CLINICAL TRIAL RESEARCH AGREEMENT
(For Use in the Czech Republic only in conjunction with
Principal Investigator Contract for Work)

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

FAKULTNI NEMOCNICE V MOTOLE, with its address at VV
Uvalu 84, Prague 5, Zip code: 150 06, companv 1D: 00064203.
Tax ID: CZ00064203. bank details

represented by JUDr. Ing.
Miloslav Ludvik, MBA, director
(hereinafter called "Institution™)

and

MERCK SHARP & DOHME CORP., with its address at 1
Merck Drive, Whitehouse Station, New Jersey 08889 USA,
represented by MERCK SHARP & DOHME, s.r.o., with its
address at Evropska 2588/33a, Prague 6, Zip code 160 00, ID:
284 62 564, tax ID: CZ28462564, registered in the Companies
Register maintained by the Municipal Court in Prague (Section
C, File No. 143294), represented by Piotr Miekus, Executive
Director (hereinafter called "Sponsor").

Preamble

Sponsor desires Institution to study the safety and/or
efficacy of MK-3475 (the "Study Drug") and Institution and
Principal Investigator are willing to perform certain clinical
trial research (the "Study").

The parties acknowledge and agree that the company
Merck Sharp & Dohme s.r.o., with its registered office at
Evropska 2588/33a, Prague 6, Postal Code 160 00,
identification number: 284 62 564, tax identification number:
CZ28462564 (hereinafter called the “Company”) shall perform
on behalf of MERCK SHARP & DOHME CORP., with its
registered office in Merck Drive, Whitehouse Station, New
Jersey 08889-0100, United States of America, Tax ID: 22-11
09 110 as the Sponsor with respect to the Study being
performed under this Agreement, all legal acts and other acts,
which are necessary, practical or appropriate in connection
with fulfillment of Sponsor's rights and obligations with respect
to the Study. The Company shall perform on behalf of Sponsor
all oral and written expressions of will, in particular, as well as
the Company shall take over all documents addressed to
Sponsor, while Institution and Principal Investigator agree that
all obligations of Institution and Principal Investigator towards
Sponsor, as results from this Agreement, shall be fulfilled to
the Company, as the Sponsor’s representative.

SMLOUVA O PROVEDENI
KLINICKEHO HODNOCENI
(Pro pouziti v Ceské republice pouze v kombinaci se Smlouvou
o dilo pro hlavniho zkou3ejiciho)

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

FAKULTNI NEMOCNICE V MOTOLE, se sidlem V Uvalu
84, Praha 5, PSC: 150 06. IC: 00064203. DIC: CZ00064203.
bankovni  spoieni

zastoupenou panem JUDr. Ing. Miloslavem
Ludvikem, MBA, teditelem
(dale jen "Zdravotnické zaiizeni™)

a

Spole¢nost MERCK SHARP & DOHME CORP., se sidlem 1
Merck Drive, Whitehouse Station, New Jersey 08889 Spojené
staty americké, zastoupend spole¢nosti MERCK SHARP &
DOHME, s.r.0., se sidlem Evropska 2588/33a, Praha 6, PSC.
160 00, IC: 284 62 564, DIC: CZ28462564, zapsanou V
obchodnim  rejstiiku vedeném Mestskym soudem v Praze
(oddil C vloZzka 143 294), jejimz jménem jednd pan Piotr
Miekus, jednatel, (dale jen ,,Zadavatel).

Preambule

Zadavatel m& zjem, aby Zdravotnické zafizeni
hodnotilo bezpe¢nost anebo G¢innost Hodnoceného lécivého
piipravku MK-3475 (dale také jen ,,Hodnocené Iécivo®) a
Zdravotnické zatizeni a Hlavni zkouSejici maji zajem proveést
pislusnou klinickou studii (dale jen ,,Studie).

Smluvni strany berou na veédomi a souhlasi, Ze
spole¢nost Merck Sharp & Dohme s.r.0., se sidlem Evropska
2588/33a, Praha 6, PSC 160 00, IC: 284 62 564, DIC:
CZ28462564, (dale jen ,Spole¢nost”), bude vykonavat,
v zastoupeni spole¢nosti MERCK SHARP & DOHME CORP,
se sidlem 1 Merck Drive, Whitehouse Station, New Jersey
08889-0100, Spojené staty americké, DIC: 22-11 09 110,
jako Zadavatele Studie provadéné na zakladé této Smlouvy,
veSkeré pravni a jiné Ukony, které jsou nutné, Ucelné nebo
vhodné v souvislosti s pInénim prav a povinnosti Zadavatele
této Studie. Spolecnost tak jménem Zadavatele bude zejména
¢init veSkeré Ustni nebo pisemné projevy vule, jakoZ i piebirat
veSkeré pisemnosti uréené Zadavateli, piicemZ Zdravotnické
zatizeni a Hlavni zkouSejici souhlasi s tim, Ze veSkeré
povinnosti vaci Zadavateli vyplyvajici z této Smlouvy budou
pinény vaci Spolecnosti jako z&stupci Zadavatele.
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The parties hereto agree as follows:

1. Scope of Work, place and time of Study conduct

A. The Institution and Principal Investigator shall
perform the Study in accordance witha 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 “A Randomized, Open Label, Phase Il Study of
Overall Survival Comparing Pembrolizumab (MK-3475)
versus Platinum Based Chemotherapy in Treatment Naive
Subjects with PD-L1 Positive Advanced or Metastatic Non-
Small Cell Lung Cancer (Kevnote 042)”, protocol number
MK-3475-042-Site Number (the "Protocol™) which is
attached as Exhibit A and incorporated into this Agreement by
reference. Institution certifies that, to its best knowledge, its
facilities and patient population are adequate to perform the
Study contemplated by this Agreement and the Protocol.
Institution 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”),
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.

B. The Studv shall be performed at Pneumoloav
department bv
(hereinafter called “Princinal Investiaator”).
Other investigator(s) shall be

C. It is expected that the Study will be performed from

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 Institution 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

Smluvni strany se dohodly nasledovné:

1. Rozsah &innosti, misto a doba provedeni Studie

A. Zdravotnické zatizeni a Hlavni zkousSejici provedou
Studii vsouladu s povolenim Statniho Ustavu pro kontrolu
léCiv, souhlasnym stanoviskem Etické komise, podminkami
této Smlouvy a kone¢ného znéni protokolu, a to vcetné
pfipadnych zmén a dopliki ucinénych vsouladu s touto
Smlouvou pro Studii nazvanou ,, Nezaslepené randomizované
klinické hodnoceni faze 3 srovnavajici Iécbu ptipravkem
MK3475 oproti standardni chemoterapii u diive nelé¢enych
pacientd s pokro¢ilym nemalobunéénym karcinomem plic
(Kevnote 42)”, ¢islo protokolu MK-3475-042—¢islo centra
(dale jen ,Protokol), ktery tvoti nedilnou soucast této
Smlouvy jako jeji Ptiloha A. Zdravotnické zatizeni osvédcuje,
Ze podle jeho nejlepSiho veédomi, jsou jeho zatizeni a populace
pacienta vhodné pro provedeni Studie ptedpokladané touto
Smlouvou a Protokolem. Zdravotnické zafizeni a Hlavni
zkouSejici souhlasi, Ze veSkeré aspekty této Studie budou
provedeny v souladu se vSemi piislusSnymi pravnimi predpisy
Ceskeé republiky, zejména zakonem &. 378/2007 Sh., o légivech
a 0 zmeénéch nekterych souvisejicich zakonu (zakon o lécivech)
(dale jen ,,Z&kon o lécivech”), zdkonem ¢&. 372/2011 Sh., o
zdravotnich sluzbach a podminkach jejich poskytovani, v
platném znéni, véetné provadécich predpisu k témto zdkontim
(zejména vyhlaSkou ¢. 226/2008 Sh., kterou se stanovi spravna
klinick& praxe a blizsi podminky klinického hodnoceni Iéciv),
Mezinarodni konferenci o harmonizaci technickych poZadavku
na registraci humannich lécivych piipravka Sprdvna klinicka
praxe: Konsolidovand smérnice (the International Conference
on Harmonisation of Technical Requirements for Registration
of Pharmaceuticals for Human Use Good Clinical Practice:
Consolidated Guideline) a dalsimi obecné akceptovanymi
zésadami spravné klinické praxe.

B. Studie bude provedena na Pneumoloaické Kklinice

(déle jen  "Hlavni zkouSeiici™.

bude/budou

DalSim/i  zkouSejicim/i

C. Prednoklada se. Ze Studie bude provedena v dobé& oc
do

2. Hlavni zkousejici

Hlavni zkouSejici odpovidd za fizeni a dohled nad
veSkerymi  Ukony souvisejicimi se  Studii v souladu
s Protokolem a touto Smlouvou. Hlavni zkouSejici a
Zdravotnické zatizeni poskytnou veskeré sluzby piedpokladané
touto Smlouvou prostiednictvim fadné pouceného a
zpusobilého Studijniho persondlu (jak je definovano nize)
majiciho dostatecnou kvalifikaci pro pInéni svérenych ¢innosti
a zajisti, aby veSkery Studijni personal (jak je definovano nize)
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the Protocol. “Study Staff” means (i) employees, officers, and
director of Institution, including without limitation the
Principal Investigator, and (ii) any agents, contractors or other
third parties approved by Sponsor in writing in accordance
with Article 15. In the event that Principal Investigator leaves
or is removed from the Institution, then Institution shall, within
ten (10) days of becoming aware of such departure by Principal
Investigator, provide written notice of such event to Sponsor.
Any successor to Principal Investigator must be approved, in
writing, by Sponsor 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). In addition to this
Agreement Sponsor will enter into a separate Contract for
Work with Principal Investigator, on the basis of which
remuneration to the Principal Investigator and Study Staff for
the performance of the Study shall be paid.

Institution represents and warrants that it will not use
in connection with the performance of the Study under this
Agreement, any individual who has been debarred pursuant to
any applicable laws or regulations of the Czech Republic, or
has been or who would be debarred under the United States
Federal Food, Drug and Cosmetic Act, or excluded from a
United States federal healthcare program.

Institution agrees to immediately inform Sponsor 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
Institution's knowledge, is threatened, relating to the debarment
of Institution 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 in writing if any such action, suit, claim,
investigation or legal or administrative proceeding is threatened
or commenced for Principal Investigator’s debarment.

Institution 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

spltioval podminky této Smlouvy a Protokolu. Terminem
“Studijni personal” se rozumi (i) zaméstnanci, funkcionaii a
feditel Zdravotnického zatizeni, véetné ale nikoliv pouze
Hlavni zkouSejici, a (ii) vSichni zastupci, smluvni partnefi nebo
dali tieti osoby pisemné schvalené Zadavatelem podle Clanku
15. Vptipadé, Ze dojde kukongeni pracovniho nebo
obdobného poméru Hlavni zkouSejici se Zdravotnickym
zatizenim, je Zdravotnické zatizeni povinno informovat
Zadavatele o této skutec¢nosti pisemné ve lhaté deseti (10) dni
ode dne, kdy se o této skutecnosti dozvédélo. Jakykoliv
nastupce Hlavni zkouSejici musi byt schvalen pisemné
Zadavatelem a od takového néstupce bude poZadovano
pristoupeni ke viem podminkam a naleZitostem Protokolu a
této Smlouvy a podepsani kazdého ztéchto dokumentu na
dukaz souhlasu (ackoliv nepodepsani téchto dokumenti
nezbavuje nastupce povinnosti dodrzovat veSkeré podminky a
nalezitosti Protokolu a této Smlouvy). Navic k této Smlouvé
uzavie Zadavatel s Hlavni zkouSejici samostatnou Smlouvu o
dilo, na z&klad¢ které bude Hlavni zkouSejici a Studijni
personal odménén za provedeni Studie.

Zdravotnické zatizeni prohlaSuje a zarucuje, Ze
nevyuZzije v souvislosti s provadénim Studie na zakladé této
Smlouvy, jakoukoliv osobu, které byl uloZen trest zakaru
¢innosti podle prislusnych pravnich piedpisi Ceské republiky,
nebo které byl uloZen trest zdkazu cinnosti na zaklade
Federalniho zékona Spojenych stati americkych o kontrole
potravin, lécivych pripravka a kosmetickych ptipravki (United
States Federal Food, Drug and Cosmetic Act) nebo ktera byla
vylou¢ena  z Federdlniho  programu  Spojenych  stati
americkych o péci o zdravi.

Zdravotnické zatizeni neprodlené oznami Zadavateli,
pokud podle jeho nejlepSiho veédomi je jak&koli osoba
poskytujici sluzby na zakladé této Smlouvy potrestana nebo
pokud bude projednavana ¢i bude hrozit jakakoli Zaloba, spor,
narok, Setteni nebo soudni ¢i spravni ftizeni tykajici
se potrestani Zdravotnického zatizeni nebo jakekoli osoby
poskytujici sluzby na zaklade této Smlouvy. Hlavni zkousejici
prohladuje a zarucuje, Ze vaci ni neb&Zi ani ji nehrozi zadna
Zaloba, spor, narok, Setfeni nebo soudni ¢i spravni fizeni,
pokud jde o jeji moZné potrestani a dale souhlasi, Ze bude
neprodlené pisemné informovat Zadavatele o kazdé takové
Zalobg, sporu, Setieni nebo soudnim ¢&i spravnim fizeni, které
bude hrozit ¢i bude zahajeno za Gcelem potrestani Hlavni
zkousejici.

Zdravotnické zatizeni zajisti, aby Hlavni zkouSejici
nebo dalsi piislusny Studijni persondl, jako jsou dalSi
zkousejici, wvyplnila osvédéeni a prohlaSeni tykajici se
finan¢nich z&jma nebo jinych konfliktt zajma, které se mohou
vztahovat ke Studii nebo Zadavateli. Pokud dojde ke zméné
informaci uvedenych ve formulati v prabéhu Studie nebo do
jednoho roku poté, kdy posledni subjekt dokon¢i Studii podle
Protokolu, Hlavni zkou3ejici a dalsi ptislusny Studijni personal
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change.

3. Project Monitor and Inspection Rights

A It is agreed that the project monitor(s) and
others designated by Sponsor 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:

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

(i) subject to applicable patient 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 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. Institution and Principal Investigator agree to
assist Sponsor in order to facilitate Sponsor's 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 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.

jsou povinni informovat Zadavatele o takové zméng.

3. Monitor projektu a pravo provést kontrolu

A Smluvni  strany  souhlasi, Ze  se
monitor/monitoti projektu a jiné osoby uréené Zadavatelem v
dohodnutou dobu béhem Studie a po primérenou dobu po
ukonceni nebo predc¢asném ukonceni Studie mohou dohodnout
s Hlavni zkouSejici nebo s osobou uréenou Hlavni zkousejici:

(1) na  prohlidce a  Kkontrole  zatizeni
Zdravotnického zaiizeni nezbytného
k provedeni této Studie, a to v ramci bézné
pracovni doby; a
(i) pii zohlednéni davérnosti informaci tykajicich
se pacientd, na prohlidce, auditu ¢i potizeni
kopii veSkerych Udaju a vysledkd cinnosti
souvisejicich se Studii provadénou na zaklade
této Smlouvy a na prohlidce a potizeni kopii
veSkerych (daju nezbytnych pro Zadavatele
za Ucelem potvrzeni, Ze Studie je provadéna
v souladu s Protokolem a v souladu se vSemi
poZadavky pravnich predpisi a natizeni,
vcetné Mezinarodni konference o harmonizaci

technickych ~ poZadavka na  registraci
huméannich  IéCivych  ptipravka  Spravna
klinickd praxe: Konsolidovana smérnice a
dalSimi obecné akceptovanymi z&sadami
spréavne klinickeé praxe.

B. Zdravotnické zatizeni a Hlavni zkouSejici

poskytnou Zadavateli souc¢innost, aby usnadnily zastupcim
Zadavatele prohlidku, kontrolu, audit a potizeni kopii
souvisejicich se Studii a aby umoZnily prosazeni prav
Zadavatele na zakladé Clanku 3.

C. Prabeh Studie a jeji vysledky mohou byt také
kontrolovany auditory uréenymi Zadavatelem; timto neni
dotéeno pravo kontroly ze strany opravnénych pracovniki
pislugnych statnich organti Ceské republiky.

D. Subjekty hodnoceni (pacienti) musi byt fadné
informovany o tom, Ze Gdaje o nich ziskané v pribéhu Studie
mohou byt pouZity a predloZeny ptisluSnym statnim organam.

4. Povoleni klinického hodnoceni a souhlasy subjekta
hodnoceni

A Pred zahajenim Studie zajisti Zadavatel
ziskani prislusného povoleni Statniho Ustavu pro kontrolu léciv
a souhlasné stanovisko piislusné Etické komise podle Zakona o
lécivech.
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B. Copies of the documents set out in paragraph
A of this Agreement shall be deposited in premises of the
Institution, forming a part of the documentation on the Study
maintained by the Principal Investigator.

C. At minimum  Study subjects shall participate
in the Study, enrolled by Principal Investigator, while it is
expected that  Study subjects will be enrolled into the Study.

D. 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.

E. Sponsor 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 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).

F. 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 E 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.

G. 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.

H. 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

B. Kopie dokumenti uvedenych v odstavci A
této Smlouvy budou uloZeny v prostorach Zdravotnického
zatizeni a budou tvorit soucast dokumentace o Studii
uchovavané Hlavni zkousejici.

C. Alesponn  Subjektt hodnoceni bude zatazeno
do Studie Hlavni zkouSejici, piicemz se piedpoklada, Ze do
Studie bude zarazeno  Subjekti hodnoceni.

D. Zatazeni Subjektt hodnoceni do Studie bude
mozné jen s jejich pisemnym informovanym souhlasem a po
jejich radném informovani v souladu se Zakonem o lécivech (u
nezletilych Subjektt hodnoceni a zletilych Subjektt hodnoceni
pravné nezpusobilych k vydani informovaného souhlasu jen po
fadném informovani a se souhlasem jejich rodici ¢i zakonnych
zéstupct). VyZzadani informovaného souhlasu od Subjektt
hodnoceni musi byt v souladu s pFislusSnymi pravnimi predpisy
Ceské republiky, Etickymi principy a Spravnou Klinickou
praxi.

E. Zadavatel zpracuje a piedd Hlavni zkousejici
navrh formulare pisemného informovaného souhlasu Subjektu
hodnoceni s U¢asti ve Studii, jehoZ souc¢asti bude informace pro
Subjekty hodnoceni (o povaze, vyznamu, dopadech a rizicich
Studie), pticemZ kone¢né znéni tohoto formulare bude
vysledkem dohody Zadavatele a Hlavni zkou3ejici
(informovany souhlas spolu s pisemnou informaci pro Subjekty
hodnoceni musi obsahovat naleZitosti stanovené platnymi
pravnimi predpisy CR).

F. Hlavni zkouSejici pred zarazenim Subjektu
hodnoceni do Studie poZada Subjekt hodnoceni v ptipadé jeho
souhlasu s Ugasti ve Studii o podpis dokumentu uvedeného
vodst. E tohoto Clanku, a to po predchozim rozhovoru se
Subjektem hodnoceni, béhem kterého bude mit Subjekt
hodnoceni moZnost porozumét cilam, rizikim a obtizim Studie
a podminkdm, za nichZ bude Studie probihat, a obdrzi
informaci o svém pravu kdykoli od Studie odstoupit, aniz by
mu proto byla zpasobena Ujma; Hlavni zkouSejici poskytne
Subjektu hodnoceni nebo jeho rodi¢am/zdkonnému zastupci
kopii podepsaného informovaného souhlasu, jehoZ soucasti
bude informace o Studii ur¢ena pro Subjekty hodnoceni.

G. Subjekty hodnoceni podepsany dokument o

souhlasu sucasti ve Studii musi byt uloZzen ve
studijni dokumentaci vedené u Hlavni zkouSejici.
H. V ptipadé, Ze se vyskytnou nové informace

vyznamné pro souhlas Subjektu hodnoceni s jeho Gcasti ve
Studii, musi Hlavni zkouSejici o téchto skute¢nostech Subjekt
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immediately inform  the about such

circumstances.

Study  subject

I 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.

J. Sponsor, Institution 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 become valid and
effective on the date it is signed by the parties, namely 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. If at any time Institution 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 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 Institution may terminate this
Agreement by giving thirty (30) days written notice to the other
parties. However, if the Study is a survival study then
Institution may terminate this Agreement only as it applies to
the requirement to enroll new subjects. In the event a thirty
(30) day natice period is determined by Institution 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 may terminate
this Agreement immediately.

hodnoceni neprodlen¢ informovat.

l. Pokud Hlavni zkouSejici v prubéhu Studie
zjisti, Ze Subjekt hodnoceni zatazeny do Studie nevyhovuje
jejim kritériim, okamZité o tom bude informovat Zadavatele a
po dohodé s nim jej ze Studie vyradi.

J. Zadavatel, Zdravotnické zatizeni a Hlavni
zkouSejici  jsou povinni zajiStovat vsouladu s platnymi
pravnimi predpisy CR prava Subjekti hodnoceni na fyzickou a
psychickou nedotknutelnost osobnosti, na soukromi a na
ochranu osobnich Udajt Subjektd hodnoceni zarazenych do
Studie.

5. Doba trvani Smlouvy

Tato Smlouva nabyva platnosti a G¢innosti dnem
jejiho podpisu smluvnimi stranami, a to posledniho dne
uvedeného na podpisové strané této Smlouvy a jeji G¢innost
bude trvat, ledaZe dojde k piedéasnému ukongeni podle Clanku
6, do doby uzavieni Studijni databdze a dokud Zadavatel
neobdrZi a neakceptuje veSkerou zavére¢nou dokumentaci
Studie poZadovanou podle Protokolu. Kdykoli bude mit
Zdravotnické zafizeni nebo Hlavni zkouSejici duavod se
domnivat, Ze Studie nebude zahajena nebo ukoncena v souladu
s puvodnim harmonogramem predpokladanym a
odsouhlasenym smluvnimi stranami, bude Zadavatel pisemné
informovan o davodech a délce dodate¢né poZzadované doby
pro zahajeni nebo dokonceni ¢innosti s tim, Ze Zadavatel bude
opravnén ukongit tuto Smlouvu v souladu s Clankem 6.

6. Ukonéeni a maximalni podet zaiazenych Subjekti
hodnoceni

A Zadavatel nebo Zdravotnické zatizeni je
opravnéno pisemné vypoveédet tuto Smlouvu s ticetidenni (30)
vypovédni Ihitou zacinajici ode dne jejiho doruceni dalSim
smluvnim stranam. Jestlize vSak Studie je studii vyhodnocujici
podminky pieZiti, je Zdravotnické zatizeni opravnéno ukoncit
tuto Smlouvu pouze v rozsahu, v jakém je stanoven poZadavek
na zarazeni noveho Subjektu hodnoceni. V piipadé, Ze
Zdravotnické zatizeni nebo Zadavatel sdéli, Ze vypovédni Ihuta
v délce triceti (30) dni je nedostate¢né dlouha doba na
vyhodnoceni rizik pro zarazené Subjekty hodnoceni, kterym je
podavan Hodnoceny léc¢ivy pripravek, budou smluvni strany
spolupracovat na tom, aby byla bezpeéné ukoncena lécha
téchto subjekta timto lé¢ivem v pribéhu vzajemné dohodnuté
doby, ale vZ&dném piipadé nebude z&vazek Zadavatele
dodavat Hodnoceny lécivy piipravek podle této Smlouvy trvat
déle nez ptimétenou dobu. Bez ohledu na vySe uvedené,
v ptipadé, kdy bude Zadavatel nazoru, Ze okamzité ukonceni
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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:

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

(i) Institution shall return to Sponsor all unused

Sponsor provided materials, including but not

limited to, Study Drug and equipment (unless

written authorization to retain or destroy them
is given by Sponsor in which case Institution
shall comply with the applicable provisions of

Article 11 hereof);

(i) except in the event of termination because of a

material breach by Institution or Principal

Investigator, and unless otherwise specified in

writing between the parties, the total sums

payable by Sponsor 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 by Sponsor under
the terms of this Agreement being refunded to

Sponsor;

in the event of termination as a result of a
material breach by Institution or Principal
Investigator, the parties agree to make a good
faith effort to reach agreement to compensate
Institution for actual work performed in
accordance with the Protocol to date of notice
of termination; and

(iv)

(V) Institution and Principal Investigator shall
return to Sponsor all Confidential Information

Smlouvy je nezbytné vzhledem k jeho vyhodnoceni rizik pro
zatazené Subjekty hodnoceni, je Zadavatel opravnén ukoncit
tuto smlouvu s okamZitou U¢innosti.

B. Kterakoliv ze stran je opradvnéna ukongit tuto
Smlouvu pisemnou vypovédi s okamZitou Ucinnosti doruc¢enou
druhé strang, jestlize tato strana poruSuje nékterou ze svych
podstatnych povinnosti podle této Smlouvy a neodstrani
zévadny stav, je-li mozné takovy zavadny stav odstranit, v
dob¢ triceti (30) dni od doruceni pisemné vyzvy k népravé
takového poruseni.

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

(i) po podani nebo obdrZzeni vypovedi této
Smlouvy Zdravotnické zatizeni ukon¢i nabor
pacientd do Studie a ukon¢i v souladu s
pokyny Zadavatele provadéni Studie;

Zdravotnické zatizeni vrati Zadavateli veSkery
nepouZzity material poskytnuty Zadavatelem, a
to napiiklad vcetné Hodnoceného léciva a
vybaveni (ledaze Zadavatel vydal pisemné
opravnéni K jejich ponechani nebo likvidaci;
vtomto piipadé musi Zdravotnické zatizeni
splnit veskeré povinnosti vyplyvajici z Clanku
11 této Smlouvy);

(ii)

(iiiy  svyjimkou ukon¢eni zduvodu z&vazného
poruSeni Zdravotnickym  zafizenim nebo
Hlavni zkouSejici a nebude-li stranami
dohodnuto pisemné jinak, budou celkové
Castky, které maji byt uhrazeny Zadavatelem
podle této Smlouvy, vypocitany pomérnym
dilem vzhledem ke skute¢né provedené
¢innosti~ vsouladu s Protokolem  k datu
oznameni ukonceni, a to véetné Protokolem
poZzadovanych nezruSitelnych zavazka takto
oznacenych vrozpoétu Studie spole¢né
s jakoukoliv nevynaloZenou ¢asti finanénich
prostiedkt diive poskytnutych Zadavatelem
Zdravotnickému zatizeni, které maji byt
vraceny Zadavateli;

(iv)  vptipadé ukonceni zdavodu z&vazného
poruSeni  Zdravotnickym  zatizenim nebo
Hlavni zkouSejici strany souhlasi, Ze budou
v dobré vife usilovat o dosaZeni dohody
ohledné kompenzace Zdravotnického zatizeni
za skutecnou ¢innost provedenou v souladu
s Protokolem k datu oznameni ukonceni; a

(V) Zdravotnické zafizeni a Hlavni zkouSejici
vrati Zadavateli veSkeré Duvérné informace
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(as defined in Article 9 hereof) owned or
controlled by Sponsor and in the possession of
Institution or Principal Investigator.

D. The termination or expiration of this
Agreement shall not relieve a party of its obligation to the
others in respect of:

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

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

(iii) 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);

(iv) compensation for services performed to date
of notice of termination, except as set forth in

Article 6.C (iv) hereof;

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

hereof);
(vi) indemnification and insurance obligations
(under Atrticle 12 hereof);
(vi)  inspection rights (under Article 3 hereof); and
(viii)  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 enrollment
by giving written notice, or by giving notice by telephone
followed by written notice, to Institution and Principal
Investigator to cease further enrollment in the Study
("Enrollment Cap™). Upon receipt of such notice, Institution
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

(definované v Clanku 9 této Smlouvy), které

jsou vlastnény nebo kontrolovany
Zadavatelem, a které jsou v drZeni
Zdravotnického  zatizeni nebo  Hlavni
zkousejici.

D. Ukonceni nebo uplynuti doby trvani této

Smlouvy nezprosti Zadnou stranu povinnosti vuaéi dalSim
smluvnim strandm, pokud jde o:

0) zachovani divernosti veskerych Duvérnych
informaci (definovanych v Clanku 9 této
Smlouvy);

uchovani zaznami a
(podle Clanku 7 této

zavazku
hlaseni

(i) splnéni
podavani
Smlouvy);

(iii)  splnéni vSech zavazka tykajicich se publikaci

(podle Clanku 10 této Smlouvy) a ziskani

viech pisemnych souhlasi a svoleni pro

jakékoli publikaéni a propagacni ucely (podle

Clanku 17 této Smlouvy);

(iv) kompenzaci za sluzby poskytnuté k datu

ukonéeni s vyjimkami uvedenymi v Clanku

6.C (iv) této Smlouvy;

(v) spInéni zavazku tykajicich se Hodnoceného
lé¢iva a jakéhokoliv jiného Zadavatelem
poskytovaného materialu pti dodani (podle
Clanku 11 této Smlouvy);

(vi)  zavazky tykajici se odSkodnéni a pojisteni
(podle Clanku 12 této Smlouvy);

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

(viii)  zavazku postoupeni Vynalezi a sou¢innosti

pii ziskani patentové ochrany (podle Clanku
13 této Smlouvy).

VSechny tyto zdvazky jsou pro prisluSnou stranu z&vazné a
budou platné a G¢inné tak, jak je stanoveno v této Smlouvé.

E. Zadavatel si vyhrazuje prdvo omezit pocet
zarazenych subjektt pisemnym ozndmenim nebo telefonickym
0znamenim nasledovanym pisemnym 0znamenim
Zdravotnickému zatizeni a Hlavni zkousejici, aby ukongcily
dalSi zarazovani subjekti do Studie (,Maximalni pocet
zarazeni). Zdravotnické zafizeni a Hlavni zkouSejici souhlasi,
Ze po obdrZeni takového oznameni nezaradi Zadné dalSi
pacienty do Studie. Pokud se strany v ptipadé takového
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enrollment, the total sums payable by Sponsor 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 by Sponsor under the terms of this
Agreement being refunded to Sponsor.

F. In case of termination of this Agreement
before expected duration of the Study, Institution and Principal
Investigator shall be obliged to hand over without undue delay
to Sponsor 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 Institution shall

have the following record keeping and reporting obligations:

(1) 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 (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 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.

C. If Principal Investigator uses for performance
of any analysis for purposes of the Study any local 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, the competent Ethical
Commission and Institution about any changes, which

oznameni o ukonéeni dalsiho zarazovani nedohodnou pisemné
jinak, budou celkové castky, které maji byt uhrazeny
Zadavatelem na zakladg¢ této Smlouvy, vypocitany pomérnym
dilem pro pocet pacientd zarazenych kdatu takového
ozndmeni, a to vcetné Protokolem  poZadovanych
nezrusitelnych zavazka takto oznacenych vrozpocétu Studie,
spole¢né s finan¢nimi prostiedky za pacienty piekracujici
Maximéalni pocet zafazeni, které jiz Zadavatel poskytl za
podminek této Smlouvy, a které maji byt vraceny Zadavateli.

F. V piipadé ukonceni této Smlouvy pied
predpokladanou dobou trvani Studie bude Zdravotnické
zatizeni povinno neprodlené piredat Zadavateli stavajici
vysledky Studie, jakoZ i ptisluSnou dokumentaci a informace
0 skutecném prubéhu a provedeni Studie.

7. Zaznamy a hlaseni

A Hlavni zkou3ejici a Zdravotnické zatizeni maji
ve vztahu kuchovavani dokumentd a podavani hlaseni
nésledujici povinnosti:

(1) piipravovat a uchovdvat kompletni, ptesné
vedené pisemné zaznamy, Ucéty, poznamky,
hlaSeni a Udaje tykajici se Studie podle této
Smlouvy; a

(i) pripravovat a  predkladat  Zadavateli

(pravideln¢ a vcas po dobu platnosti této

Smlouvy) vSechna nezpracovand data a

ostatni materialy poZadované podle Protokolu

ve form¢ fadné vyplnénych Zaznamu

Subjektu hodnoceni  pacienti (,,Z4znamy

Subjektu hodnoceni*) nebo jejich ukladanim

do elektronické databéze (tj. dalkové ukladani

dat) dodané Zadavatelem pro kazdého
pacienta, jak je stanoveno Protokolem.

Zéznamy Subjektu hodnoceni a elektronické

databaze budou ve vyhradnim vlastnictvi

Zadavatele.

B. O zahdjeni provadeéni Studie informuje Hlavni
zkousejici prisluSnou Etickou komisi.

C. Pokud Hlavni zkousejici pouZije k provedeni
nékteré analyzy pro Ucely Studie jakoukoliv lokalni laboratot,
zajisti, Ze tato laboratof bude zptisobila k provedeni takove
prace podle z&sad spravné laboratorni a klinické praxe a
v souladu s platnymi pravnimi piedpisy CR.

D. Hlavni zkouSejici bude dale neprodlené
informovat pisemnou zpravou Zadavatele, ptislusnou Etickou
komisi a Zdravotnické zafizeni o jakychkoli zménach
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significantly influence management of the Study and/or
increase risk to the Study subjects.

E. Principal Investigator shall be obliged to
immediately inform Sponsor, 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
approval; he shall submit a detailed written explanation to
Sponsor 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 Institution and
Sponsor; he shall submit to Sponsor a detailed written
explanation. Principal Investigator shall inform Sponsor 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 and as needed to the
competent Ethical Commission all information about any
serious adverse event.

H. Sponsor 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.

I 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 about such situation,
so that Sponsor 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 Institution further

agree to conduct the Study and maintain records and data
10

vyznamng¢ ovlivijicich vedeni Studie anebo zvysujicich riziko
Subjekti hodnoceni.

E. Hlavni zkouSejici je povinna neprodleng
informovat Zadavatele, Statni Ustav pro kontrolu léCiv a
piislusnou Etickou komisi, pokud bez piedchoziho souhlasu
Zadavatele prerusi nebo ukon¢i provadéni Studie pred
provedenim v3ech Ukonu stanovenych Protokolem; Zadavateli
a prislusné Etické komisi poskytne podrobné pisemné
vysvétleni. Je-li provadeni Studie pieruSeno nebo predcasné
ukonceno Zadavatelem nebo Statnim Ustavem pro kontrolu
léCiv, Hlavni zkousejici o tom neprodlené informuje piisluSnou
Etickou komisi a poskytne této Etickeé komisi podrobné
pisemné vysvétleni. V ptipadé, Ze je provadéni Studie
preruSeno nebo predcasné ukonceno v dasledku trvalého ¢i
docasného odvolani souhlasného stanoviska Etické komise,
Hlavni zkouSejici je povinna o tom neprodlen¢ informovat
Zdravotnické zafrizeni a Zadavatele, kterému poskytne
podrobné pisemné vysvétleni. Hlavni  zkouSejici bude
informovat Zadavatele a ptislusnou Etickou komisi i o
jakémkoli jiném predcasném ukonéeni provadeéni Studie
v daném miste.

F. O preruSeni nebo predcasném ukonceni
provadéni Studie je Hlavni zkouSejici povinna neprodlené
informovat rovnéZz Subjekty hodnoceni a zajistit jejich dalSi
lécbu a sledovani zdravotniho stavu.

G. Hlavni zkouSejici se zavazuje zaznamenat a
neprodlené hlasit Zadavateli a dle potieby prislusné Etické
komisi veSkeré informace o jakékoli zavazné neZédouci
piihodé.

H. Zadavatel je povinen postupovat v souladu
s platnymi  pravnimi  ptedpisy, pokud jde o povinnost
neprodlené informovat Hlavni zkouSejici o z&vaZznych,
neocekdvanych nezadoucich Ugincich, které se ziejmé nebo
pravdépodobn¢  tykaji  pouZiti Hodnoceného  lécivého
pipravku.

l. Vyskytne-li se vsouvislosti s provadénim
Studie nova skute¢nost, ktera miZe ovlivnit bezpeénost
Subjektt hodnoceni, je Hlavni zkou3ejici povinna ptijmout
okamzitd opatieni k ochrané Subjektt hodnoceni pied
bezprostiednim nebezpe¢im; o tom je povinna neprodlené
informovat Zadavatele tak, aby Zadavatel mohl o téchto
novych skutecnostech a ptijatych opatienich neprodlené
informovat Statni Ustav pro kontrolu Iéciv a ptisluSnou Etickou
komisi.

J. Hlavni zkou3ejici a Zdravotnické zatizeni dale

souhlasi, Ze budou provadét Studii a uchovavat zdznamy a
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during and after the term or early termination of this
Agreement in compliance with the Protocol and all applicable
legal and regulatory requirements but no longer than 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 Institution further agree to permit Sponsor or
Sponsor's representatives to examine and audit all records and
reports, with prior written notification from Sponsor and during
normal business hours (subject to applicable patient
confidentiality considerations).  Principal Investigator and
Institution agree to take any action necessary, as reasonably
requested by Sponsor, to properly correct or address any
deficiencies noted during any audit and agree to cooperate with
Sponsor with respect to any action taken to address any such
deficiencies.

K. Principal Investigator agrees to notify Sponsor
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 inspection/audit.
In addition, Principal Investigator will forward to Sponsor 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 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 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 Institution agree, after consultation
with Sponsor, to take such action as necessary to address such
citations, and agree to cooperate with Sponsor with respect to
any such citation and/or action 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
payment(s) set forth in such budget are acknowledged by the
parties hereto to be adequate consideration for the work
undertaken hereunder. The payments from Sponsor for the
services provided by Institution and Principal Investigator
hereunder (i) represent the fair market value for such services,
(i) 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, Institution and Principal Investigator will not seek

additional reimbursement from another source.
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Udaje béhem této Smlouvy a po ukonéeni této Smlouvy nebo
po predcasném ukonéeni této Smlouvy v souladu s Protokolem
a platnymi pravnimi piedpisy a regulatornimi pozadavky, ale
vzdy nejdéle po dobu 15 let ode dne ukonceni Studie, a to
véetné vsech prisluSnych poZadavki FDA, které jsou Hlavni
zkouSejici  poskytnuty  pisemné.  Hlavni  zkouSejici a
Zdravotnické zatizeni dale souhlasi, Ze umozni Zadavateli nebo
zéstupcum Zadavatele provést kontrolu a audit vSech zaznamu
a hlaSeni na zaklad¢ piedchoziho pisemného oznameni
Zadavatele a vradmci bé&né pracovni doby (pti zachovani
poZzadavkt na davérnost informaci o pacientech). Hlavni
zkouSejici a Zdravotnické zatizeni souhlasi, Ze prijmou veSkera
opatieni rozumn¢ poZadovana Zadavatelem, aby fadné
napravily nebo se zabyvaly nedostatky zjisténymi v pribéhu
jakénhokoliv auditu, a souhlasi, Ze budou spolupracovat se
Zadavatelem, pokud jde o jakékoliv opatieni podniknuté za
ucelem ndpravy téchto nedostatka.

K. Hlavni zkouSejici souhlasi, Ze upozorni
Zadavatele ve Ihaté ctyriadvaceti (24) hodin v piipadé, Ze
Statni ustav pro kontrolu léciv, FDA nebo jakykoli jiny
regulatorni organ uvédomi misto provadéni Studie o
piipravované inspekci/auditu. Hlavni zkou3ejici dale poda
Zadavateli zprdvu o vysledku inspekce/auditu, a to do
Ctyfiadvaceti (24) hodin od prijeti takové zpravy, a umozni
Zadavateli spolupracovat na pripravé odpoveédi na jakoukoli
Z&dost. Tyto reakce budou ptipraveny do dvou (2) tydnia od
takové Zadosti nebo pied touto Ihutou v souladu s pozadavkem
piislusného regulatorniho organu. Hlavni zkouSejici také
poskytne Zadavateli kopie vSech dokumentt, které budou
piedany kterémukoli inspektorovi nebo auditorovi. V piipadg,
Ze bude FDA nebo jiny regulatorni organ poZadovat pfijeti
jakéhokoli opatieni za ucelem teSeni jakékoli Zadosti, Hlavni
zkouSejici a Zdravotnické zatizeni prijmou po konzultaci se
Zadavatelem opatieni nezbytné pro teSeni takovéto obsilky a
souhlasi, Ze budou spolupracovat se Zadavatelem, pokud jde o
jakoukoliv takovou zadost nebo opatieni prijaté v souvislosti s
ni.

8. Naklady a platby

Rozpocet pro Studii je pripojen jako ptiloha B a
za¢lenén do této Smlouvy odkazem. Platby stanovené v tomto
rozpoétu jsou stranami této Smlouvy povaZovany za
pfiméfenou odmenu za praci provedenou danou stranou. Platby
ze strany Zadavatele za sluzby poskytnuté Zdravotnickym
zatizenim a Hlavni zkouSejici na zaklad¢ této Smlouvy (i)
predstavuji primeenou trzni hodnotu za takové sluzby, (ii)
byly sjednany jako transakce v béZnych obchodnich vztazich a
(iii) nebyly uréeny zptasobem, ktery zohlediuje objem nebo
hodnotu  jakychkoliv  doporuceni nebo jakkoliv jinak
generovanou obchodni  spolupraci mezi stranami. Za
vykonanou préci nebo vynaloZené vydaje, za néZ je Zadavatel
povinen provést platbu, nebude Zdravotnické zatizeni a Hlavni
zkousejici poZadovat z jakéhokoliv zdroje dodatec¢nou uhradu.
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9. Confidential Information

A During and for a period of ten (10) years after
the expiration or early termination of this Agreement,
Institution and Principal Investigator shall retain in confidence
all test articles and proprietary data and/or information obtained
from Sponsor 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:

(i) is or becomes public knowledge (through no
fault of Institution or Principal Investigator);
or

(i) is lawfully made available to Institution 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
Institution or Principal Investigator); or

(i) is already in Institution's or Principal
Investigator’s possession at the time of receipt
from Sponsor (and such prior possession can
be properly demonstrated by Institution or
Principal Investigator); or

(iv) is published in accordance with the express
terms of this Agreement.

B. Institution  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, Institution or
Principal Investigator shall immediately notify Sponsor, in
writing, if it is requested by a court order or a governmental
authority or agency to disclose Confidential Information in
Institution's or Principal Investigator’s possession and
thereafter Institution 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

12

9. Duvérné informace

A Béhem této Smlouvy a po dobu deseti (10) let
po uplynuti doby trvani nebo pred¢asném ukonceni, budou
Zdravotnické zafizeni a Hlavni zkouSejici zachovavat
duveérnost viech ¢lanka tykajicich se hodnoceni (test articles),
Udajti pro wvnitini potiebu, a nebo informaci ziskanych od
Zadavatele nebo vytvorenych na zakladé Studie, a to naptiklad
vcetné Protokolu, souboru informaci pro zkouSejiciho,
predbéznych vysledka a jakychkoli jinych informaci nebo
materialt poskytnutych na zakladé smluv o davérném
zpiistupnéni diive uzavienych mezi stranami (dale jen
»,Duavérné informace”). Toto omezeni se nebude tykat
Divérnych informaci, jez:

(1) jsou nebo se stanou veiejné znamymi (a to
nikoli v dasledku zavinéni Zdravotnického
zatizeni nebo Hlavni zkousejici); nebo
(i) jsou zptistupnény Zdravotnickému zafizeni
nebo Hlavni zkousejici v souladu s pravnimi
piedpisy tieti stranou bez zavazku davernosti
vuci Zadavateli s ohledem na tuto Smlouvu (a
Zdravotnické zarizeni nebo Hlavni zkouSejici
mohou t&dné prokazat takovéto opravnéni);
nebo
(iiiy  jsou jiz v drZeni Zdravotnického zatizeni nebo
Hlavni zkousSejici v dobg, kdy byly ziskany od
Zadavatele (a Zdravotnické zatizeni nebo
Hlavni zkouSejici mohou ptedchozi drZeni
téchto informaci radné prokazat); nebo
(iv)  jsou publikovany vsouladu s vyslovnymi
podminkami této Smlouvy; nebo

B. Zdravotnické zatizeni je opravnéno zpristupnit
Duveérné informace v rozsahu pozadovaném na zakladé
pravniho predpisu, natizeni, pravidla, jednani nebo piikazu
statniho organu. Aby mohl Zadavatel usilovat o pravni
ochranu za U(celem omezeni nebo zabranéni zvefejnéni
Diavérnych informaci, ozndmi Zdravotnické zafizeni nebo
Hlavni zkou3ejici neprodlené¢ Zadavateli, a to pisemnou
formou, je-li zveiejnéni Duvérnych informaci v drZeni
Zdravotnického zatizeni nebo Hlavni zkouSejici poZadovano
na zakladé soudniho piikazu nebo vladnim uradem nebo
spravnim Gfadem, a nasledné Zdravotnické zafizeni nebo
Hlavni zkouSejici zptistupni pouze minimélni rozsah
tento pozadavek splnily, a to bez ohledu na skute¢nost, zda
Zadavatel ziskd c¢i neziskd moznost pravni ochrany pted
takovym zvetejnénim.

C. Za podminek platnych pravnich ptedpisu a
/ 25



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

D. Institution 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. Institution 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. Institution and Principal
Investigator shall be responsible for any breach of these
confidentiality provisions by its Study Staff.

E. Institution ~ and  Principal  Investigator
acknowledge and expressly agree that any disclosure of
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. Institution 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 Institution agree that
all research data and results generated during the course of the
Study shall be the property of Sponsor. Principal Investigator
and Institution 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.
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regulatornich pozadavka Zdravotnické zatizeni a Hlavni
zkouSejici souhlasi, Ze Zadavateli na jeho Z&dost wvrati
neprodlené veSkeré Duverné informace, které jim Zadavatel
poskytl, nebo které Zadavateli nalezi podle této Smlouvy;
Zdravotnické zatizeni je vSak opravnéno ponechat si na
bezpe¢ném misté jednu kopii Davérnych informaci za tcelem
identifikovani povinnosti Zdravotnického zafizeni na zakladé
téchto ustanoveni o davérnosti.

D. Zdravotnické zatizeni a Hlavni zkouSejici
omezi zvefejnéni Davérnych informaci ziskanych na zakladé
této Smlouvy pouze na ty své ¢leny Studijniho personélu, ktefi
jsou zavazani pisemnou smlouvou k dodrzovani podminek
rovnocennych nebo ptisngjSich, neZ jsou ty stanovené touto
Smlouvou, a ktefi jsou piimo zapojeni do Studie, a to pouze na
ty informace, které potiebuji znat. Zdravotnické zatizeni a
Hlavni zkouSejici budou informovat svaj Studijni personal pri
poskytnuti Davérnych informaci o interni povaze informaci a
podminkdch této Smlouvy a pouZiji veSkera piimérena
ochrannd opatieni, aby zabrénily neautorizovanému vyuZziti
nebo zveiejnéni Studijnim personalem. Zdravotnické zatizeni a
Hlavni zkou3ejici odpovidaji za jakékoli poruSeni ustanoveni o
duvérnosti informaci Studijnim personalem.

E. Zdravotnické zatizeni a Hlavni zkouSejici
berou na védomi a vyslovné souhlasi, Ze jakékoli zvefejnéni
Diavérnych informaci v rozporu s touto Smlouvou poSkodi
podnikatelskou  ¢innost ~ Zadavatele a  zpasobi mu
nenapravitelnou Gjmu. V souladu s platnymi pravnimi predpisy
a nad rdmec jinych prdv a opravnych prostiedka zde
stanovenych je Zadavatel opravnén usilovat o spravedlivy
opravny prostiedek prostiednictvim piedb&Zného opatieni nebo
jinym zptsobem.

F. Zdravotnické zafizeni Zadavateli neposkytne,
ani jej nebude navadét, aby pouZival tajné nebo daverné
informace nebo materialy naleZejici jinym osobam nebo jinym
zadavatelim jinych klinickych studii.

10. Udaje, publikace a dalsi prava

Uznavajice dualeZitost Siteni informaci souvisejicich
s jakymkoli novym nebo dileZitym pozorovanim nebo
vysledkem vyplyvajicim ze Studie a chépajice, Ze takovato
potieba musi byt vyvaZzovana se zdvazky Zadavatele zachovat
kontrolu nad Duveérnymi informacemi a dodrZovat prislusna
pravidla a natizeni, dohodly se timto smluvni strany
nasledovné:

A Hlavni zkouSejici a Zdravotnické zafizeni
souhlasi, Ze veSkeré vyzkumné Udaje a vysledky ziskané
vprabéhu Studie budou majetkem Zadavatele. Hlavni
zkouSejici a Zdravotnické zatizeni dale souhlasi, Ze vyhotovi
jakékoli dalSi dokumenty a uskuteéni jakékoli dalsi opatieni,

pokud bude vyZadovano Zadavatelem za ucelem zdokladovani
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B. Subject to the terms and conditions of this
Agreement, Institution and Principal Investigator have the right
to publish or publicly present the results of the Study. Principal
Investigator and Institution agree not to publish or publicly
present any interim results of the Study. Principal Investigator
and Institution 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 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,
Institution 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 Institution's participation
in the Protocol is a part of a multi-center study, Institution 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 Institution's and any institution participating
in a multi-center study shall follow the Public Presentation
review procedures set forth in this Article. Institution 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.
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pievodu prav k témto Udajam a vysledkam.

B. Za podminek této Smlouvy maji Zdravotnické
zatizeni a Hlavni zkou3ejici prdvo zvetejnit ¢i veiejné
prezentovat vysledky této Studie. Hlavni zkouSejici a
Zdravotnické zatizeni souhlasi, Ze nezveiejni ani nebudou
verejné publikovat jakékoliv piredb&zné vysledky této Studie.
Hlavni zkouSejici a Zdravotnické zatfizeni dale souhlasi, Ze
poskytnou Zadavateli pétactyricetidenni (45) pisemné
oznameni pred predloZzenim materidla ke zvefejnéni  ¢i
publikaci, aby umoznily Zadavateli provést revizi navrha
vytaht a rukopist k publikaci (mimo jiné vcetné diapozitiva
(slides) a texta Ustnich nebo jinych vetejnych prezentaci a textt
pro elektronickd média, napi. pocitacove pristupové systémy
jakymi jsou Internet, World Wide Web, atd. (dale souhrnng
nebo jednotlivé jen ,Vetejnd prezentace™), které obsahuji
vysledky vyplyvajici ze Studie. Zadavatel je opravnén
kontrolovat Vetejné prezentace a podat k nim komentar.

C. Z&dna Vefejna prezentace nebude obsahovat
Davérné informace Zadavatele (definované v Clanku 9), coz
pro Ggely tohoto Clanku 10 znamend, Ze nebude zahrnovat
vysledky Studie nebo data vytvoiena na zékladé Studie.
Jestlize se strany nedohodnou, pokud jde o ptesnost a vhodnost
analyzy dat a prezentace anebo duvérny charakter Duvérnych
informaci Zadavatele, Zdravotnické zaiizeni anebo Hlavni
zkousejici souhlasi, Ze se pied piedloZzenim Veiejné prezentace
setkaji se zastupci Zadavatele v misté provadeéni Klinické
Studie nebo jiném dohodnutém misté a v dobré vite se pokusi
prodiskutovat a vyiesit tyto otazky a nesoulady. Na Zadost
Zadavatele bude Zadavatel uznan jako jeden z mnoha
Zadavateli nebo jako vyhradni financujici Zadavatel Studie
uvedené ve Veiejné prezentaci.

D. V ptipadé, Ze Ucast Zdravotnického zatizeni
na Protokolu je soucasti multicentrického Klinického
hodnoceni, Zdravotnické zatizeni a Hlavni zkousSejici souhlasi,
Ze Uvodni Vefejnd prezentace jejich vysledku se uskutecni
pouze spoleéné s ostatnimi centry, ledaZze Zadavatel poskytne
predem zvlaStni pisemné povoleni Kk uskuteénéni Vetejné
prezentace samostatnych vysledku. Zadavatel bude informovat
0 casovych aspektech jakékoliv Vetejné prezentace v ptipadg,
Ze Klinicka hodnoceni stale probihaji na mistech, ktera nejsou
soucasti Zdravotnického zatizeni, a jakékoli zdravotnické
zatizeni Ucastnici se multicentrické studie je povinno dodrZovat
postupy pro Veiejné prezentace stanovené vtomto Clanku.
Zdravotnické zatizeni a Hlavni zkouSejici jsou opravnény
publikovat své vysledky v souladu stouto Smlouvou, pokud
nebude dokoncena spole¢nd publikace do osmnacti (18)
mésicu po ukonceni této Studie na vech mistech, kde je Studie
provadéna a po uzavieni databaze.
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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
Institution.  If Sponsor requests and at Sponsor's expense,
Institution 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. Institution is granted the right, subject to the
provisions of this Agreement, to use the results of the Study
provided by Institution 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.

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 Institution 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 provided materials,
including but not limited to equipment, in accordance with the
Protocol and any applicable laws and regulations relating
thereto. Institution 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 Protocol.
All unused Study Drug and Sponsor provided materials will be
returned to Sponsor by Institution or Principal Investigator at
the conclusion of the Study, or upon earlier termination of this
Agreement, unless written authorization to retain them is given
by Sponsor. Sponsor shall own all right, title and interest in any
and all material purchased or provided at the expense of
Sponsor under this Agreement.

Sponsor shall ensure delivery of the Study Drug to the
Institution’s pharmacy, where it will be taken over and
scrutinized by the pharmacist (similarly as any other shipments,
i.e. whether it has not been damaged, whether any special
transport requirements have been met; he shall confirm
acceptance of the shipment), thereafter Principal Investigator
shall take over the Study Drug on the basis of a request, while

she shall be fully liable for the Study Drug at the Task Centre.
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E. Pokud se Zadavatel domnivd, Ze kterakoli
Verejnd prezentace predloZzend ke kontrole obsahuje
patentovatelny predmét, Zadavatel neprodlené¢ uveédomi
Zdravotnické zatizeni o tomto predmétu. Na Zadost a naklady
Zadavatele vynaloZi Zdravotnické zatizeni své maximalni usili,
aby pomohlo Zadavateli podat pfihlaSku vynalezu tykajici se
tohoto predmétu u Patentového Uradu Spojenych stata
americkych, nebo prostiednictvim Smlouvy o spolupraci na
patentu (Patent Cooperation Treaty) pred jakymkoli
zverejnénim. Zadavatel ma pravo pozdrZzet zveiejnéni nebo
prezentaci jakékoliv Verejné prezentace na dobu nepiesahujici
devadesat (90) dnu po uvodni kontrole, jestlize zvefejnéni nebo
prezentace takové Veiejné prezentace by ovlivnila moZnost
Zadavatele ziskat patentovou ochranu pro jakykoliv vynélez.

F. Zdravotnickému zatizeni je poskytnuto pravo,
za podminek této Smlouvy, vyuZivat vysledky Studie
poskytnuté Zdravotnickym zaiizenim podle této Smlouvy, a to
napiiklad véetné vysledku testt, jakychkoliv nezpracovanych
Udaju a statistickych dat ziskanych v této souvislosti, a to pro
vlastni vyukové a vyzkumne ucely.

11. Klinické dodavky

Tak jak se pouZije pro Protokol, Zadavatel zajisti
dostatecné mnozstvi Hodnoceného lécivého piipravku zdarma
za Ucelem realizace Studie. Tim je rozuméno, Ze Zdravotnické
zatizeni a Hlavni zkouejici jsou odpoveédni za prijeti
piimetenych kroka k uchovani prislusnych zaznama a zajisti
piislusné dodani, manipulaci, skladovani, distribuci a pouZziti
Hodnoceného Iéciva a jakychkoliv jinych Zadavatelem
poskytnutych materili, véetné ale nikoliv pouze zafizeni,
v souladu s Protokolem a viemi piisluSnymi platnymi pravnimi
piedpisy tykajicimi se téchto ¢innosti. Zdravotnické zatizeni a
Hlavni zkouSejici nepouZiji za jingym ucelem nebo pro

VVVVVV

poskytnuté podle této Smlouvy nebo materialy poskytnuté
podle této Smlouvy, neZ jak je stanoveno v Protokolu.
Zdravotnické zatizeni nebo Hlavni zkouSejici vrati Zadavateli
veSkeré nevyuzité Hodnocené léc¢ivo a Zadavatelem
poskytnuty material pfi ukonéeni Studie nebo pri pred¢asném
ukonceni této Smlouvy, ledaZze Zadavatel poskytne pisemné
opravnéni k jejich ponechéani. Zadavatel je drZitelem veSkerych
prav, tituli a narokt k jakémukoliv materialu zakoupenému
nebo poskytnutému na néklady Zadavatele na zakladé této
Smlouvy.

Zadavatel zajisti distribuci  zasilky Hodnoceného
lécivého pripravku do Iék&rny Zdravotnického zatizeni, kde je
Iékarnik prevezme a zkontroluje (jako jiné zasilky — tzn. neni-li
poSkozena, v pripadé zvl&Stnich poZadavka na transport, byly-
li tyto poZadavky dodrZeny, ptijem zésilky potvrdi), nasledné si
na Zadanku Hlavni zkouSejici hodnocené piipravky vyzvedne
na centrum, kde je za n¢ pIné zodpovédna. Zadavatel je

povinen oznamit v dostatecném c¢asovem piedstihu pied
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Sponsor is obliged to notify in timely manner beforehand of the
date when the shipment will be delivered to the pharmacy
either bv e-mail or or by phone to

Destruction of
unused Study Drug shall be ensured by Sponsor on its own
cost. Sponsor shall ensure that the shipment will be delivered to
the address of the Institution stated in the heading of this
Agreement.

Institution 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.

12. Indemnification and Insurance

A Sponsor shall indemnify, defend and hold
harmless Institution, its trustees, officers, agents, employees
and Principal Investigator, (and any named co-investigator)
(collectively “Indemnitees™) from and against any demands,
claims, actions, proceedings or costs of judgments which
may be made or instituted against any of them by reason of
personal injury (including death) to any Study subject or
damage to property that result directly from the proper
administration of the Study Drug or the proper performance
of any Study procedure required by the Protocol.

B. Notwithstanding the foregoing, Sponsor shall
have no indemnification obligation or liability, and Institution
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:

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
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

(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;
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dodanim. kdv bude zésilka do Iékarny predana bud’to e-mailem
na nebo telefonicky

Likvidaci nevyuZitych Hodnocenych
lécivych piipravki si zajisti Zadavatel na vlastni néaklady.
Zadavatel zajisti dodavku na adresu Zdravotnického zatizeni
uvedenou v zahlavi této Smlouvy.

Zdravotnické zatizeni a/nebo Hlavni zkouSejici
zajisti, Ze nakladani s Hodnocenym lécivym ptipravkem
bude pIné vsouladu s ptislusSnymi pravnimi predpisy a
smérnicemi pro spravnou lékarenskou praxi, jak je tato
stanovena vyhlaskou ¢. 84/2008 Sh.

12. OdSkodnéni a pojisténi

Zadavatel odSkodni, bude hdjit a kryt Zdravotnické zatizeni,
jeho spréavce, funkcionaie, zastupce, zaméstnance a Hlavni
zkouSejici (a vSechny jmenované zkouSejici) (spole¢né
“OdSkodnovani”) za veSkeré poZadavky, naroky, Zaloby,
soudni fizeni nebo naklady na soudni fizeni, které mohou byt
vedeny nebo zahajeny proti kterémukoli z nich z davodu
Skody na zdravi (véetné usmrceni) kteréhokoli Subjektu
hodnoceni, nebo Skody na majetku, které vzniknou v
pticinné souvislosti s fadnym podavanim Hodnoceného
léciva nebo t&dného provadeéni jakéhokoliv Studijniho
postupu vyZadovaného Protokolem.

B. Bez ohledu na vySe uvedené, Zadavatel
nebude mit Zadnou povinnost nebo odpovédnost poskytnout
odSkodnéni a Zdravotnické zafizeni timto uznava a souhlasi, ze
nebude vymahat Zadnou nahradu $kody nebo jinou kompenzaci
od Zadavatele, jeho mateiské spole¢nosti, dcefiné spole¢nosti,
pridruZené spolecnosti, funkcionait, ¢lent predstavenstva,
Zéstupct a zamestnanct za veSkeré ztraty a Skody vyplyvajici
z

0) poruseni povinnosti Odskodnovanych
dodrzovat podminky a ustanoveni této
Smlouvy, Protokolu nebo jeho sjednanych
doplikd, nebo pisemnd doporuceni a
instrukce Zadavatele tykajici se podavani a
uzivani  kterékoliv lécivé latky zahrnuté
vramci této Studie, a to napiiklad veetné
Hodnoceného Iégivého prostiedku, jakéhokoli
srovnavaciho lé¢iva nebo placeba;

(i)
poruSeni povinnosti Od3kodniovanych jednat v
souladu s prisluSnymi pravnimi piedpisy a
natizenimi, véetné Mezinarodni konference o
harmonizaci technickych poZadavkia na
registraci humannich Iécivych ptipravka
Sprdvna Klinicka praxe: Konsolidovana
smérnice a dalSimi obecné akceptovanymi
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(i) failure of Indemnitees to render professional
service or to conduct the Study in a normal,
prudent manner; or

(iv) negligent act or omission or willful

misconduct by Indemnitees related to the
performance  of  services under this
Agreement.

C. Sponsor's indemnity obligation is subject to the
following conditions:

(1) immediate notification to Sponsor whenever
Indemnitees have information from which
Indemnitees may reasonably conclude an
incident of bodily injury or death or damage
to property has occurred and the immediate
reporting to Sponsor of all pertinent data
surrounding such incident;

(ii) compliance by Indemnitees with all of their

obligations with regard to adverse event

reporting procedures as set forth in the

Protocol and any appendix or attachment

thereto;

(i) full  cooperation and assistance by

Indemnitees in the investigation and defense

of the claim or action bearing in mind that in a

situation where a claim or action is brought

against Indemnitees, the Indemnitees shall be
obliged to proceed in defending their rights in
mutual co-operation with Sponsor and in
compliance with its eventual requests which
shall not be rejected without a serious reason

;and

(iv) Indemnitees shall not compromise or settle the

claim or action without the prior written

approval of Sponsor.

D. The Institution 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.
Institution and/or Principal Investigator shall provide thirty
(30) days' prior written notice to Sponsor in the event of
cancellation of such insurance.

E. Sponsor will to the extent required comply
with applicable laws and regulations covering insurance

zésadami spravné klinické praxe;
(iii) poruseni povinnosti Odskodnovanych
poskytovat profesionalni sluzby nebo proveést
Studii b&Znym, obezietnym zptsobem; nebo
(iv) nedbalostni jedné&ni, opomenuti nebo amysiné
nespravné chovani Odskodnovanych
v souvislosti s plnénim sluZeb na zakladg této
Smlouvy.

C. Z&vazek odSkodnéni Zadavatele je vazan na
spInéni nésledujicich podminek:

(1) neprodlené oznameni Zadavateli kdykoli
budou mit OdSkodiovani informace, na
jejichz  zakladé mohou  OdSkodnovani
rozumné dospét k zaveéru, Ze doslo ke Skod¢
na zdravi nebo usmrceni nebo Skod¢ na
majetku a neprodlené sdéleni Zadavateli
veSkerych ptislusnych udaja tykajicich se
takové piihody;

(ii) spInéni ze strany OdSkodiiovanych veskerych

jejich  povinnosti tykajicich se hlaSeni

neZzadoucich ptihod, jak jsou uvedeny

v Protokolu a kterékoli piiloze nebo dodatku k

Protokolu;

(i) plnd spoluprace a soucinnost ze strany

OdSkodniovanych pii Setieni a obrané pied

uplatnénym narokem nebo Zalobou s tim, Ze v

piipadé uplatnéni naroku ¢i Zaloby vagi

Odskodinovanym budou OdSkodnovani v

ramci obrany svych prdv postupovat ve

vzajemné soucinnosti se Zadavatelem a v

souladu s jeho ptipadnymi pozadavky, které

nebudou bez zavazného davodu odmitnuty.; a

(iv) Odskodniovani neptistoupi na kompromisni

nebo smirné teSeni naroku nebo Zaloby bez

piedchoziho pisemného souhlasu Zadavatele.

D. Zdravotnické zatizeni prohlaSuje, Ze ma
uzavieno zakonem stanovené pojisténi odpoveédnosti za Skodu
zpusobenou Vv souvislosti s poskytovanim zdravotni péce a je
povinno zajistit trvani tohoto pojisténi po dobu realizace
Studie. Na Zadost Zadavatele mu budou poskytnuty kopie
dokladi dosvédéujicich uzavieni a existenci takového
pojisténi. Zdravotnické zatizeni anebo Hlavni zkousejici
pisemné ozndmi Zadavateli alespon t¥icet (30) dnd piedem
piipadné zrueni pojisteni.

E. Zadavatel se zavazuje dodrzovat
v poZadovaném rozsahu ptislusné pravni predpisy upravujici

17 / 25



requirements of sponsor’s of clinical trials. In that respect,
Sponsor shall secure that a liability insurance covering
Principal Investigator, any named co-investigators and
Sponsor is in effect prior to the commencement of the Study
in accordance with Section 52, paragraph 3 letter f) of the
Act on Pharmaceuticals. Such liability insurance shall cover
also compensable death of the Study subjects or damage to
health of the Study subjects attributable to the conduct of the
Study.

13. Inventions and Patents

The sole and exclusive right to any inventions,
discoveries or innovations, whether patentable or not, 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.
Institution or Principal Investigator will promptly notify
Sponsor in writing of any such Inventions, and at Sponsor's
request and expense Institution 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.

Fakultni nemocnice v Motole, V Uvalu 84,
Prague 5, Zip code: 150 06
Attn.: JUDr. Ing. Miloslav Ludvik, MBA

To Institution:

To Principal )
Investigator:  Fakultni nemocnice v Motole, V Uvalu 84,

Prague 5, Zip code: 150 06
Attn.:

To Sponsor: Merck Sharp & Dohme, s.r.o., Evropska
2588/33a, Prague 6, 160 00

Attn.: Piotr Miekus

poZzadavky pojisténi ve vztahu ke Kklinickym studiim
Zadavatele. Vtomto ohledu Zadavatel zajisti, Ze pied
zahgjenim Studie bude pro ného jako Zadavatele, Hlavni
zkouSejici a jmenované zkouSejici uzavieno pojisteni
odpovednosti za Skodu ve smyslu § 52 odst. 3 pism. f) Zakona
0 léCivech, jehoZ prostrednictvim bude zajisténo i odSkodnéni
v ptipadé smrti Subjekti hodnoceni nebo v ptipadé Skody
vzniklé na zdravi subjektd hodnoceni v dusledku provadéni
klinického hodnoceni (Studie).

13. Vynalezy a patenty

Vyhradni a exkluzivni prdvo na veSkeré vynalezy,
objevy nebo inovace, at' patentovatelné ¢i nikoli, vyplyvajici
z provadeéni Protokolu a Studie na z&kladé této Smlouvy nebo
jinak vyplyvajici z uZivani, nespravného uzivani nebo
modifikaci Hodnoceného léciva podle této Smlouvy (dale jen
»Vynalezy“), bude majetkem Zadavatele. Zdravotnické
zatizeni nebo Hlavni zkousejici neprodlené pisemné uvédomi
Zadavatele o v3ech takovych Vynalezech a na Zadost a naklady
Zadavatele Zdravotnické zatizeni a Hlavni zkouSejici zajisti,
aby byla na Zadavatele ptrevedena veSkerd prava, tituly a
naroky k témto Vynalezaim a poskytne piimétenou spolupréci
pii ziskavani patentt, vcetné vyhotoveni postupnich listin na
vynalezy nebo jiné dokumenty.

14. Oznameni

Jakékoli ozndmeni na zaklad¢ této Smlouvy bude
uc¢inéno v pisemné formé a doruceno poStou (nezbytné s
dorucenkou) nebo osobné piisludné strané na nize uvedenou
adresu, nebo na takové jiné misto ¢i mista, které muze
kterdkoliv strana oznacit v pisesmném oznameni druhé smluvni
strané. Oznameni bude povaZovano za dorucené pii prijeti.

Pro Zdravotnické zafizeni:
Fakultni nemocnice v Motole, V Uvalu 84,
Praha 5, PSC: 150 06
K rukam: JUDr. Ing. Miloslav Ludvik, MBA

Pro Hlavni zkou3ejici:
Fakultni nemocnice v Motole, V Uvalu 84,
Praha 5, PSC: 150 06

K rukédm:
Pro Zadavatele: Merck Sharp & Dohme, s.r.0., Evropska

2588/33a, Praha 6, PSC: 160 00
K rukam: Piotr Miekus
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15. Assignment

The rights and obligations of Institution and Principal
Investigator under this Agreement may not be assigned or
subcontracted to others without Sponsor’s prior written consent
and any attempted assignment or delegation in violation hereof
shall be void. Institution and Principal Investigator shall ensure
that all third parties who provide services on behalf of
Institution or Principal Investigator comply with the terms and
conditions of this Agreement. Institution and Principal
Investigator hereby grant their consent to Sponsor to assign
and/or transfer, as the case may be, all or any of its rights and
obligations under this Agreement to an affiliated company
and/or to a contract research organization (CRO).
Notwithstanding any such assignment by Sponsor, Sponsor
shall remain liable for all of its obligations under this
Agreement.

16. Applicable Law

A This Agreement shall be construed in
accordance with the laws of the Czech Republic, excluding
collision norms.

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 before materially and locally by
ordinary courts of the Czech Republic.

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 Institution or Principal
Investigator without the prior written approval of Sponsor.

18. Independent Contractor

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

Prava a povinnosti Zdravotnického zatizeni a Hlavni
zkousejici podle této Smlouvy nesmi byt postoupeny nebo sub-
kontraktovany dalSim osobdm bez piedchoziho pisemného
souhlasu Zadavatele a jaké&koliv snaha o pievod nebo preneseni
pii porueni tohoto ustanoveni bude neplatné. Zdravotnické
zatizeni a Hlavni zkouSejici zajisti, Ze veSkeré tieti osoby
poskytujici sluzby v zastoupeni Zdravotnického zaiizeni nebo
Hlavni zkouSejici vyhovuji naleZitostem a podminkdm této
Smlouvy. Zdravotnické zatizeni a Hlavni zkouSejici timto
udéluji souhlas s ptipadnym postoupenim anebo ptevodem
prav ¢i povinnosti Zadavatele podle této Smlouvy zcela nebo
Casteéné na jehopridruZzenou spolecnost anebo smluvni
vyzkumnou organizaci (CRO). Bez ohledu na jakykoliv takovy
pievod Zadavatelem, bude tento nadale odpovédny za viechny
své zavazky vyplyvajici z této Smlouvy.

16. Rozhodné pravo

5 A Tato Smlouva se fidi pravnimi predpisy m
Ceské republiky, vyjma koliznich norem.

B. Strany se zavazuji teSit vSechny ptipadné
rozpory nebo spory vyplyvajici ztéto Smlouvy piednostné
smirnym zpasobem. Pokud by nebylo mozné dosahnout
smirného feSeni, budou vSechny ptipadné spory vyplyvajici
z této Smlouvy teSeny pied vécné a mistné prislusSnymi soudy
Ceskeé republiky.

17. Publicita

Zadna strana nepouzije oznaceni druhé strany (nebo
oznaceni Zadavatele nebo kterékoli divize nebo ptidruzené
spole¢nosti)  k propaga¢nim  G¢elam bez  predchoziho
pisemného souhlasu té strany, jejiz oznaceni ma byt pouZito.
Svyjimkou Veiejnych prezentaci podle Clanku 10 neugini
Zdravotnické zatizeni nebo Hlavni zkouSejici bez ptredchoziho
pisemného souhlasu Zadavatele Zadné tiskové prohlasenti,
zverejnéni nebo jiné verejné prohladeni, at’ pisemné nebo Ustni,
tykajici se této Smlouvy nebo pInéni na zéklad¢ této Smlouvy
nebo vysledka vyplyvajicich ze Studie.

18. Nezavislé smluvni strany

Strany se dohodly, Ze Zdravotnické zatizeni a Hlavni
zkousSejici jednaji podle této Smlouvy jako nezavislé smluvni
strany a nikoli jako zaméstnanci, zastupci ¢i spole¢né podniky
Zadavatele. Zdravotnické zatizeni ani Hlavni zkouSejici nemayji
jakoukoliv pravomoc zastupovat Zadavatele, zavazovat jej ¢i
jednat v jeho zastoupeni.
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19. Agreement Modifications

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

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

Institution agrees that it 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. Institution 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. Conflict of Interest

A.  The Institution represents and warrants that its director
and any of its officers or employees involved in this Study
will not utilize his/her function and/or position, whether paid
or unpaid, in any of the following capacity to influence
Merck & Co., Inc. ("Merck"), the Sponsor's, MSD's, or
MSD's affiliate business, in particular:
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19. Zmény Smlouvy

Smlouva ani Protokol nemiZe byt ménén, doplnén
nebo modifikovan jinym zptisobem neZz na zéklad¢ pisemného
dokumentu podepsaného smluvnimi stranami.

20. Oddélitelnost

Pokud bude kterékoliv ustanoveni nebo podminka ve
Smlouvg, jejiz vypusténi neptiznive neovlivni ptijeti vyznamné
vyhody stranou této Smlouvy, povaZzovana za protipravni,
neplatnou nebo nevynutitelnou, nebudou timto zbyvajici
ustanoveni a podminky v této Smlouvé ovlivnény a zastanou

.....

pravnimi piedpisy.

21. Nevzdani se prava

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

22. Boj proti korupci Verejnych funkcionara

Zdravotnické zatizeni souhlasi, Ze neprovede jakoukoliv
vyplatu, p#imo nebo nepiimo, penéznich prostiedka nebo
jinych majetkovych hodnot (spole¢né ,Platha”) jakémukoliv
Verejnému funkcionéti (jak je tento definovan nize), jestlize je
takova Platba ¢inéna za Gc¢elem ovlivnéni rozhodovani nebo
jednéani vztahujicimu se kptedmétu této Smlouvy nebo
jakémukoliv jinému aspektu podnikatelské ¢innosti Zadavatele.
Terminem ,Vetejny funkciondt se rozumi (i) jakykoliv
funkcionaf nebo zaméstnanec vIadni nebo veiejné mezinarodni
organizace, (ii) jakakoliv osoba jednajici v Ufednim postaveni
pro nebo v zastoupeni jakékoliv vladni nebo verejné
mezinarodni organizace a (iii) jakykoliv funkcionai politické
strany nebo kandidat politického Uradu. Zdravotnické zatizeni
neprodlené ozndmi jakékoliv poruSeni pozadavku obsaZenych
vtomto Clanku Zadavateli a souhlasi stim, Ze zpiistupni
Zadavateli a jeho zastupcam ke kontrole veSkeré relevantni
z&znamy a dalSi dokumentaci tykajici se poruseni.

23. Stitet zajmii

A Zdravotnické zatizeni prohlaSuje a zarucuje, Ze jeho
statutdrni organ, ani Zadny z vedoucich pracovnika i
zaméstnanci, ktefi se podili na Studii, nevyuZije své piipadné
funkce a/nebo pozice, at uz placené ¢&i nikoliv, v nize
uvedenych organech k tomu, aby ovlivnil obchodni zaleZitosti
Merck & Co., Inc. (,,Merck”), Zadavatele, MSD, matetské
spole¢nosti MSD, dcetiné nebo sesterské spole¢nosti MSD, a
to zejména jako:
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(i) government official (including a relationship with a
governmental official which could cause the official to
influence the business of the Sponsor or any of the
company from the Merck/MSD group;

(i) member of any reimbursement committee, pricing
committee, drug approval committee, formulary or
similar committee (e.g. State Office for Drug Control and

Ministry of Healthcare) or health insurance company;

(iii) any other governmental position, including a position in
an international governmental health organization, such
as the WHO (World Health Organization) or UNICEF.

B. The Institution will advise in writting the Sponsor,
during the term of this Agreement, of any suspicion relating
to the alleged influence of the MSD/Merck’s business within
the meaning of par. A.

C. The Institution represents and warrants that Institution
or any of its directors, officers, or employees who is involved
in the Study shall not make any payment, either directly or
indirectly, of money or other assets, including but not limited
to compensation paid under this Agreement, to government or
political party officials, candidates for public office, or
representatives of other businesses or persons acting on their
behalf, where such payment is for the purpose of influencing
decisions or actions with respect to any aspect of Merck’s or
MSD’s business.

D. In the event of a conflict of interest arises during the
term of this Agreement, the Institution shall disclose it to the
Sponsor and shall immediately cease to work requested to do
so by the Sponsor, and the Sponsor shall be entitled to
terminate this Agreement with immediate effect upon notice to
the Institution.

E. For transparency reasons the Sponsor is entitled to
inform any requestor about the Institution’s services under this
Agreement as far as the Sponsor is requested to do so
according to statutory law or any other public rule.

F. The Institution has advised the Sponsor that JUDr. Ing.

Miloslav Ludvik, MBA, Director of the Institution is a
Councillor of the capital city Prague (political party CSSD).
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(i) utednik spravniho organu anebo organu samospravniho
celku nebo zdravotni pojistovny (at uz jde o
jmenovanou funkci ¢i nikoliv, a to véetné vztahu k
takové osob¢, na jehoz zéklad¢é by dany urednik mohl
ovliviiovat obchodni zélezitosti Zadavatele anebo
spole¢nosti ze skupiny Merck/MSD);

(i) c¢len jakékoliv komise rozhodujici o Ghradach léciv, o
cendch 1é¢iv, nebo schvalujici registraci 1éciv,
kategoriza¢ni komise anebo jiné komise, ¢i podobného
organu v ramci spravniho organu (napi. Statniho Gstavu
pro kontrolu lé¢iv a Ministerstva zdravotnictvi) nebo
zdravotni pojistovny, ani Zdravotnického zatizeni
nebo poradce jakékoliv z téchto komisi nebo organu;

(iii) jak&koliv jind veiejnd funkce vcetné funkce v
mezindrodni vladni zdravotnické organizaci, jako je
WHO (Svétova zdravotnickd organizace) nebo
UNICEF.

B. Zdravotnické zatizeni se zavazuje bezodkladné pisemné
informovat Zadavatele o kaZzdém podezieni na ovlivnéni
obchodni zalezitosti MSD/Merck ve smyslu odst. A, a to po
celou dobu trvani této Smlouvy.

C. Zdravotnické zatizeni se zavazuje, Ze jeho statutarni
organ, vedouci pracovnik nebo zaméstnanec Zdravotnického
zafizeni, ktery se podili na studii, neuhradi (ptimo i
neptimo) Zadné pené&Zni prostiedky ani neposkytne jiny
majetek, véetné, ale bez omezeni prostiedki obdrZzenych na
zékladé smlouvy o klinickém hodnoceni, Gfednikam statni
spravy nebo zastupciam politickych stran, osobam usilujicim
0 ziskani funkce ve statni spravé, nebo zéastupctim jinych
obchodnich subjektti nebo osobam jednajicim jejich jménem
v ptipadech, kdy by takova platba nebo takové prostiedky
byly urceny k ovlivnéni rozhodovani nebo postupu tykajiciho
se jakéhokoli aspektu podnikéni Merck nebo MSD.

D. V piipad¢, Ze dojde k jakémukoliv konfliktu z&jmt po
dobu platnosti této Smlouvy, se Zdravotnické zatizeni
zavazuje sdélit prislusné okolnosti Zadavateli a neprodlené
prerusit ¢innosti poZzadované Zadavatelem, a Zadavatel bude
opravnén ukongit tuto Smlouvu s okamZitou U¢innosti.

E. Z duavoda transparentnosti je Zadavatel opravnén
informovat jakéhokoli Zadatele o sluzbach Zdravotnického
zafizeni poskytovanych na zaklad¢ této Smlouvy, pokud je
tak Zadavatel povinen ucinit v souladu pravnimi predpisy.

F.  Zdravotnické zatizeni informovalo Zadavatele, Ze pan
JUDr. Ing. Miloslav Ludvik, MBA, feditel Zdravotnického
zatizeni je zastupitelem hlavniho mésta Prahy (za politickou
stranu CSSD).
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G. Without waiving the Confidentiality provisions of this
Agreement, the Sponsor and the Institution agree that the
Institution and any of its directors, officers, or employees
undertake to disclose the nature of his/her relationship with the
Sponsor to the relevant entities as required by and consistent
with the applicable policies and procedures of such entities.

H. The Institution agrees that JUDr. Ing. Miloslav Ludvik,
MBA shall disclose of the business relationship with MSD/Merck
within specific committees prior to taking any decision which
could have an impact on the business of MSD/Merck.

24. 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
otherwise ended.

[The following space intentionally left blank.]

G. Aniz by tim byly dotéeny povinnosti Zdravotnického
zafizeni  zachovédvat duvérnost Duvérnych  informaci,
Zadavatel a Zdravotnické zatizeni se dohodli, Ze Zdravotnické
zatizeni je povinno sdélit (sdélovat) povahu svého vztahu se
Zadavatelem ptisluSnym subjektim v poZadovaném rozsahu a
v souladu s platnymi z&sadami a postupy téchto subjektu.

H. Zdravotnické zafizeni souhlasi, Ze pan JUDr. Ing. Miloslav
Ludvik, MBA zvetejni obchodni vztah se spolecnosti
MSD/Merck na jednani specifickych komisi a vybort drive,
neZ bude rozhodnuto v zaleZitosti, kterd by mohla ovlivnit
obchodni zalezitosti spole¢nosti MSD/Merck.

24. Vy58i moc

Neplnéni z&vazka této Smlouvy jednou ze stran z
davodu vySSi moci, (pravni predpisy nebo natizeni jakéhokoliv
statu, valka, ob¢anské nepokoje, znic¢eni vyrobnich zatizeni a
materiali, poZar, povoden, zemétieseni nebo bouie, pracovni
nepokoje, nedostatek materialu, vypadek veiejnych sluzeb
nebo verejnych dopravcty), nebo jakychkoli jinych pfi¢in mimo
ramec priméfené  Kkontroly  piislusné strany, nebude
predstavovat poruSeni této Smlouvy a tato strana nebude
povinna plnit na z&kladé této Smlouvy v rozsahu a po dobu
nemoznosti plnit za predpokladu, Ze nejprve pisemné uvédomi
druhou stranu (strany) o nemoZnosti plnéni a Ze vynaloZi
maximalni Gsili, aby zajistila ukonceni udalosti vy3si moci, jeji
napravu nebo jiné ukonceni.

[Nésledujici misto je zdmerné ponechano prazdné]

22 / 25



25. 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 Aareement and
the attached Protocol MK-3475-042-site number (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.

In case of any discrepancies between the Czech and
English language version of this Agreement, the Czech
language version shall be considered decisive.

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

FAKULTNI NEMOCNICE MERCK SHARP &
V MOTOLE DOHME CORP.
BY BY

NAME JUDr. Ing. Miloslav  NAME Piotr Miekus
Ludvik, MBA

TITLE Executive Director
of Merck Sharp & Dohme

S.I.o.

TITLE Director

DATE 25.3.2015 DATE 16.2.2015

25. Uplnost smlouvy

Tato Smlouva vcetné jejich ptriloh a dodatkt
piedstavuje 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 predmétu této Smlouvy. V pripadé jakékoli
nesrovnalosti mezi touto Smlouvou a ptipojenym Protokolem
MK-3475-042-¢islo centi (Ptiloha A), budou urcujici
podminky Protokolu, pokud jde o zaleZitosti péée o Subjekty
hodnoceni, zatimco podminky této Smlouvy budou uréujici ve
v3ech ostatnich zalezitostech.

V ptipadé nesrovnalosti mezi ceskou a anglickou
jazykovou verzi této Smlouvy se za rozhodujici povaZuje ¢eska
jazykova verze.

NA DUKAZ TOHO strany zajistily vyhotoveni a
podepsani této Smlouvy fadné opravnénymi zéstupci k nize
uvedenému datu.

FAKULTNI MERCK  SHARP &
NEMOCNICE ~ V DOHME CORP.

MOTOLE

PODPIS PODPIS

JMENO ~ JUDr.  Ing. JMENO Piotr Miekus

Miloslav Ludvik, MBA

TITUL Jednatel spolecnosti

TITUL Reditel Merck Sharp & Dohme s.r.0.

DATUM 25.3.2015 DATUM 16.2.2015
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I, the below undersigned as the
Principal Investigator, hereby confirm that | have read and
agree with the terms of this Agreement and respective
documentation pertaining to the Study, including the Protocol,
and | undertake to ensure that duties arising from these
documents will be performed in accordance therewith,
including but not limited to the assignment to Sponsor of any
proprietary rights relating to the Study results that I may
otherwise have according to law. Furthermore, | undertake not
to disclose information relating to the Clinical Trial (the Study)
without a prior written consent of the Sponsor, to hold this
information in confidence and to refrain from using this
information and the Study results for any other purpose than
for the purpose of this Study. | hereby also agree, in my
capacity as the Principal Investigator, that Sponsor (or CRO, as
the case may be) will collect, use, process, disclose and export
of my personal data, including name, qualification and
experience with clinical trials, my financial data relating to the
remuneration paid and financial compensation received and
other personal data, for the purpose of administration of the
Study or, as the case may be, for their provision to the Ethics
Committees or state authorities and | undertake to obtain such
consent also from the other members of the Study Staff.

Principal Investigator

DATE 25.3.2015

Version Date: 17 DEC 2010

J4, nize podepsana jako Hlavni
zkousSejici potvrzuji, Ze jsem se fadné sezndmila a souhlasim
s podminkami této Smlouvy a piislusnou dokumentaci ke
klinickému hodnoceni leciv, vcetné Protokolu, a zavazuji se
zajistit dodrZovéani povinnosti z nich vyplyvajicich, a to
naptiklad véetné postoupeni jakychkoliv majetkovych prav
Zadavateli tykajicich se vysledku Studie, které by mné mohly
nalezet vsouladu spravnimi piedpisy. Déle se zavazuji
nezveiejnovat informace tykajici se piedmétného Klinického
hodnoceni (Studie) bez piedchoziho pisemného souhlasu
Zadavatele, zachovavat micenlivost o vSech poskytnutych
informacich, povaZovat tyto za divérné a zdrzZet se jakéhokoliv
jiného uZiti téchto informaci a vysledkt neZ pro ucely tohoto
klinického hodnoceni. Jako Hlavni zkousejici souhlasim s tim,
Ze Zadavatel (a popt. i CRO) bude shromazd'ovat, pouZivat,
zpracovavat, zverejiovat a predavat do zahrani¢i mé osobni
Udaje, véetné jména, kvalifikace a zkuSenosti v klinickém
hodnoceni, mé finan¢ni Gdaje vztahujici se mimo jiné k
obdrZzené odmeéné a finan¢ni nahradé a dalsi osobni Gdaje k
administrativnim  u¢elam v souvislosti s Kklinickym
hodnocenim, popi. k poskytnuti etickym komisim a statnim
uradum a zavazuji se zajistit tento souhlas i od ostatnich ¢lent
Studijniho personalu.

Hlavni zkousejici

DATUM 25.3.2015
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EXHIBIT A PRILOHA A
Due to the high volume of the document, the Exhibit A is Vzhledem k velkému objemu dokumentu je P¢iloha A
provided separately. priloZzena zvast'.

Exhibit B/Priloha B
Study Site Budget/ Rozpocet studie pro centrum
Total Estimated Budget for Site / Celkovy planovany rozpoget pro centrum: 4,458,267 K¢
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