SHARP &
DOHME CORP.,, 1
Merck Drive,
Whitehouse Station, New
Jersey 08889 USA

K rukam: XXX

Pro Zadavatele:

15. Pievod (postoupeni)

Prava a povinnosti Poskytovatele a Hlavniho
zkousSejiciho podle této Smlouvy nesmi byt postoupeny
nebo  sub-kontraktovany dalsim osobam  bez
ptedchoziho pisemného souhlasu Zadavatele nebo
CRO a jakakoliv snaha o pfevod nebo preneseni pii
poruseni  tohoto  ustanoveni  bude neplatné.
Poskytovatel a Hlavni zkousejici zajisti, ze veSkeré
tieti  osoby  poskytujici  sluzby v zastoupeni
Poskytovatele nebo Hlavniho zkousejiciho vyhovuji
nalezitostem a podminkam této Smlouvy. Zadavatel je
opravnén pievést prava a povinnosti plynouci z této
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Provider or Principal Investigator (about which will
inform the Provider). Notwithstanding any such
assignment by Sponsor, Sponsor shall remain liable for
all of its obligations under this Agreement. CRO may
assign this Agreement to Sponsor without the prior
consent of Provider or Principal Investigator. Sponsor
is a third party beneficiary of CRO’s rights under this
Agreement and is entitled to share equally with CRO in
the ability to exercise such rights.

16. Applicable Law

A This Agreement shall be construed in
accordance with the laws of the Czech Republic.

B. The Contractual Parties undertake to
settle any possible differences or disputes resulting
from this Agreement preferably in an amicable manner.
Should an amicable solution not be attainable, any
conceivable disputes resulting from this Agreement
shall be resolved by ordinary courts of the Czech
Republic.

In the event of discrepancy between English and Czech
version of this Agreement, the Czech version shall
prevail and be decisive.

17. Publicity

No party shall use the name of another party
(or the name of Sponsor or any division or affiliated
companies) for promotional purposes without the prior
written consent of the party whose name is proposed to
be used. Except for Public Presentations under Article
10, no news release, publicity or other public
announcement, either written or oral, regarding this
Agreement or performance hereunder or results arising
from the Study, shall be made by Provider or Principal
Investigator without the prior written approval of
Sponsor.

18. Independent Contractor

It is agreed by the parties that Provider and
Principal Investigator are acting in the capacity of
independent contractors hereunder and not as
employees, agents or joint venturers of or with Sponsor
or CRO. Neither Provider nor Principal Investigator
shall have any authority to represent, bind or act on
behalf of Sponsor or CRO.

19. Agreement Modifications

Neither this Agreement nor the Protocol may
be altered, amended or modified except by written
document signed by the parties.

Smlouvy na pfidruzenou spole¢nost bez predchoziho
souhlasu Poskytovatele nebo Hlavniho zkousejiciho (o
této skutecnosti bude Poskytovatele informovat). Bez
ohledu na jakykoliv takovy pievod Zadavatelem, tento
bude nadale odpovédny za vSechny své zavazky
vyplyvajici z této Smlouvy. CRO je opravnéno pievést
tuto Smlouvu na Zadavatele bez ptedchoziho souhlasu
Poskytovatele nebo Hlavniho zkousejiciho. Zadavatel
je tfeti osobou opravnénou z prav CRO podle této
Smlouvy a je opravnén podilet se na uplatiiovani téchto
préav stejnym pomérem jako CRO.

16. Rozhodné pravo

A Tato Smlouva se fidi pravnim fadem
Ceské republiky.
B. Strany se zavazuji feSit vSechny

ptipadné rozpory nebo spory vyplyvajici ztéto
Smlouvy pfednostné smirnym zptusobem. Pokud by
nebylo mozné dosdhnout smirného fteSeni, budou
vSechny piipadné spory vyplyvajici ztéto Smlouvy
feseny piislusnymi soudy Ceské republiky.

V ptipadé rozporu mezi anglickou a ceskou verzi
této smlouvy ma prednost a je rozhodujici verze
Ceska.

17. Publicita

Zadna strana nepouZije ozna¢eni druhé strany
(nebo oznaceni Zadavatele nebo kterékoli divize nebo
pfidruzené spolecnosti) k propagacnim tucelim bez
ptedchoziho pisemného souhlasu té strany, jejiz
oznaceni ma byt pouzito. S vyjimkou Vefejnych
prezentaci podle Clanku 10 neucini Poskytovatel nebo
Hlavni zkousejici bez predchoziho pisemného souhlasu
Zadavatele 7adné tiskové prohlaseni, zvetejnéni nebo
jiné verejné prohlaseni, at’ pisemné nebo Ustni, tykajici
se této Smlouvy nebo plnéni na zakladé této Smlouvy
nebo vysledkl vyplyvajicich ze Studie.

18. Nezavislé smluvni strany

Strany se dohodly, Zze Poskytovatel a Hlavni
zkousejici jednaji podle této Smlouvy jako nezavislé
smluvni strany a nikoli jako zaméstnanci, zastupci i
spole¢né podniky Zadavatele nebo CRO. Poskytovatel
ani Hlavni zkouSejici nemaji jakoukoliv pravomoc
zastupovat Zadavatele nebo CRO, zavazovat jej ¢i
jednat v jeho zastoupeni.

19. Zmény Smlouvy

Smlouva ani Protokol nemiize byt ménén,
doplnén nebo modifikovan jinym zptsobem nez na
zakladé  pisemného  dokumentu  podepsaného
smluvnimi stranami.
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20. Severability

If any term or condition of this Agreement, the
deletion of which would not adversely affect the receipt
of any material benefit by a party hereunder, shall be
held illegal, invalid or unenforceable, the remaining
terms and conditions of this Agreement shall not be
affected thereby and such terms and conditions shall be
valid and enforceable to the fullest extent permitted by
law.

21. No Waiver

Failure on the part of a party to exercise or
enforce any right conferred upon it hereunder shall not
be deemed to be a waiver of any such right nor operate
to bar the exercise or enforcement thereof at any time
or times thereafter.

22. Combating Bribery of Public Officials

Provider and Principal Investigator agree that
they will not make any payment, either directly or
indirectly, of money or other assets (collectively
“Payment”) to any Government Official (as defined
below) if such Payment is for the purpose of
influencing decisions or actions with respect to the
subject matter of this Agreement or any other aspect of
Sponsor’s business. “Government Official” means (i)
any officer or employee of a government, or of a public
international organization, (ii) any person acting in an
official capacity for or on behalf of any such
government or public international organization, and
(iii) any official of a political party or candidate for
political office. Provider will report any violation of
the requirements of this Article to Sponsor immediately
and agrees to make all relevant records and other
documentation relating to a violation available for
Sponsor and its representatives review.

23. Force Majeure

Noncompliance by a party with the obligations
of this Agreement due to force majeure, (laws or
regulations of any government, war, civil commotion,
destruction of production facilities and materials, fire,
flood, earthquake or storm, labor disturbances, shortage
of materials, failure of public utilities or common
carriers), or any other causes beyond the reasonable
control of the applicable party, shall not constitute
breach of this Agreement and such party shall be
excused from performance hereunder to the extent and
for the duration of such prevention, provided it first
notifies the other party(ies) in writing of such
prevention and that it uses its best efforts to cause the
event of the force majeure to terminate, be cured or

20. Oddélitelnost

Pokud bude kterékoliv ustanoveni nebo
podminka ve Smlouvé, jejiz vypuSténi nepfiznive
neovlivni pfijeti vyznamné vyhody stranou této
Smlouvy, povazovana za protipravni, neplatnou nebo
nevynutitelnou, nebudou timto zbyvajici ustanoveni a
podminky v této Smlouvé ovlivnény a zdstanou
platnymi a vynutitelnymi v nejSirsi rozsahu
povolenym pravnimi predpisy.

21. Nevzdani se prava

Neuplatnéni nebo nevynuceni kteroukoliv ze
stran jakéhokoli prava ji poskytnutého nebude
povazovano za vzdani se takového prava, ani nebude
predstavovat zékaz uplatnit nebo vynutit takové pravo
kdykoliv pozdé¢ji.

22. Boj proti korupci Verejnych funkcionara

Poskytovatel a Hlavni zkousejici souhlasi, zZe
neprovedou jakoukoliv vyplatu, ptimo nebo neptimo,
peneznich prostiedkil nebo jinych majetkovych hodnot
(spoleéné¢  ,Platba®)  jakémukoliv  Vefejnému
funkcionafi (jak je tento definovan nize), jestlize je
takova Platba ¢inéna za U€elem ovlivnéni rozhodovani
nebo jednani vztahujicimu se k pfedmétu této Smlouvy
nebo jakémukoliv jinému aspektu podnikatelské
¢innosti Zadavatele. Terminem ,,Vetejny funkcionai“
se rozumi (i) jakykoliv funkcionaf nebo zameéstnanec
vladni nebo vefejné mezinarodni organizace, (ii)
jakékoliv osoba jednajici v ufednim postaveni pro nebo
v zastoupeni  jakékoliv  vlddni nebo  vefejné
mezinarodni organizace a (iii) jakykoliv funkcionaf
politické strany nebo kandidat politického tradu.
Poskytovatel neprodlené oznami jakékoliv poruseni
pozadavkil obsazenych vtomto Clanku Zadavateli a
souhlasi stim, Ze zpfistupni Zadavateli a jeho
zastupcim ke kontrole veskeré relevantni zaznamy a
dalsi dokumentaci tykajici se poruseni.

23. Vyssi moc

Neplnéni zavazki této Smlouvy jednou ze
stran
z divodu vyS$i moci, (pravni piedpisy nebo nafizeni
jakéhokoliv statu, valka, obCanské nepokoje, zniceni
vyrobnich zafizeni a materiald, pozar, povoden,
zemétieseni nebo boufe, pracovni nepokoje, nedostatek
materidlu, vypadek vefejnych sluzeb nebo vetejnych
dopravcit), nebo jakychkoli jinych pfi¢in mimo ramec
ptfiméfené  kontroly pfislusné strany, nebude
predstavovat poruseni této Smlouvy a tato strana
nebude povinna plnit na zakladé¢ této Smlouvy
Vv rozsahu a po dobu nemoznosti plnit za pfedpokladu,
ze nejprve pisemné uvédomi druhou stranu (strany) o
nemoznosti plnéni a ze vynalozi maximalni usili, aby
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otherwise ended. zajistila ukonCeni udalosti vy88i moci, jeji napravu
nebo jiné ukonceni.
[The following space intentionally left blank.]
[Ndsledujici misto je zamérné ponechano prazdné]
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24. Entire Understanding

This Agreement, including any exhibits and
schedules hereto, constitutes the entire agreement
between the parties with respect to the subject matter
hereof. This Agreement supersedes and cancels all
previous agreements among the parties, written and
oral in respect of the subject matter hereof. In the
event of any inconsistency between this Agreement
and the attached Protocol XXX (Exhibit A), the terms
of the Protocol shall have precedence with respect to
Study subject care matters and the terms of this
Agreement shall have precedence with respect to all
other matters.

CRO and Sponsor through CRO declare that, in the
connection with the Study which is the subject of this
Agreement, they have not entered into and do not enter
into any other agreement (governing their mutual rights
and obligations without the involvement of the
Provider) with Principal Investigator or sub-
investigator. If such entering into Agreement occurs, it
will be considered as a breach of Agreement as per
paragraph 6 B of this Agreement.

Following Exhibits are integral part of this Agreement:

Exhibit A - protocol

Exhibit B — payment terms

Exhibit C — Permission of SUKL

Exhibit D — Approval of Ethics Committee

Exhibit E — template of informed consent form

Exhibit F - Mandate from the SPONSOR for the CRO
and empowerement of person signing on behalf of
CRO Research

Exhibit G — Certificate of Incorporation of CRO
Exhibit H — copy of insurance certificate

IN WITNESS WHEREOF, the parties have caused
this Agreement to be executed, by duly authorized
representatives, as of the last date written below.

THOMAYEROVA NEMOCNICE

BY/PODPIS

NAME/ JMENO doc. MUDr. Zden&k Benes, CSc.
TITLE/ TITUL feditel

DATE/ DATUM

24. Uplnost smlouvy

Tato Smlouva véetné jejich priloh a dodatk
ptedstavuje uplnou dohodu mezi stranami s ohledem
na predmét této Smlouvy. Tato Smlouva nahrazuje a
rusi vSechny predchozi smlouvy uzaviené mezi
stranami, pisemné nebo Ustni, tykajici se ptedmétu této
Smlouvy. V ptipadé jakékoli nesrovnalosti mezi touto
Smlouvou a pfipojenym Protokolem XXX (Pftiloha A),
budou urcujici podminky Protokolu, pokud jde
zélezitosti péfe o Subjekty hodnoceni, zatimco
podminky této Smlouvy budou urcujici ve vsech
ostatnich zalezitostech.

CRO a Zadavatel prostfednictvim CRO prohlasuji, ze
v souvislosti se Studii, kterd je pfedmétem této
Smlouvy, neuzavieli a neuzaviou bez ucasti
Poskytovatele s  Hlavnim  zkousejicim  ¢i
Spoluzkousejicimi zadnou dalsi smlouvu (upravujici
jejich vzajemnd prava a povinnosti). Pokud by
k takovému uzavieni doslo, bude to povazovano za
poruseni smlouvy dle odstavce 6 B této Smlouvy.

Nedilnou soucasti této smlouvy jsou nasledujici
prilohy:

Piiloha A — protokol

Piiloha B — platebni podminky

Piiloha C — povoleni SUKL

Ptiloha D — souhlasné stanovisko etické komise
Ptiloha E — vzor formulare informovaného souhlasu
Priloha F — povéfeni zadavatele pro CRO a
zplnomocnéni osoby podepisujici za CRO Research
Ptiloha G — vypis CRO z OR

Piiloha H — kopie pojistného certifikatu

NA DUKAZ TOHO smluvni strany zajistily, aby tato
Smlouva byla podepséna jejich fadné opravnénymi
zastupci a takto uzaviena k poslednimu z nize

uvedenych dat.

COVANCE INC

BY/ PODPIS

NAME/ JMENO XXX
TITLE/ TITUL XXX

DATE/ DATUM
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I have read and agree with the terms of this Agreement, including the Protocol, and that | will act and perform my
duties in the Study in accordance therewith, including but not limited to the assignment to Sponsor of any
proprietary rights relating to the Study results that | may otherwise have according to law. | hereby also confirm
that | agree to the processing, transfer and export of my personal data as described in this Agreement or the
Protocol.

Sezndmil jsem se a souhlasim s podminkami této Smlouvy, véetné Protokolu, a budu jednat a vykonavat své
povinnosti v ramci Studie vsouladu stémito podminkami, a to napiiklad vcetné postoupeni jakychkoliv
majetkovych prav Zadavateli tykajicich se vysledkt Studie, které by mné mohly nalezet v souladu s pravnimi
predpisy. Timto potvrzuji, Ze souhlasim se zpracovanim, pfedavanim a poskytovanim mych osobnich udajii do
zahrani¢i tak, jak jsou uvedeny Vv této Smlouveé nebo Protokolu.

XXX
Principal Investigator/ Hlavni zkousSejici

DATE/ DATUM

Version Date: 09Nov2012
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EXHIBIT A PRILOHA A



EXHIBIT B PRILOHA B



IVLOL VNI



KONECNY

SOUCET

CELKEM ¢ast A + East B - nezdareny screening + ¢ast C - celkovy rozpocet na pacienta

Maximalni souget K DISPOZICI na pacienta ze pfedpokladu, ze XXX patientt
dokoni vSechny studijni navstévy (Cést A - Postupy + Cést B - Nezdafené

+ Cast C - Naklady pracovisté)

8,784,685.00




EXHIBIT C PRILOHA C



EXHIBIT D PRILOHA D



EXHIBIT E PRILOHA E



EXHIBIT F PRILOHA F



EXHIBIT G PRILOHA G



EXHIBIT H PRILOHA H
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