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PI'Name: CONFIDENTIAL

Billcode: 8341107

Clinical Trial Agreement

This Agreement is made by and between

(1) Covance Inc. a company located at 210
Carnegie Center, Princeton, New Jersey,
08450-6233, USA (“Covance”); and

(2) Nemocnice Jihlava, prispevkova
organizace, with its registered seat at:
Vrchlickeho 59, 586 01 Jihlava, Czech
Republic , ID No.: 000 90 638, Tax ID
No.: CZ00090638

(“Institution’); and

(3) CONFIDENTIAL

(“Investigator”),
(each a “Party” and collectively the “Parties”).
Preamble

WHEREAS Actelion Pharmaceuticals Ltd,
having its registered place of business at
Gewerbestrasse 16, CH-4123 Allschwil,
Switzerland (the '"Sponsor'') wishes to
sponsor a clinical study (the “Study’’) of
its product Ponesimod / ACT-128800
(the “Study Drug”);

WHEREAS the Sponsor has engaged
Covance as a contract research
organization to set up and conduct the
Study which will be conducted at the
Institution in full compliance with the
terms and conditions of this Agreement
and the Protocol;

WHEREAS the Institution and Investigator
have both expressed their interest in
participating in the Study conducted
under the Protocol (as defined below)
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Smlouva o klinickém hodnoceni

Tato smlouva se uzavira mezi

€]

2

3)

Covance Inc., spolecnosti se sidlem na
adrese 210 Carnegie Center, Princeton,
New Jersey, 08450-6233, USA
(,,Covance®); a

Nemocnice Jihlava, prispévkova
organizace se sidlem Vrchlického 59, 586
01 Jihlava, Ceska republika , IC: 000 90
638, DIC: CZ00090638

(,,zdravotnické zarizeni*); a
DUVERNE

(,,zkousSejici),

(jednotlive ,,strana‘“ a kolektivng ,,strany*).

Uvod

VZHLEDEM K TOMU, ZE spole¢nost

Actelion Pharmaceuticals Ltd, s hlavnim
mistem podnikani na adrese
Gewerbestrasse 16, CH-4123 Allschwil,
§vycarsk0 (,,zadavatel*‘) zadala
klinického hodnoceni (,,studie**) svého
pripravku Ponesimod / ACT-128800
(,,hodnoceny 1é¢ivy pripravek);

VZHLEDEM K TOMU, ZE zadavatel povéFil

spole¢nost Covance jako smluvni
vyzkumnou organizaci ziizenim

a provedenim studie, ktera bude
probihat ve zdravotnickém zarizeni
v plném souladu s podminkami této
smlouvy a protokolem;

VZHLEDEM K TOMU, ZE zdravotnické

zaiizeni a zkouSejici oba vyjadiili svij
zajem o ucast ve studii provadéné podle
protokolu (jak je definovano niZe) a jsou
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and are willing to conduct the Study at
the Study Site (as defined below) subject
to the terms and conditions of this
Agreement.

IT IS AGREED AS FOLLOWS:

1 DEFINITIONS

1.1 In this Agreement, unless the context
otherwise requires, the following words
and expressions shall have the following
meanings:

“Anti-Corruption Laws” means any anti-
bribery and anti-corruption laws, rules,
regulations (each as amended from time to
time) including the United States Anti-
Kickback Law, United States Foreign
Corrupt Practices Act, the UK Bribery Act
2010 and the OECD Convention Against
the Bribery of Foreign Government
Officials in International Business
Transactions, together with any applicable
implementing legislation.

“Regulatory Requirements” means all
applicable national, regional and local
laws, rules, and regulations applicable on
clinical trials, pharmaceuticals and all other
pertinent rules and regulations applicable to
the Study including (i) ICH guidelines on
Good Clinical Practice, (ii) the Declaration
of Helsinki and the EC-GCP Note for
Guidance (where applicable), (iii) all laws
and regulations in relation to data
protection/privacy of individuals and human
biological materials (iv) the requirements of
any relevant Regulatory Authority and any
IEC/IRB and (v) any Anti-Corruption
Laws.
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ochotni provést studii na pracovisti
studie (jak je definovano niZe) v souladu
s podminkami a podminkami této
smlouvy.

SMLUVNI STRANY SE DOHODLY

TAKTO:
1 DEFINICE
1.1 'V této smlouve, pokud z kontextu

nevyplyva jinak, nasledujici slova a vyrazy
maji nasledujici vyznam:

,,Protikorupéni zakony* oznacuji jakékoli
protidplatkafské a protikorup¢ni zakony,
pravidla, pfedpisy (vSechny v platném
znéni), v¢etné protikorupéniho zdkona

ve Spojenych stitech, zdkona Spojenych
statti o korup¢nich praktikdch v zahranici,
zakona o dplatkérstvi ve Velké Britdnii

z roku 2010 a Umluvé OECD proti
uplaceni zahrani¢nich statnich ufedniki

v mezinarodnich obchodnich transakcich,
spolu se vSemi platnymi provadécimi
pravnimi predpisy.

,Pravni predpisy" oznacuji vSechny
ptislusné narodni, regionalni a mistni
zakony, pravidla a predpisy platné pro
klinickd hodnoceni, Ié¢iva a vSechny dalsi
prislusné pravidla a ptredpisy vztahujici se
ke studiim, v¢etné (i) pokyni pro spravnou
klinickou praxi ptijatou ICH (Mezinarodni
konference pro harmonizaci),

(ii) Helsinské deklarace a pokynt
Evropského spole€enstvi pro spravnou
klinickou praxi (v pfipad¢ potieby),

(iii) vSech zdkonu a predpist ve vztahu

k ochran¢ dat/soukromi jednotlivct

a lidskych biologickych materiald,

(iv) pozadavka vSech piislusnych
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“Case Report Form” or “CRF” means a
printed, optical, or electronic document
designed to record all of the Protocol-
required information to be reported to
Sponsor on each Study Subject.

“Confidential Information” means (i) the
terms of this Agreement; (ii) the Sponsor
Materials; (iii) any pre-clinical and clinical
data; (iv) information contained in any
regulatory filing with the US Food and
Drug Administration, the European
Medicines Agency and/or other Regulatory
Authorities; (v) trade secrets, know-how
and any other confidential or proprietary
information relating to the Sponsor
Materials; (vi) the Protocol; (vii) business,
employee, Study Subject or customer
information or data; (viii) the Results; and
(ix) any other information disclosed or
made available (in each case whether
directly or indirectly and whether in
writing, electronic, oral or visually or in
any other medium) disclosed to,
communicated to, learned of or is
otherwise acquired or developed by the
Institution or Investigator under this
Agreement.

“Electronic Medical Record” or “EMR”
means a computerized medical record used
by the Institution that provides medical
care to Study Subjects.

“Evaluable Case” means a Study Subject
who is eligible for participation in the
Study according to the inclusion and
exclusion criteria specified by the Protocol
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kontrolnich utadu a jakékoli etické komise
a (v) vSech protikorup¢nich zakont.

~Zaznam subjektu hodnoceni‘ nebo
,,CRF* oznacuje tistény, opticky nebo
elektronicky dokument ur¢eny na
zaznamenani vSech informaci
pozadovanych v protokolu, které maji byt
hlaseny zadavateli o kaZdém subjektu
hodnoceni.

,Duvérné informace* oznacuji

(i) podminky této smlouvy; (ii) materialy
zadavatele; (iii) jakékoliv predklinické

a klinické udaje; (iv) informace obsazené
v jakémkoliv regulacnim podani
americkému Ufadu pro kontrolu potravin a
1é¢iv, Evropské 1ékové agentute a/nebo
jinym kontrolnim tfadim; (v) obchodni
tajemstvi, know-how a jakékoliv jiné
divérné informace nebo informace tykajici
se materidlti zadavatele; (vi) protokol;

(vii) informace nebo data o firmé,
zaméstnancich, subjektech hodnoceni nebo
zékaznicich; (viii) vysledky; a (ix) jakékoli
dalsi informace, které byly v ramci této
smlouvy zkousejicimu nebo zkousejicimu
zvetejnény nebo zpiistupnény (v kazdém
ptipad¢ at’ uz ptimo nebo nepiimo, a at’ uz
v pisemné, elektronické, ustni ¢i vizudln{
formé, nebo na jakémkoliv jiném médiu)
sdéleny, nebo se o nich dozvédéli nebo je
jinak ziskali nebo vytvorili.

,.Elektronicky medicinsky zaznam*‘ nebo
»EMR® oznacuje pocitacovy medicinsky
zdznam pouzivany zdravotnickym
zafizenim, které poskytuje zdravotni péci
subjekttim hodnoceni.

,»Vyhodnotitelny pripad“ je definovan
jako subjekt hodnocent, ktery je zptisobily
k ucasti v studii v souladu se zafazovacimi
a vylu€ovacimi kritérii specifikovanymi
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and who completes the full course of
therapy and the required number of visits
according to the Protocol. This definition
includes Study Subjects withdrawn due to
lack of efficacy or due to the development
of adverse events considered to be related
to the Study Drug and who are
subsequently followed-up as requested in
the Protocol.

“Force Majeure Event” means any force
majeure event as recognized by applicable
law, but for the purposes of this
Agreement, shall include all circumstances
or causes beyond the reasonable control of
a Party, including war, threat of war or
warlike conditions, blockade, embargo,
fire, explosion, lightning, storm, drought,
flood, earthquake or other natural disaster,
pandemic or epidemic, power failure, acts
of terrorism, riot, civil unrest, insurrection,
acts of government or other international
bodies, political subdivision and any other
events which by nature could not have
been foreseen by the Parties or, if it could
have been foreseen, were unavoidable by a
reasonable prudent business.

“IEC/IRB” means an independent ethics
committee or institutional review board
comprised of medical, scientific and non-
scientific members, whose responsibility is
to ensure the protection of the rights,
safety and well-being of Study Subjects
involved in the Study including reviewing,
approving, and providing continuing
review of the Protocol and amendments
and of the methods and material to be used
in obtaining and documenting the
Informed Consent.

“Informed Consent” shall mean a process
by which a Study Subject voluntarily

Actelion version date:18 May 2016
Study version date : 02 Aug 2016
Site version date : 15 Nov 2016

v protokolu, a ktery absolvuje celou 1écbu
a pozadovany pocet ndvstév podle
protokolu. Tato definice zahrnuje subjekty
hodnoceni vytazené v disledku
nedostatecné ti¢innosti nebo vytazené

v dasledku vyskytu nezddoucich piihod,
jez se povazuji za souvisejici

s hodnocenym léCivym pripravkem, ktefi
jsou nasledné sledovani dle pozadavka
protokolu.

,Udalost vySsi moci oznacuje jakoukoli
udélost vySs$i moci uznanou platnymi
zakony, ale pro ucely této smlouvy, bude
zahrnovat vSechny okolnosti nebo pficiny
mimo piimétenou kontrolu jedné ze stran,
véetné vélky, hrozby valky nebo vdle¢nych
podminek, blokddy, embarga, poZaru,
vybuchu, dderu blesku, vichfice, sucha,
zaplav, zemétieseni €i jiné piirodni
katastrofy, pandemie nebo epidemie,
vypadku elektfiny, teroristickych ¢ind,
nepokoju, obcanskych nepokoju, povstani,
rozhodnuti vlady nebo jinych
mezindrodnich organt, utvart a jakékoliv
jiné udélosti, které svoji povahou nebylo
mozné predvidat stranami nebo, pokud by
je bylo mozné predvidat, nedalo se jim
zabranit piiméfenym obezietnym konanim.

,-EK* oznacuje nezavislou, etickou komisi
nebo instituciondlni revizni komisi
sloZenou z ¢lent 1ékari, védeckych i
nevédeckych pracovnikd, jejichz ukolem je
zajistit ochranu prav, bezpecnost a zdravi
subjekt hodnoceni, véetné
pfezkoumadvani, schvalovani a nepfetrzité
kontroly nad protokolem a jeho dodatky

a metodami a materidly, které budou
pouZity pfi ziskdvani a dokumentovani
informovaného souhlasu.

,Informovany souhlas* oznacuje proces,
pfi kterém subjekt hodnoceni dobrovolné
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confirms their willingness to participate in a
particular Study , after having been
informed of all aspects of the Study that are
relevant to the Study Subject’s decision to
participate. Informed Consent is
documented by means of a written, signed,
and dated informed consent form
(“Informed Consent Form”) as defined by
the current ICH-GCP.

“Personal Information” means any
information or combination of information
in any format that identifies, or is used by
or on behalf of Covance or Sponsor to
identify an individual.

“Protocol” means the protocol
“Multicenter, randomized, double-blind,
parallel-group, add-on, superiority study to
compare the efficacy and safety of
ponesimod to placebo in subjects with
active relapsing multiple sclerosis who are
treated with dimethyl fumarate
(Tecfidera®)” with number AC-058B302
in its current version (and as amended) that
describes the Study.

“Regulatory Authority” means any
governmental or administrative body
having the authority under applicable laws
to regulate the conduct of clinical trials.

“Results” means (i) all results, data,
including feasibility studies, Study
Documents, analytical results,
photographs, conclusions, presentations,
reports, documents, templates and any
other work generated pursuant to this
Agreement or Study; and (ii) all
inventions, discoveries, improvements or
developments (whether patentable or
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potvrzuje svou ochotu podilet se na urcité
studii poté, co byl informovan o vSech
aspektech studie, které jsou relevantni pro
rozhodnuti subjektu hodnoceni pro ticast.
Informovany souhlas je dokumentovin
formou pisemného, podepsaného

a datovaného Formuléfe informovaného
souhlasu (,,formular informovaného
souhlasu®), jak jej definuji aktudlni pokyny
pro spravnou klinickou praxi (ICH-GCP).

,,Osobni informace* oznacuje jakoukoli
informaci nebo kombinaci informaci

v jakémkoli formatu, ktera identifikuje
nebo je pouZivana spolecnosti Covance
nebo jejim jménem nebo zadavatelem

k identifikaci jednotlivce.

»Protokol*“ oznacuje protokol s nizvem
-Multicentrickd, randomizovana, dvojité
zaslepend, superioritni studie s paralelnimi
skupinami, k porovnéni G¢innosti

a bezpecnosti adjuvantni terapie
ponesimodem v porovnani s placebem

u pacientd s aktivni relabujici roztrousenou
sklerézou, 1é€enych dimethyl-fumardtem
(Tecfidera®)“ a ¢islem AC-058B302

v aktudlni verzi (a s dodatky), ktery
popisuje studii.

,,JKontrolni arad“ znamena jakykoli
vladni nebo spravni organ, ktery ma
pravomoc podle platnych zdkont regulovat
provadéni klinickych hodnoceni.

,Vysledky* znamena (i) vSechny
vysledky, data, v€etn¢ studii
proveditelnosti, dokumentt studie,
analytickych vysledkd, fotografii, zavéra,
prezentaci, zprav, dokumenti, Sablon

a jakéhokoliv jiného dila vytvoifeného na
zéklad¢ této smlouvy nebo studie;

a (ii) vSechny vynédlezy, objevy, zlepSeni
nebo vysledky vyvoje (at’ patentovatelné ¢i
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otherwise protectable or not) copyrights
and any other intellectual property rights
conceived, reduced to practice or made by
the Institution, Investigator or any Study
Staff (whether solely or jointly with
others) in the course of or as a result of the
Study and/or that are related to the Sponsor
Materials or the use thereof.

“Sponsor” means Actelion
Pharmaceuticals Ltd atActelion
Pharmaceuticals Ltd Gewerbestrasse 16,
CH-4123 Allschwil Switzerland

“Sponsor Materials” means any
equipment, Study Drug, samples,
compounds and/or any other materials,
specifications, documents or information
supplied to the Institution or the
Investigator by the Sponsor or a third party
on behalf of the Sponsor or procured by
Covance and paid by the Sponsor for the
services under this Agreement.

“Study” means the clinical study
Multicenter, randomized, double-blind,
parallel-group, add-on, superiority study to
compare the efficacy and safety of
ponesimod to placebo in subjects with
active relapsing multiple sclerosis who are
treated with dimethyl fumarate
(Tecfidera®) as described in detail in this
Agreement and the Protocol.

“Study Documents” means all records,
accounts, CRF, notes, reports, data and
IEC/IRB communications (submission,
approval and progress reports) collected or
generated or used in connection with the
Study and/or Study Drug, whether in
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jinak chrénitelné, nebo ne), autorska prava
a jakdkoli jind prava duSevniho vlastnictvi
vymySlend, uvedend do praxe nebo
vytvofend zdravotnickym zafizenim,
zkouSejicim nebo kterymkoliv
pracovnikem studie (at’ uzZ samotnym nebo
spole¢né s jinymi) v pritbéhu studie nebo
jako vysledek studie, a/nebo které se
vztahuji k materialiim zadavatele nebo
jejich pouZiti.

»Zadavatel” znamena spolecnost Actelion
Pharmaceuticals Ltd na adrese Actelion
Pharmaceuticals Ltd Gewerbestrasse 16,
CH-4123 Allschwil, Svycarsko.

»Vaterialy zadavatele” znamena jakékoli
zatizeni, hodnoceny 1éCivy piipravek,
vzorky, slouceniny a/nebo jakékoliv jiné
materidly, specifikace, dokumenty nebo
informace, urcené na vykon sluzeb podle
této smlouvy, které zdravotnickému
zatizeni nebo zkousejicimu poskytl
zadavatel nebo tfeti strana jménem
zadavatele nebo byly ziskdny spoleCnosti
Covance a byly uhrazeny zadavatelem.

»otudie oznacuje klinickou studii

s ndzvem ,,Multicentrickd, randomizovana,
dvojité zaslepend, superioritni studie

s paralelnimi skupinami, k porovnan{
ucinnosti a bezpecnosti adjuvantni terapie
ponesimodem v porovnani s placebem

u pacientd s aktivni relabujici roztrouSenou
sklerézou, 1é€enych dimethyl-fumaratem
(Tecfidera®)“, jak je podrobné popsana

v této smlouvé a protokolu.

,2Dokumenty studie* znamenaji v§echny
zédznamy, ucty, CRF, pozndmky,
protokoly, data a komunikace s EK
(ptedlozeni, schvaleni a hlaSen{

o pokroku), které byly shromdzdény nebo
generovany, nebo se pouZivaji
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written, electronic, oral or other form
including all recorded original
observations and notations of clinical
activities and all other reports and records
necessary for the evaluation and
reconstruction of the Study.

“Study Drug” means Ponesimod / ACT-
128800.

“Study Site” means the Institution or, if
different the location where the Study will
be conducted, which is NEU -
Neurologicke oddeleni Nemocnice
Jihlava, prispevkova organizace,
Vrchlickeho 59, 586 01 Jihlava, Czech
Republic.

“Study Staff” mean personnel working on
the Study at the Study Site under the
direction and supervision of the
Investigator.

“Study Subject” means an individual who
participates in the Study, either as a
recipient of the Study Drug or placebo.

v souvislosti se studif a/nebo hodnocenym
lékem, at’ uz v pisemné, elektronické, tstni
nebo jiné formé veetne vSech
zaznamenanych ptuvodnich pozorovani

a zdznamd klinickych ¢innosti a v§ech
dalsich zprav a zaznamul nezbytnych pro
vyhodnoceni a zpétnou rekonstrukci
studie.

,,Hodnoceny lé¢ivy pripravek znamena
Ponesimod / ACT-128800.

,,Pracovisté studie* znamena
zdravotnické zatizeni, nebo pokud se lisi,
tak misto, kde bude provadéna studie,
kterym je NEU — Neurologické oddéleni
Nemocnice Jihlava, ptispévkové
organizace, Vrchlického 59, 586 01
Jihlava, Ceskd republika.

,,Personal studie* znamena osoby
pracujici na studii na pracovisti studie pod
vedenim a dohledem zkouSejiciho.

,Subjekt hodnoceni* oznacuje fyzickou
osobu, kterd se ucastni studie, bud’ jako
piijemce hodnoceného 1é¢ivého piipravku
nebo placeba.

1.2 Section and exhibit headings are inserted 1.2 Nadpisy ¢asti a pfiloh jsou vloZeny pouze
for convenience only and do not affect the pro prehlednost a nemaji vliv na stavbu ¢i
construction or interpretation of this vyklad této smlouvy.

Agreement.
1.3 References to: (a) any gender includes all 1.3 Odkazy na: (a) jakékoliv pohlavi zahrnuji

genders; (b) words in the singular include
the plural and vice versa; and (c)
including, in particular or any similar
expression shall be construed as illustrative
and shall not limit the sense of the words
preceding those terms.

vSechny rody; (b) slova v jednotném c¢isle
zahrnuji mnoZzné ¢islo a naopak;

a (c) véetné, zejména nebo jiny podobny
vyraz, se povazuji za ilustrativni

a neomezuji smysl slov pfedchézejicich
tyto vyrazy.
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1.4 The Exhibits to this Agreement form part 1.4 Prilohy této smlouvy jsou jeji soucdsti
of (and are incorporated into) this (a jsou do ni zaClenény).
Agreement.

1.5 If this Agreement is translated, in case of 1.5 Pokud je tato smlouva ptelozena, v ptipadé
any divergences between the English and jakychkoliv rozdilti mezi anglickym
local language text the local language text textem a textem v mistnim jazyce je
shall prevail. rozhodujici znéni v mistnim jazyku.

1.6 The Study shall commence only after the 1.6 Studie bude zahdjena az poté, co byly
necessary approvals by the competent ziskany nezbytné souhlasy od piislusného
Regulatory Authority and the IEC/IRB kontrolniho dradu a EK.
have been obtained.

1.7 The Parties agree that the Study shall be 1.7  Strany se dohodly, Ze studie musi byt
conducted in compliance with this provedena v souladu s touto smlouvou,
Agreement, the Protocol and the protokolem a pravnimi predpisy.
Regulatory Requirements.

2 OBLIGATIONS OF THE 2 POVINNOSTI ZKOUSEJICIHO

INVESTIGATOR

2.1 The Investigator shall at all times be 2.1  Zkousejici musi byt po celou dobu
responsible for the direction and odpovédny za fizeni a provadéni studie na
performance of the Study at the Study Site. pracovisti studie.

2.2 The Investigator represents and warrants 2.2  ZkousSejici prohlasuje a zarucuje, Ze:

that:

(a) they are trained and fully
qualified by education, training and
experience to assume responsibility of
the proper conduct of the Study at the
Institution as required by the
Regulatory Requirements; and

(b) there is nothing that Investigator
is aware that would or could for
duration of the Study: (i) negatively
impact on the proper and safe
performance of the Study; or (ii) could
create a conflict of interest for the
Institution or the Investigator for the
performance of the Study (such as
participation in another clinical trial);

(a) je vyskolen a pln¢ zptsobily

z hlediska vzd¢€lani, odborné ptipravy a
zkuSenosti k prevzeti odpoveédnosti za
fadné provedeni studie ve
zdravotnickém zaftizeni, jak pozaduji
pravni pfedpisy; a

(b) neni nic, ¢eho by si byl zkousejici
védom, Ze by po dobu trvén{ studie:

(i) mélo nebo mohlo mit negativni
dopad na tddné a bezpe¢né provadéni
studie; nebo (ii) vedlo nebo mohlo vést
ke stfetu zajmu zdravotnického zafizeni
nebo zkousejiciho v souvislosti

s provadénim studie (naptiklad ucast

v jiné klinické studii);

Actelion version date:18 May 2016
Study version date : 02 Aug 2016
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2.3 The Investigator shall conduct the Study in 2.3 Zkousejici musi provadét studii

2.4

a professional manner using all due skill,
care and diligence and in accordance with
the provisions of: (a) this Agreement;

(b) the Protocol (amended from time to
time); (c) the Regulatory Requirements;
(d) any instructions of the Sponsor or
Covance; and (e) any conditions of
approval for the Study from a Regulatory
Authority and/or IEC/IRB.

The Investigator shall ensure that:

(a)  the recruitment of Study Subjects
complies with the Protocol, this
Agreement and the Regulatory
Requirements;

(b)  Study Staff shall be appropriately

trained in the Regulatory Requirements,

the Protocol and any Study procedures
as well as their respective obligations
and duties relating to the Study under
this Agreement;

(¢) access to and completion of all
Study Documents is performed by
authorized Study Staff only;

(d) only individuals participate in the
Study as Study Subjects who, in their
best professional judgment, meet the
inclusion criteria for participation and

continued participation in the Study and

are not excluded for participation as
defined in the Protocol; and

(e) before a Study Subject begins
participating in the Study, the Study

Subject has signed an Informed Consent

Form approved by Covance or the

Sponsor and the IEC/IRB consenting to

the participation in the Study as well as
to the use of the human biological

samples and collected data including the

Study Subject’s health and Personal
Information.

24

profesiondlnim zptisobem za vyuZiti v§ech
patficnych dovednosti, péce a opatrnosti a
v souladu s ustanovenimi: (a) této
smlouvy; (b) protokolu (ve znéni
pozdéjsich aktualizaci); (c) pravnich
predpist; (d) vSech pokyni zadavatele
nebo spolecnosti Covance; a

(e) jakychkoliv podminek schvéleni studie
ze strany kontrolniho tfadu a/nebo EK.

Zkousejici zajisti:
(a)  aby nabor subjektti hodnoceni byl

v souladu s protokolem, touto smlouvou
a pravnimi pfedpisy;

(b)  Ze persondl studie bude patfi¢né
vyskolen v pravnich ptedpisech,
protokolu a jakychkoliv postupech ve
studii, stejné jako ve svych zdvazcich a
povinnostech vztahujicich se ke studii
podle této smlouvy;

(c) Ze pristup k dokumentiim studie
bude mit a vypliiovat je bude pouze
autorizovany persondl studie;

(d) Ze studie se ucastni jako subjekty
hodnoceni pouze osoby, které, podle
nejlepsiho odborného tdsudku
zkousejiciho, spliuji kritéria pro
zatazeni do studie a pokracovani ucasti
ve studii a nejsou vyloucené z icasti,
jak je definovano v protokolu; a

(e) Ze predtim, neZ se subjekt
hodnoceni za¢ne Gc¢astnit studie,
podepise informovany souhlas
schvéleny spolecnosti Covance nebo
zadavatelem a EK, ¢imZ vyjadii souhlas
s ucasti ve studii, jakoZ i s vyuZitim
humannich biologickych vzorka a
shromazd’ovanim dat, véetn¢ idaji

o zdravi subjektu hodnoceni a osobnich
informaci

Actelion version date:18 May 2016
Study version date : 02 Aug 2016
Site version date : 15 Nov 2016
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2.5 The Investigator shall: 2.5  Zkousejict:

(a) CONFIDENTIAL No Study
Subjects may be randomised after this
date without the express written consent
of Covance and/or the Sponsor. Any
Study Subjects who do not meet the
criteria for Evaluable Cases shall be
replaced, provided that the recruitment
period has not expired;

(b)  promptly notify Covance and the
Sponsor if any Study Subject withdraws
from the Study or otherwise ceases to
participate in the Study;

(¢) document any delegations of
authority for the conduct of the Study to
appropriately qualified and trained
Study Staff;

(d) report all serious adverse events
immediately, and all adverse events
promptly within twenty-four (24) hours;

(e) take full responsibility for the
handling, storage, dispensing and
accountability of the Study Drug;

(f)  ensure that written and signed
Informed Consent Form is obtained
from all Study Subjects entered into the
Study; and

(g) not delegate any Investigator
responsibilities to the Covance or
Sponsor monitor and/or share any
individual user names/passwords of
electronic systems among multiple
users.

(a DUVERNE Zadny subjekt
hodnoceni nemtiZze byt randomizovan
po tomto datu bez vyslovného
pisemného souhlasu spolecnosti
Covance a/nebo zadavatele. Jakékoli
subjekty hodnoceni, kteti nespliiuji
kritéria pro vyhodnotitelny piipad, musi
byt nahrazeni za ptedpokladu, Ze doba
pro ndbor nevyprsela;

(b) musi neprodlené oznamit
spole¢nosti Covance a zadavateli,
pokud néktery subjekt hodnoceni
odstoupf ze studie, nebo se jinak
prestane na studii podilet;

(¢) musi zdokumentovat v§echny
ptipady delegovani pravomoci pro
provadéni studie dostatecné
kvalifikovanému a vyskolenému
persondlu studie;

(d) musi hlasit vSechny zdvazné
nezadouci ptihody okamzité a v§echny
nezadouci pfihody neprodlené do
Ctyfiadvaceti (24) hodin;

(e) ptevezme plnou odpoveédnost za
manipulaci, skladovani, vydej a
evidenci hodnoceného 1é¢ivého
piipravku;

(f)  musi zajistit, aby byl od vSech
subjektli hodnoceni zafazenych do
studie ziskan podepsany formulaf
informovaného souhlasu v pisemné
forme; a

(g) nebude delegovat zadné
povinnosti zkouSejictho na monitora
spolec¢nosti Covance nebo zadavatele
a/nebo nebude sdilet Zddna konkrétni
uzivatelska jména/hesla do
elektronickych systémil s vicerymi
uzivateli.

Actelion version date:18 May 2016
Study version date : 02 Aug 2016
Site version date : 15 Nov 2016
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3 OBLIGATIONS OF INSTITUTION 3 POVINNOSTI ZDRAVOTNICKEHO
ZARIZENI
3.1 The Institution represents and warrants 3.1 Zdravotnické zafizeni prohlasuje
that: a zaruCuje, Ze:

(a) the Study Staff and Investigator (a) persondl studie a zkousejici jsou
are trained and qualified to conduct vyskoleni a kvalifikovani k provadéni
clinical trials and are appropriately klinickych hodnoceni a fadné
trained in the Regulatory Requirements proskoleni v pravnich ptedpisech
and the Protocol; and. a protokolu; a
(b) it has in place appropriate (b)  vykonava monitoring dodrzovan{
Regulatory Requirements compliance souladu s piislusSnymi pravnimi
monitoring and escalation procedures predpisy a ma definované eskalacni
and processes. postupy a procesy.

3.2 The Institution shall: 3.2 Zdravotnické zafizeni musi:

3.3

(a) maintain records of the delivery
of the Study Drug to the
Institution/Investigator;

(b) immediately notify Covance if the
Investigator and/or the Institution is
unable to perform their obligations
under this Agreement; and

(c¢) ensure that sufficient resources
with regard to time, personnel, facilities
and other resources are allocated for the
proper and safe performance of the
Study and shall continue to be allocated
and made available to Investigator and
Study Staff to allow the dedicated,
proper and punctual performance of the
Study in accordance with the Protocol
requirements and the terms of this
Agreement.

In the event that Investigator leaves or is
removed from the Institution, Institution
will designate a qualified Investigator to
perform the duties and responsibilities
of the Investigator, and shall notify the
Sponsor and Covance in writing
immediately. Sponsor and Covance may

3.3

(a) uchovavat zdznamy o doruceni
hodnoceného 1é¢ivého pripravku do
zdravotnického zatizeni/zkouSejicimu;

(b) neprodlené¢ ozndmit spole¢nosti
Covance, jestlize
zkousejici/zdravotnické zafizeni nejsou
schopni plnit své povinnosti podle této
smlouvy; a

(c) zajistit, aby byl pfidélen dostatek
casovych, lidskych, prostorovych

a dalsich zdrojt na fddné a bezpecné
provadeéni studie a tyto zdroje budou i
nadéle pfidéleny a k dispozici
zkouSejicimu a persondlu studie, aby
mohli studii provadét s plnou
pozornosti a fadnym a v€asnym
zpusobem v souladu s pozadavky
protokolu a podminkami této smlouvy.

V ptipadg, Ze zkouSejici zdravotnické
zatizeni opusti nebo je z né¢ho
propustén, zdravotnické zatizeni
jmenuje kvalifikovaného zkousejiciho
na vykon funkce a povinnost{
zkousejiciho a neprodlen¢ to pisemné
ozndmi zadavateli a spolecnosti

Actelion version date:18 May 2016
Study version date : 02 Aug 2016
Site version date : 15 Nov 2016

Strana 11 z 34



Clinical Trial Agreement — 3 Way Inv/Inst/CVD
Protocol: AC-052B302 POINT

Country: Czech Republic

PI Name: CONFIDENTIAL

Billcode: 8341107

approve or deny the proposed
replacement.

4 INSTITUTION AND INVESTIGATOR
JOINT OBLIGATIONS

4.1 The Institution and Investigator shall and
shall procure that Study Staff shall:

(a) comply with Regulatory
Requirements;

(b) retain any documents for the
identification of the Study Subjects and
all other Study Documents for at least
fifteen (15) years from completion or
earlier termination of the Study or for a
longer duration as required by
applicable laws and regulations;

(c) ensure that access to and
completion of all required Study
Documentation, is performed only by
authorized Study Staff and correctly
completed in accordance with the
Sponsor or Covance instructions;

(d) store the Study Drug as specified
in the Protocol and by Regulatory
Requirements;

(e) only use the Study Drug for the
purposes of the Study and in accordance
with the Protocol;

(f)  at the end of the Study and unless
otherwise instructed by Sponsor or
Covance, the Institution and/or
Investigator shall return any unused
Study Drug to the Sponsor. If the
Institution and/or Investigator is
instructed to destroy any Study Drug,
the Investigator shall provide records of
such destruction to the Sponsor or

Actelion version date:18 May 2016
Study version date : 02 Aug 2016
Site version date : 15 Nov 2016

Covance. Zadavatel a spolecnost
Covance mohou navrhovanou vyménu
schvilit nebo zamitnout.

4 SPOLECNE POVINNOSTI
ZDRAVOTNICKEHO ZARIZENI A
ZKOUSEJICIHO

Zdravotnické zatizeni a zkousSejici budou,
a zajisti, Ze persondl studie bude:

(a) dodrZovat pravni ptedpisy;

(b) uchovavat veskeré podklady pro
identifikaci subjektti hodnoceni

a veSkeré dalsi dokumenty studie po
dobu nejméné patnécti (15) let od
dokonceni nebo pfedcasného ukonceni
studie nebo po delsi dobu, podle toho,
jak to vyZaduji platné zédkony

a predpisy;

(c) zajiStovat, aby pristup k veskeré
pozadované dokumentaci mél a
vypliioval ji pouze autorizovany
persondl studie a Ze dokumentace bude
vyplnénd spravné a v souladu s pokyny
zadavatele nebo spole¢nosti Covance;

(d) uchovavat hodnoceny 1éCivy
piipravek, jak je uvedeno v protokolu
a jak ukladaji pravni predpisy;

(e) pouzivat hodnoceny lécCivy
piipravek pouze pro ucely této studie
a v souladu s protokolem;

(f)  na konci studie, a pokud zadavatel
nebo spolecnost Covance neuvede
jinak, musi zdravotnické zafizeni a/nebo
zkouSejici vratit nepouZzity hodnoceny
1é¢ivy piipravek zadavateli. V ptipadé,
Ze jsou zdravotnické zatfizeni a/nebo
zkouSejici instruovdni, aby vSechen
hodnoceny 1é¢ivy piipravek
zlikvidovali, zkouSejici poskytne
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Covance; and zadavateli nebo spolecnosti Covance
zdznamy o likvidaci; a
(z) immediately inform Covance and (g) neprodlen¢ informovat spolecnost
the Sponsor of any alleged misconduct Covance a zadavatele o kazdém
or breach of this Agreement or the predpokladaném pochybeni nebo
Protocol that is likely to affect the poruseni této smlouvy nebo protokolu,
safety and rights of the Study Subjects které by mohlo mit vliv na bezpecnost
or the reliability and integrity of the a prava subjektd hodnoceni ¢i
data generated in the Study. If the spolehlivost a integritu udaju ziskanych
Sponsor or Covance becomes aware of ve studii. V piipadé, Ze se zadavatel
any alleged misconduct or breach, the nebo spolecnost Covance dozvi
Institution and the Investigator shall o n¢jakém predpoklddaném pochybeni
provide all reasonable assistance to any nebo poruseni, zdravotnické zatizeni a
investigation by or on behalf of the zkousSejici musi poskytnout veSkerou
Sponsor and/or Covance. pfiméfenou pomoc pfi jakémkoli

pifesetfovani vedené ze strany
zadavatele a/nebo spolecnosti Covance

nebo jejich jménem.

4.2 Upon written notice to the Institution 4.2 Na zdklad¢€ pisemného ozndmeni
and/or Investigator, Covance and zdravotnickému zafizeni a/nebo
Sponsor may increase or decrease: (a) zkousejicimu, spolecnost Covance
the number of Study Subjects to be a zadavatel mohou zvysit nebo sniZit:
randomized by the Investigator; or (b) (a) pocet subjekt hodnoceni, kteii maji
the duration of the Study. byt randomizovani zkousejicim; nebo

(b) dobu trvani studie.

5 MONITORING VISITS, AUDITS 5 MONITOROVACI NAVSTEVY,

AND INSPECTIONS AUDITY A INSPEKCE

The Institution and/or Investigator shall: Zdravotnické zatizeni a/nebo zkouSejici musi:
(a) allow regular monitoring visits to (2) umozZnit pravidelné monitorovaci
the Institution to be performed by the navstévy ve zdravotnickém zafizend,
Sponsor or Covance; které maji byt provedeny zadavatelem

nebo spolecnosti Covance;

(b) upon reasonable notice and at any (b) umoznit zadavateli a spolecnosti
time before, during or after the Study, Covance, na zakladé oznameni
allow the, Sponsor and Covance to s dostatecnym piedstihem, a kdykoliv
discuss the performance of the Study pred, béhem nebo po studii, diskutovat
with the Investigator and Study Staff; o provadéni studie se zkouSejicim

a persondlem studie;

Actelion version date:18 May 2016
Study version date : 02 Aug 2016
Site version date : 15 Nov 2016
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52
e

(¢) provide the Covance or Sponsor
monitor with all existing source data
prior to a scheduled monitoring visit;

(d) grant the Sponsor and Covance
direct access to all Study Documents;

(e) ensure that: (i) before a scheduled
monitoring visit, the Institution drug
inventory log and the Study Drug
accountability form for all Study
Subjects are complete using the Study
specific forms provided by the Sponsor
or Covance; (ii) all CRFs and all
outstanding queries are completed prior
to a scheduled monitoring visit; (iii) all
Study Documents are completed
promptly by either the Investigator or a
documented delegate of the Study Staff;
and (iv) data reported in the CRF is
consistent with the source document
and any discrepancies are fully
explained; and

(f)  assist the Sponsor and Covance in
promptly resolving any clinical data
queries, errors, corrections or other
requests in relation to the Study
Documents.

The Investigator and Institution shall

ach upon request from Covance or the

Sponsor or a Regulatory Authority:

(a)  with reasonable notice, allow
auditors from Sponsor and Covance to
visit the Institution to conduct reviews
of all Study Documents processes at the
Institution necessary for source data

5.2

(¢c) poskytnout monitorovi

spole¢nosti Covance nebo zadavatele
vSechny existujici zdrojova data pred
planovanou monitorovaci navstévou;

(d) udé¢lit zadavateli a spolecnosti
Covance ptimy pfistup ke v§em
dokumentim studie;

(e) zajistit, Ze: (i) pred planovanou
monitorovaci ndv§tévou bude vyplnény
protokol zdsob hodnoceného 1é€ivého
pfipravku a formulaf s pfehledem
vydaného lé¢ivého piipravku pro
vSechny subjekty hodnoceni s pouZzitim
specifickych formulafi pro studii, které
poskytl zadavatel nebo spole¢nost
Covance; (ii) vSechny CRF budou
vyplnény a vSechny zbyvajici dotazy
budou zodpovézeny pred planovanou
monitorovaci navstévou; (iii) vSechny
dokumenty studie budou urychlené
vyplnény bud’ zkousejicim, nebo
zdokumentovanym zdstupcem
persondlu studie; a (iv) data uvadéna

v CREF jsou v souladu se zdrojovym
dokumentem a piipadné nesrovnalosti
jsou plné€ vysvétleny; a

(f)  napomadhat zadavateli

a spolec¢nosti Covance v neprodleném
teSeni jakychkoliv dotazii na klinické
udaje, chyb, oprav nebo dalsich
pozadavki ve vztahu k dokumentiim
studie.

Zkousejici a zdravotnické zatizeni must,
kazdy samostatn¢, na Zadost spole¢nosti
Covance nebo zadavatele nebo
kontrolniho uradu:

(a) na zakladé oznameni

s dostate¢nym piedstihem umoznit
auditoriim od zadavatele a spole¢nosti
Covance navstivit zdravotnické
zatizeni, aby provedli kontrolu vSech

Actelion version date:18 May 2016
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verification together with any other
relevant information generated as a
result of the Study;

(b) promptly inform Sponsor and
Covance of any request received from
any Regulatory Authority or IEC/IRB
to inspect or otherwise gain access to
Study Documents or other information,
data or materials pertaining to the
Study;

(¢) cooperate with Covance and/or
the Sponsor in activities in preparation
for any audit or inspection;

(d) facilitate the conduct of regulatory
inspections by a Regulatory Authority
and to allow for the presence of
representative of Covance or the
Sponsor during the inspection; and

(e) co-operate in full in any audit
and/or inspection relating to the Study,
conducted by Covance, the Sponsor or
Regulatory Authority including the
provision of all necessary clinical data
and documents and to answer any
queries/corrections or other requests in
a timely manner.

5.3 The Investigator and Institution shall each:

(a) liaise with Covance and/or the
Sponsor in responding to any regulatory
inspection findings related to the Study;

(b) provide copies of all
communications or other documents
and materials issued by a Regulatory
Authority to the Institution and/or

Actelion version date:18 May 2016
Study version date : 02 Aug 2016
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procesii tykajicich se dokumentace
studie ve zdravotnickém zafizeni, které
jsou nezbytné pro ovéteni zdrojovych
dat spolecné s veSkerymi dal§imi
relevantnimi informacemi vytvofenymi
v souvislosti se studif;

(b) bezodkladn¢ informovat
zadavatele a spole¢nost Covance

o kazdé zadosti pfijaté od kteréhokoli
kontrolniho tifadu nebo EK o kontrolu
nebo jiny zpusob ziskani piistupu

k dokumentiim studie ¢i jinym
informacim, datim nebo materidliim
tykajicim se studie;

(c) spolupracovat se spolecnosti
Covance a/nebo zadavatelem

v ¢innostech v rdmci piipravy na
pfipadny audit nebo inspekci;

(d) usnadnit provadéni inspekci
kontrolnim dfadem a umozZnit
pritomnost zastupce spolecnosti
Covance nebo zadavatele béhem
inspekce; a

(e) plné spolupracovat pfi kazdém
auditu a/nebo kontrole tykajici se
studie, vedené spolecnosti Covance,
zadavatelem nebo kontrolnim ufadem,
véetné poskytnuti vSech pottebnych
klinickych dat a dokumentti, a vc¢as
odpovédét na vSechny dotazy/opravy
nebo jiné pozadavky.

5.3 Zkousejici a zdravotnické zatizeni must,
kazdy samostatné:

(a) spolupracovat se spolecnosti
Covance a/nebo zadavatelem pfi
odpovédi na piipadné nélezy
kontrolnich uradu tykajici se studie;
(b) poskytnout kopie veskeré
komunikace nebo jinych dokumentt

a materidlti vydanych kontrolnim
ufadem danému zdravotnickému
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Investigator that have or that may have
an impact on the Study;

(¢) implement all modifications that
prove necessary subsequent to the
findings of the monitoring, audit or
inspection in due course; and

(d) inform the Sponsor and Covance
of any regulatory action taken against
the Institution and/or the Investigator.

6 BUDGET

6.1 Budget (excluding Study Start Up Fee,

payment for Pharmacy Services which are

in the full range of 100% the income of the

Institution) will be divided between
Institution and Investigator in ratio 30%
Institution and 70% Investigator.
Investigator is obliged to reward all Study
Team Members (including Employee of
Institution from Department of Imaging
Methods) from his share. Institution will
not have any commitment towards
Investigator and Study Team Members.

6.2  Sponsor shall pay the Institution the
amounts as set forth in Payment Schedule
defined in Exhibit B1. The amounts set
forth in Exhibit B1 cover all Study-related
fees and costs, unless explicitly stated

otherwise in Exhibit B1.

6.3 CONFIDENTIAL

6.4 Sponsor shall make the last payment after
the Institution has appropriately answered
all data clarification requests.
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zatizeni a/nebo zkousejicimu, které maji
nebo mohou mit vliv na studii;

(c) implementovat vS§echny zmény,
které se ukazi jako nezbytné

v ndvaznosti na zjisténi monitoringu,
auditu nebo kontroly, v fddném
terminu; a

(d) informovat zadavatele

a spolec¢nost Covance o vSech
regulacnich opatfenich pfijatych proti
zdravotnickému zafizeni a/nebo
zkousejicimu.

6 ROZPOCET

6.1

6.2

6.3

6.4

Rozpocet (vyjma pocateéniho poplatku
spojeného se studif a plateb za sluzby
lékarny, které jsou v celém rozsahu 100%
pfijmem zdravotnického zatizeni), bude
rozdélen mezi zdravotnické zatfizeni a
zkousejiciho v poméru 30% zdravotnické
zafizeni a 70% zkousSejici. Ze svého podilu
je zkousejici povinen odménit vSechny
¢leny studijniho tymu (véetné zaméestnancii
nemocnice z oddéleni zobrazovacich
metod). Zdravotnické zafizeni nebude mit
v souvislosti se studif vii¢i zkousejicimu a
¢lentim studijniho tymu Zadné zavazky.

Zadavatel je povinen uhradit
zdravotnickému zaiizeni castky, jak je
uvedeno v rozpisu plateb v Piiloze B1.
Castky uvedené v Piiloze B1 pokryvaji
vSechny poplatky a ndklady spojené se
studif, neni-li v Piiloze B1 vyslovn¢
uvedeno jinak.

DUVERNE
Zadavatel musi provést posledni platby
poté, co zdravotnické zatizeni

odpovidajicim zpiisobem odpovédélo na
vSechny pozadavky na vyjasnéni udaju.
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6.5 ICONFIDENTIAL 6.5

6.6 The Institution represents and warrants that 6.6
it owns and controls the bank account(s)
indicated to Sponsor and Covance for the
payments under this Agreement.

6.7 The Institution shall be solely responsible 6.7
for any taxes, fees and social security
obligations in connection with the
Institution's performance or compensation
under this Agreement.

6.8 The Investigator and Institution each 6.8
agree:

(a) CONFIDENTIAL:
(b) CONFIDENTIAL

(c) reimbursement of Study fees shall
be made payable directly to the
Institution.

6.9 The Institution and Investigator each 6.9
acknowledge that Covance is acting on
behalf of the Sponsor and that the Sponsor
is funding this Study. In the interests of
transparency relating to Sponsor's financial
relationships with clinical investigators
and clinical study sites, the Sponsor may
publicly disclose the funding associated
with this Agreement or any other benefit
provided to Investigator or Institution by
Sponsor or Covance.

6.10 The Institution and Investigator each 6.10
represent and warrant that the
compensation for the Study under this
Agreement represents fair market value for
the services to be provided in connection
with the Study and that this Agreement is
independent of, has had and will not have

Actelion version date:18 May 2016
Study version date : 02 Aug 2016
Site version date : 15 Nov 2016

DUVERNE

Zdravotnické zatizeni prohlasuje

a zarucuje, Ze vlastni a spravuje bankovni
ucet(licty) ozndmeny zadavateli

a spole¢nosti Covance pro platby podle
této smlouvy.

Zdravotnické zatizeni musi byt samo
zodpovédné za veskeré dané, poplatky
a zavazky socidlniho zabezpeceni

v souvislosti s plnénim této smlouvy
zdravotnickym zatizenim nebo

s odménami podle této smlouvy.

Zkousejici a zdravotnické zatizeni, kazdy
samostatng, souhlasi:

(a) DUVERNE
(b) DUVERNE;

(c) Ze poplatky za studii musi byt
vyplaceny piimo zdravotnickému
zafizeni.

Zdravotnické zatizeni a zkousejici, kazdy
samostatng, uznavaji, Zze spole¢nost
Covance jedna jménem zadavatele a Ze
zadavatel financuje tuto studii. V zdjmu
transparentnosti tykajici se finan¢nich
vztahi zadavatele se zkousejicimi

a pracovisti klinické studie, mize
zadavatel zvefejnit financovani spojené

s touto smlouvou nebo jakékoliv jiné
vyhody poskytované zkouSejicimu nebo
zdravotnickému zafizeni zadavatelem nebo
spolec¢nosti Covance.

Zdravotnické zatizeni a zkousejici, kazdy
samostatng, prohlasuji a zarucuji se, Ze
odména za studii podle této smlouvy
predstavuje redlnou trZzni hodnotu sluzeb,
které maji byt poskytnuty v souvislosti se
studif, a Ze tato smlouva je nezavisla na
zdravotnickém zafizeni, a neméla a nebude
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any influence on Institution, its employees,
Investigator as to the choice of reference
clinical laboratory testing ordered by
Institution, its employees or Investigator.

7 CONFIDENTIAL INFORMATION 7

7.1 The Institution and Investigator each agree 7.1
that all Results, materials, documents, data
and information of every kind and
description supplied to either the
Institution of Investigator directly or
indirectly by the Sponsor or Covance, or
prepared or developed by either the
Institution or Investigator pursuant to the
Agreement, or resulting from the Study
shall be Confidential Information and are
the sole and exclusive property of the
Sponsor.

The Institution and Investigator each
agree:

(a)  to treat all Confidential
Information as the confidential and
exclusive property of Sponsor and
Covance and shall not disclose or
distribute the Confidential Information
(in whole or in part) to any third party
without the prior written consent of
Covance or the Sponsor.
Notwithstanding the foregoing, the
disclosure of any Confidential
Information to an IEC/IRB or to an
applicable Regulatory Authority is
specifically authorized;

(b) to use the Confidential
Information only and only to the extent
necessary for the Study and shall not,
for any other purpose, use, copy (in
whole or in part), modify or adapt the
Confidential Information in any way

Actelion version date:18 May 2016
Study version date : 02 Aug 2016
Site version date : 15 Nov 2016

mit Zadny vliv na n¢j, na jeho
zaméstnance, zkousejiciho, pokud jde
o vybér referencniho klinického
laboratorniho testovani objednaného
zdravotnickym zatizenim, jeho
zaméstnanci nebo zkousejicim.

DUVERNE INFORMACE

Zdravotnické zatizeni a zkousejici, kazdy
samostatnég, souhlasi s tim, Ze vSechny
vysledky, materidly, dokumenty, data

a informace vSeho druhu a popisy
dodédvané bud’ zdravotnickému zatizen{
nebo zkousejicimu pifimo nebo nepiimo
zadavatelem nebo spolecnosti Covance,
nebo pfipravené ¢i vyvinuté bud’
zdravotnickym zatizenim nebo
zkouSejicim na zdkladé této smlouvy
nebo vyplyvajici ze studie, jsou divérné
informace a jsou vyhradnim vlastnictvim
pouze zadavatele.

Zdravotnické zatizeni a zkouSejici, kazdy
samostatné, souhlasi, Ze:

(a)  bude zachazet se viemi
divérnymi informacemi jako

s divérnym a vyhradnim majetkem
zadavatele a spole¢nosti Covance a Ze
divérné informace (celé nebo jejich
¢ast) nezvetejni ani nebude §ifit Zadné
treti strané€ bez pfedchoziho pisemného
souhlasu spolec¢nosti Covance nebo
zadavatele. Bez ohledu na vyse
uvedené, zpiistupnéni jakékoliv
divérné informace EK nebo
ptislusnému kontrolnimu dfadu je
vyslovné povoleno;

(b) bude pouzivat diivérné informace
jen a pouze v rozsahu nezbytném pro
studii a nesmi k Zddnému jinému tcelu
pouZit kopii (celou nebo ¢astenou),
upravit nebo pfizpusobit diivérné
informace jakymkoliv zptisobem bez
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without the prior written consent of
Covance or the Sponsor;

(¢) to disclose the Confidential
Information only on a need-to-know
basis and ensure that all Study Staff or
any third party to whom the
Confidential Information may be
disclosed are under written obligations
of confidentiality, non-use and non-
disclosure on terms substantially similar
to those in this Agreement;

(d) to notify Covance immediately if
there is any disclosure or use of the
Confidential Information other than in
accordance with the terms of this
Agreement; and

(e) not to permit any person to do any
act or make any omission prohibited by
this Agreement.

7.2 The above obligations of confidentiality
shall not extend to Confidential
Information that the Institution or the
Investigator can show through
documentary evidence:

(a) is or was already known to
Institution or Investigator at the time of
disclosure and is free of any obligations
of confidentiality; or

(b) 1is or becomes publicly known
through no fault, act or omission of the
Institution or Investigator or Study Staff
in breach of this Agreement; or

(c) 1is or was lawfully received by the
Institution or Investigator from a third
party without restriction as to its use or
disclosure and who is not under a direct
or indirect obligation of confidentiality
to Covance or the Sponsor; or

Actelion version date:18 May 2016
Study version date : 02 Aug 2016
Site version date : 15 Nov 2016

7.2

piedchoziho pisemného souhlasu
spolec¢nosti Covance nebo zadavatele;

(c) sdéli daveérné informace pouze na
zaklad¢ potieby védét a zajistit, aby
veskery persondl studie a vSechny treti
strany, kterym mohou byt davérné
informace zptistupnény, byli pisemné
vazani zachovavat jejich davérnost,
nepouZivat je a nezvefejiiovat je, a to za
podminek v podstaté podobnych jako je
v této smlouve;

(d) okamzité oznami spolecnosti
Covance, pokud dojde k jakémukoli
zvetejnéni nebo pouZiti ditvérnych
informacf jinak nez v souladu

s podminkami této smlouvy; a

(e) nedovoli nikomu vykonévat
jakoukoliv ¢innost nebo zptsobit
opomenuti zakdzané touto smlouvou.

Vyse uvedené povinnosti ditvérnosti se
nevztahuji na divérné informace,

o kterych mohou zdravotnické zatizen{
nebo zkousejici zdokumentovat, Ze:

(a) jsou nebo byly zdravotnickému
zatizeni nebo zkousSejicimu znadmy

v dobé¢ zpiistupnéni a nevztahuje se na
né Zadna povinnost ml¢enlivosti; nebo

(b) jsou nebo se staly vefejné
zndmymi bez zavinéni, jedndni nebo
opomenuti zdravotnického zatizeni
nebo zkousejiciho nebo persondlu
studie v rozporu s touto smlouvou; nebo

(c) jsou nebo byly pravomocné
obdrzeny zdravotnickym zafizenim
nebo zkousejicim od tfeti strany bez
omezeni, pokud jde o jejich pouziti
nebo zvetejnéni, a tato tfeti strana nema
pfimy nebo nepiimy zdvazek
mlcenlivosti viici spole¢nosti Covance
nebo zadavateli; nebo
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(d) was independently developed by
the Institution or Investigator without
the benefit of the Confidential
Information; or

(e) isrequired by law, rule, decision,
order, subpoena, government or
regulatory requirement or other process
of law (Legal Process) to be disclosed
by the Institution or Investigator. The
Institution or Investigator shall
promptly notify Covance or the Sponsor
of such requirement prior to any
disclosure and shall cooperate with
Covance or the Sponsor in seeking to
oppose, minimise or obtain the
confidential treatment of the requested
disclosure to the extent of such order or
as reasonably practicable. In any event,
the Institution and Investigator shall
limit the disclosure of any Confidential
Information to the minimum extent
requested by such Legal Process.

7.3  All obligations of confidentiality and non- 7.3
use set forth in this Agreement will survive
the expiration or earlier termination of this

Agreement.
8 INTELLECTUAL PROPERTY 8
8.1 CONFIDENTIAL 8.1
8.2 CONFIDENTIAL 8.2
8.3 CONFIDENTIAL 8.3
8.4 CONFIDENTIAL 8.4

Actelion version date:18 May 2016
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(d) byly nezdvisle vytvofeny
zdravotnickym zatizenim nebo
zkousejicim, aniZ by byla pouZita
vyhoda davérnych informaci; nebo

(e) je zdkonem, pravidlem,
rozhodnutim, ptikazem, pfedvolanim,
statni spravou nebo pravnim predpisem
nebo jinym zdkonnym postupem
(pravni postup) vyzadovano, aby byly
zvetejnény zdravotnickym zafizenim
nebo zkousejicim. Zdravotnické
zatizeni nebo zkousSejici neprodlené
informuje spolecnost Covance nebo
zadavatele o takovém poZadavku pied
jakymkoli zvefejnénim informaci

a bude spolupracovat se spolecnosti
Covance nebo zadavatelem ve snaze
oponovat, minimalizovat nebo zajistit
diavérné zachazeni pti pozadovaném
zvefejnéni v rozsahu takového piikazu,
nebo jak to bude rozumné proveditelné.
V kazdém piipad€ musi zdravotnické
zafizeni a zkouSejici omezit zvefejnéni
jakékoliv divérné informace na
minimdlni rozsah poZadovany timto
pravnim postupem.

Veskeré povinnosti zachovani divérnosti a
nepouzivani obsazené v této smlouve
zlstanou v platnosti i po vyprseni nebo
predcasném ukonceni této smlouvy.
DUSEVNI VLASTNICTVI

DUVERNE

DUVERNE

DUVERNE

DUVERNE
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9  TERM AND TERMINATION 9  SMLUVNI OBDOBI A UKONCENI
PLATNOSTI

9.1 This Agreement shall become effective 9.1 Tato smlouva nabyva dG¢innosti
upon the last signature of all Parties to the okamzikem podpisu posledni ze vSech
Agreement and shall remain in effect until stran smlouvy a zlstava v platnosti, dokud
the earlier of: nenastane nékteré z nasledujicich:

(a) completion of the close-out visit (a) dokonceni zdvérecné navstévy ve
for the Study at the Study Site; or studii na pracovisti studie; nebo

(b) terminated pursuant to the (b) ukonceni v souladu

provisions of this Agreement. s ustanovenimi této smlouvy.

9.2 The Sponsor or Covance may terminate or 9.2 Zadavatel nebo spolecnost Covance
suspend the Study or this Agreement and mohou ukoncit nebo pozastavit studii nebo
Investigator’s and/or Institution’s tuto smlouvu a tucast zkousejiciho a/nebo
participation in the Study at any time, with zdravotnického zatizeni v studii kdykoliv
or without cause. s uvedenim divodu nebo bez uvedeni

divodu.

9.3 Immediately upon receipt of a notice of 9.3 Thned po obdrzeni ozndmeni o ukonceni je
termination, the Investigator shall stop zkousejici povinen zastavit nabor subjektt
enrolling Study Subjects into the Study. hodnoceni do studie.

9.4 In the event of early termination of this 9.4 'V ptipadé pfed¢asného ukonceni této
Agreement, Sponsor shall reimburse the smlouvy zadavatel uhradi zdravotnického
Institution or Investigator on a pro-rata zafizeni nebo zkouSejicimu pomérny pocet
basis of the number of visits completed by navstév absolvovanych subjekty
Study Subjects. If the Institution or the hodnoceni. V piipad¢, Ze zdravotnické
Investigator have already received zatizeni nebo zadavatel jiz obdrZeli platby
payments in excess of the actual pro-rated nad ramec pomérné, skute¢né splatné
amounts due, then any overpayment shall castky, tak veskery preplatek musi byt
be promptly reimbursed to Sponsor. neprodlené vracen zadavateli.

10 DATA PROTECTION AND HUMAN 10 OCHRANA fJ!)AJ U A HUMANNI
BIOLOGICAL SAMPLES BIOLOGICKE VZORKY

10.1 The Parties shall, at all times throughout ~ 10.1 Strany po celou dobu platnosti této

the term of this Agreement, comply with
all applicable data protection/privacy and
human biological sample laws, rules and
regulations, as amended from time to time,
with respect to the collection, use,
processing, storage, transfer, modification,

smlouvy budou dodrZovat vSechny platné
zakony, pravidla a pfedpisy na ochranu
udaji/soukromi a humdnnich biologickych
vzorkl, ve znéni pozdg&jSich predpist,
pokud jde o shromazd’ovani, pouZzivani,
zpracovani, uchovéavani, ptenos,

Actelion version date:18 May 2016
Study version date : 02 Aug 2016
Site version date : 15 Nov 2016
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10.2

10.3

deletion and/or disclosure of any Personal
Information and human biological samples
under this Agreement.

The Institution and Investigator shall
notify Covance and Sponsor immediately
of any accidental, unlawful or
unauthorized use or disclosure of Personal
Information or human biological samples
of which it becomes aware.

Notwithstanding the foregoing, for
purposes of this Agreement, any
information provided to Covance or the
Sponsor shall always be de-identified, and
shall not be capable of identifying any
individual so that it could be deemed to be
“personal information” under any
applicable laws, rules or regulations.
Further, no information other than the
information provided to complete the
Study shall be provided to Covance or the
Sponsor under this Agreement.

The Institution and Investigator each
consent that:

(a) Covance or Sponsor may collect
and use Personal Information about the
Investigator and Institution such as
contact information and professional
credentials, to invite the Investigator
and Study Staff to attend conferences
and to participate in other programs.

(b) the Personal Information of the
Investigator and Study Staff may be
transferred and processed outside of
Czech Republic including to countries
that may not have been assessed as
having adequate privacy laws).
Nevertheless, Covance and Sponsor
take steps to ensure that their affiliates,
agents, subsidiaries and suppliers

10.2

10.3

modifikaci, vymazani a/nebo zvetfejnéni
jakychkoli osobnich udajii a humannich
biologickych vzorkt podle této smlouvy.

Zdravotnického zatizeni a zkouSejici
okamZzité¢ ozndmi spole¢nosti Covance
a zadavateli kazdé ndhodné, nezakonné
nebo neopravnéné pouziti ¢i zvetejnéni
osobnich tidajii nebo huménnich
biologickych vzorkil, o némz se dozvi.

Nehledé na vySe uvedené, pro ucely této
smlouvy, vSechny informace poskytnuté
spole¢nosti Covance nebo zadavateli, mus{
byt vZzdy de-identifikovéany, a nesmi jimi
byt mozné identifikovat jakoukoli osobu,
aby se daly povazovat za ,,0sobni
informace® na zdklad¢ jakychkoli platnych
zakonu, pravidel nebo ptedpist. Kromé
toho nebudou spole¢nosti Covance nebo
zadavateli poskytnuty Zadné jiné
informace nez ty poskytnuté na dokoncen{
studie podle této smlouvy.

Zdravotnické zatizeni a zkouSejici, kazdy
samostatng, souhlasi, Ze:

(a) spole¢nost Covance nebo
zadavatel mohou shromazd’ovat

a pouzivat osobni tdaje o zkouSejicim
a zdravotnickém zafizeni, jako jsou
kontaktni informace a doklady o
odborné zpusobilosti, zvat zkousejiciho
a persondl studie, aby se zicastnili
konferenci a podileli se na jinych
programech.

(b) Osobni informace zkousejiciho

a persondlu studie mohou byt pfendSeny
a zpracovavany mimo Ceskou
republiku, véetné zemi, které mozna
nemaji odpovidajici zdkony na ochranu
soukromi). Nicméné¢, spole¢nost
Covance a zadavatel podnikaji kroky,
aby zajistily, Ze jejich pobocky,
jednatelé, dcefiné spole€nosti

Actelion version date:18 May 2016
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10.4

comply with the applicable regulations
and laws and shall take reasonable steps
to protect the security of such Personal
Information.

a dodavatelé dodrzi platné predpisy

a zdkony a pfijmou pfiméfend opatfeni
k ochrané bezpecnosti takovych
osobnich informaci.

The Investigator agrees that the Sponsor or 10.4 ZkousSejici musi souhlasit s tim, Ze

Covance or a designated third party shall
have the right to disclose, process and
store their Personal Information in
connection with this Study to a Regulatory
Authority and IEC/IRB, which may be
located outside of Czech Republic which
may not offer an equivalent level of data
protection.

zadavatel nebo spolec¢nost Covance nebo
jimi jmenovand tiet{ strana, budou mit
pravo zpracovavat a uchovavat jeho osobni
informace v souvislosti s touto studii, a
poskytnout je kontrolnimu dfadu a EK,
kterd se miiZe nachazet mimo Ceskou
republiku, kde nemusi byt stejna droven
ochrany ddaju.

11 INDEMNIFICATION AND 11 ODSKODNENI A POJISTENI
INSURANCE

11.1 Institution and Investigator shall jointly 11.1 Zdravotnické zatizeni a zkouSejici nesou
and severely be liable for and expressly spole¢né i oddélené odpovédnost
agree to indemnify and hold harmless a vyslovné souhlasi s odskodnénim
Sponsor and Covance from any and all zadavatele a spole¢nosti Covance a
liability, claims, loss, damage, costs, zbavenim veskeré odpovédnosti
including reasonable attorneys’ fees, with v souvislosti se v§emi naroky, ztratami,
respect to any liability arising out of the Skodami, ndklady, vCetné pifimétenych
Institution or Investigator’s willful poplatkd za pravni zastoupeni, s ohledem
misconduct, negligent or wrongful acts or na zavazky vyplyvajici z dmysiného
omissions or failure to comply with the pochybeni, nedbalosti nebo nespravného
Protocol, breach of this Agreement and/or jednani nebo opomenuti nebo nedodrZeni
the Regulatory Requirements. protokolu, poruseni této smlouvy a/nebo

pravnich ptedpist ze strany
zdravotnického zafizeni nebo zkousejiciho.

11.2 Any indemnification rights granted to the 11.2 VSechna prava na odskodnéni poskytnuté
Investigator or the Institution are provided zkousejicimu nebo zdravotnickému
exclusively by the Sponsor. In the event zafizeni jsou poskytnuta vyhradné
that the Institution or Investigator invoke zadavatelem. V ptipad¢, Ze zdravotnické
such rights, then the Investigator or zafizeni nebo zkousSejici takova prava
Institution shall deal directly with the uplatni, pak zkouSejici nebo zdravotnické
Sponsor. zafizeni musi jednat piimo se zadavatelem.

11.3 During the term of this Agreement, and 11.3 Béhem doby platnosti této smlouvy,

afterward as necessary to cover their

a potom podle potieby k pokryti svych

Actelion version date:18 May 2016
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11.4

11.5

11.6

liabilities under this Agreement, the
Institution and Investigator shall maintain
liability insurance, in accordance with the
provisions of the regulations or provisions
of the law of Czech Republic, in an
amount sufficient to cover any liability that
might occur as a consequence of a breach
of this Agreement or any Regulatory
Requirements.

Where the Investigator is an employee of
the Institution and is covered by the
Institution’s insurance policies, the
Investigator shall not be required to have
separate professional indemnity insurance.

The Institution shall upon request provide
a copy of the relevant liability insurance
coverage to Covance.

Sponsor has procured a clinical trial
insurance policy for this Study in
accordance with the requirements of the

law of Czech Republic.
12 BUSINESS AND DEBARMENT
12.1 The Institution and Investigator each

represent and warrant that:

12.1.1 neither the Investigator nor the
Study Staff have entered into
and shall not enter into any
financial arrangements with the
Sponsor so that they hold any
financial interests in the
Sponsor that are required to be
disclosed pursuant to

applicable law;

12.1.2  they have not accepted nor

have they been offered any

Actelion version date:18 May 2016
Study version date : 02 Aug 2016
Site version date : 15 Nov 2016

11.4

11.5

11.6

12

12.1

zavazku podle této smlouvy, zdravotnické
zafizeni a zkouSejici museji mit platné
pojisténi odpovédnosti, v souladu

s ustanovenimi ptedpisti nebo
ustanovenimi pravnich predpisti Ceské
republiky, v hodnot€ postacujici k pokryti
jakychkoli zdvazku, které by mohly
vzniknout v disledku poruseni této
smlouvy nebo jakychkoli pravnich
predpist.

V piipadg, Ze je zkousejici zaméestnancem
zdravotnického zafizeni, a je kryty
pojistnou smlouvou zdravotnického
zafizeni, nebude se poZadovat, aby m¢l
zkousejici samostatné pojisténi profesni
odpovédnosti.

Zdravotnické zatizeni musi na vyzadani
poskytnout spolecnosti Covance kopii
piislusného pojisténi.

Zadavatel uzavfel pojistnou smlouvu pro
tuto studii v souladu s poZadavky pravnich
predpist Ceské republiky.

OBCHODNI CINNOST A ZAKAZ
CINNOSTI

Zdravotnické zatizeni a zkousSejici, kazdy
samostatné, prohlasuji a zarucuji, Ze:

12.1.1 ani zkouSejici, ani Zadny
persondl studie neuzavieli a ani
nevstoupi do Zadnych
finan¢nich ujednéni se
zadavatelem s cilem ziskat
jakykoliv finanéni podil

v spolecnosti zadavatele, ktery
je nutné zvetejnit v souladu

s platnymi pravnimi ptedpisy;
12.1.2  zkouSejici nepfijalo, ani mu
nebyla nabidnuta platba penéz
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payment of money or other
transfer of value for the
purpose of influencing their
decisions or actions to assist
Covance or the Sponsor to
obtain a business advantage
where such payment or transfer
would constitute violation of
applicable law (including Anti-
Corruption Laws);

they have not made and agree
that they shall not offer, accept,
promise or make any

payment of money or any
transfer of value, either directly
or indirectly, to a government
or political party officials,
officials of international
organizations, candidates for
public office, or
representatives of other
businesses or persons acting on
behalf of any of the foregoing
for the purpose of: (i)
influencing any decisions or
actions; (ii) to gain an
advantage in the conduct of
Covance’s or the Sponsor’s
business; (iii) where such
payment would constitute a
violation of applicable law
(including Anti-Corruption
Law); or (iv) where such
payment transfer would induce
such officials to perform a
function in violation of such
laws;

the Study Staff, agents,
collaborators or representatives
who are involved in the Study
have not been (i) debarred by
the US Food and Drug
Administration or any other
competent authority, or are not

12.1.3

12.1.4

nebo jiny pievod hodnoty za
ucelem ovlivnéni jeho
rozhodnuti nebo ¢innosti

s cilem pomoci spole¢nosti
Covance nebo zadavateli ziskat
nebo udrzet obchodni vyhody,
pokud by takovy prevod
predstavoval poruseni platnych
pravnich ptedpisi (vetné
protikorupcnich zakonit);

nenabidlo, a souhlasi s tim, ze
nesmi nabidnout, pfijmout,
slibit nebo provést jakoukoli
platbu penéz nebo jiny prevod
hodnoty, a to bud’ pfimo nebo
nepiimo, predstaviteli vlady
nebo politické strany,
urednikiim mezindrodnich
organizaci, kandidatim na
vetejnou funkci, nebo
zastupciim jinych firem nebo
osobdm jednajicim jménem
nékterého z vyse uvedenych za
ucelem: (i) ovlivnéni
jakéhokoliv rozhodnuti nebo
¢innosti; (ii) ziskani vyhody pfi
podnikani spole¢nosti Covance
nebo zadavatele; (iii) pokud by
takova platba nebo prevod
pfedstavoval poruSeni platnych
pravnich predpist (vCetné
protikorupcnich zakontt), nebo;
(iv) pokud by takovy pievod
platby ptimél tyto ufedniky

k vykonu funkce v rozporu

s témito zakony;

persondl studie, jednatelé,
spolupracovnici nebo zéstupci,
ktefi se podileji na studii:

(i) nedostali zdkaz ¢innosti od
amerického dfadu FDA nebo
jiného piislusného orgdnu, a
nejsou subjektem takového
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subject of such a debarment
proceeding; (ii) engaged in any
conduct that has resulted in a
criminal conviction; or (iii)
excluded, suspended, or
otherwise ineligible to
participate in the Study or
government health care
programs or to practice in a
healthcare profession as a
result of any professional
misconduct in any country.

fizeni o zakazu ¢innosti;

(ii) nebyli zapojeni do
jakéhokoli jednani, které ma za
nasledek odsouzeni za trestny
¢in; a (iii) nebyli vylouceni,
nedostali zakaz ¢innosti, neni
jim pozastavena ¢innost i
nejsou jinak nezpusobili

k dcasti na studii nebo vladnim
programu zdravotni péce nebo
k praxi ve zdravotnické profesi
v dtsledku jakéhokoli
profesniho pochybeni

v kterékoli zemi.

12.2 During the term of this Agreement and for 12.2 Po dobu trvani této smlouvy a po dobu

13

a period of twelve (12) months following
the expiration or termination of this
Agreement, the Institution and Investigator
shall promptly notify Covance if the
Institution, Investigator or any Study Staff,
agents, collaborators or representatives
become subject of any debarment
proceeding.

NOTICES

Any notices required or permitted under
this Agreement shall be in writing and
shall be deemed to have been duly given
on the day of delivery (if delivered
personally), or upon delivery by
internationally recognized express carrier
evidenced by the online, electronic
systems of the carrier and addressed to the
following representative and address of the
applicable Party, as each Party may update
its designated representative and address
from time to time in accordance with this
section:

dvandcti (12) mésict po vyprSeni nebo
ukonceni platnosti této smlouvy,
zdravotnické zatizeni a zkousejici
neprodlené informuji spole¢nost Covance
v ptipadé, Ze se zdravotnické zatfizeni a
zkousSejici nebo kdokoliv z persondlu
studie, jednateld, spolupracovnikt i
zastupcu stane subjektem jakéhokoliv
fizeni o zdkazu ¢innosti.

13 OZNAMENI

Vsechna ozndmeni vyZadovana nebo
povolend v ramci této smlouvy, musi mit
pisemnou formu a budou povazovana za
fadné dodand v den doruceni (jsou-li
dorucena osobn¢), nebo pti doruceni
mezinidrodn€ uzndvanym expresnim
prepravcem, jak dokladaji on-line
elektronické systémy dopravce, a pokud
jsou adresovana ndsledujicimu zastupci

a na adresu pfislusné strany, pticemz kazda
strana muze Cas od Casu aktualizovat svého
ur¢eného zdstupce a adresu v souladu

s touto Casti:
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If to Covance:
CONFIDENTIAL

If to Sponsor:
CONFIDENTIAL

If to Investigator:
CONFIDENTIAL

If to Institution:

Pokud se zasila spolecnosti Covance:
DUVERNE

Pokud se zasila zadavateli:
DUVERNE

Pokud se zasila zkousSejicimu:

DUVERNE

Pokud se zasila zdravotnickému zafizeni:

CONFIDENTIAL DUVERNE

14 THIRD PARTY RIGHTS 14 PRAVA TRETICH OSOB

14.1 CONFIDENTIAL 141 DUVERNE

14.2 Except for the third-party beneficiary 14.2 S vyjimkou prdv tfetich stran udélenych
rights granted to the Sponsor and its zadavateli a jeho dcefinym spole¢nostem
affiliates in this Agreement, any person v této smlouve, nebude mit Zadna osoba,
who is not a party to this Agreement shall kterd neni smluvni stranou této smlouvy,
not have any rights under it and shall not 7adna prava podle této smlouvy a nebude
be able to enforce any term of this moci vymaéhat jakékoliv podminky této
Agreement. smlouvy.

15  PUBLICATION POLICY 15  ZASADY ZVEREJNOVANI

15.1 CONFIDENTIAL 15.1 DUVERNE

15.2 CONFIDENTIAL 15.2 DUVERNE

15.3 CONFIDENTIAL 15.3 DUVERNE

15.4 CONFIDENTIAL 15.4 DUVERNE

15.5 CONFIDENTIAL 15.5 DUVERNE

15.6 In accordance with the law 340/2015 Coll. 15.6 V souladu se zakonem 340/2015 Sb.

on Registry of Contracts, this Agreement
and/or any amendment shall be published
on the Ministerial Contract Registry within

o registru smluv, tato smlouva a/nebo
jakdkoli ptiloha musi byt zvefejnéna
prostfednictvim ministerského registru

Actelion version date:18 May 2016
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15.7

15.8

15.9

thirty (30) days from last signature. The
Parties agree that Institution shall publish
this Agreement, its Exhibits and any future
amendments, and shall limit its disclosure
to the information required by law.

Prior to publication, the Institution shall
remove all information related to
Confidential Information, Personal
Information, and business and trade
secrets, as defined by the Civil Code from
the agreement to be published (Excluded
Information), including, without limitation,
the Protocol, the investigator brochure and
the budget exhibit detailing the costs per
procedures. Only the expected total study
budget (contract value) shall be published.

The Institution shall draft the final form of
the agreement (Draft Publication
Document) for publication (which shall not
contain any Excluded Information) and
shall submit the Draft Publication
Document to Covance or the Sponsor for
review at least thirty (30) calendar days
before the Agreement is expected to be
executed. Covance or the Sponsor shall
provide any comments to Institution on the
Draft Publication Document within fifteen
(15) days and the Institution shall make
any amendments reasonably suggested by
Covance or Sponsor. The Agreement shall
only be executed after the parties have
agreed the final form and format of the
Agreement for publication on the
Ministerial Contract Registry (Final
Document).

The Institution agrees to publish the Final
Document and complete the metadata on
the Ministerial Contract Registry within 5
working days after final signature of the
Agreement. The Institution shall add

15.7

15.8

15.9

smluv do tficeti (30) dni od posledniho
podpisu. Strany se dohodly, Ze
zdravotnické zafizeni zvefejni tuto
smlouvu, jeji pfilohy a jeji ptipadné
zmény, a omezi jeji zvefejnéni na
informace poZadované podle zdkona.

Pred zvetejnénim musi zdravotnické
zatizeni ze smlouvy, kterd ma byt
zvetejnéna, odstranit veskeré informace
vztahujici se k dvérnym informacim,
osobni informace, a obchodni tajemstvi,
jak je definovano v obc¢anského zakoniku
(vyloucené Informace), véetné, ale bez
omezeni, protokolu, souboru informaci pro
zkousejiciho a ptilohy s rozpoctem
uptesiiujici ndklady na postupy a vykony.
Zvetejnén bude pouze ofekdvany celkovy
rozpocet studie (hodnota zakazky).

Zdravotnické zatizeni vypracuje konecnou
podobu smlouvy (ndvrh dokumentu ke
zvetejnéni) ke zvetejnéni (kterd nesmi
obsahovat Zddnou vyloucenou informaci) a
ptedloZi ndvrh dokumentu ke zvetejnéni
zadavateli k posouzeni nejméné tficet (30)
kalendarnich dnti pfed o¢ekdvanym dnem
podpisu smlouvy. Zadavatel predlozi
zdravotnickému zafizen{ veskeré
pfipominky k navrhu dokumentu ke
zvetejnéni do patndcti (15) dnti a
zdravotnické zatfizeni musi provést
vSechny zmény, které divodné navrhl
zadavatel. Smlouva bude podepsina
pouze poté, co se strany dohodly na
konecné podobé¢ a formatu smlouvy ke
zvefejnéni prostfednictvim ministerského
registru smluv (zavére¢ny dokument).

Zdravotnické zarizeni souhlasi s tim, Ze
zvetejni zaveére¢ny dokument a vypln{
metadata v ministerském registru smluv do
5 pracovnich dnti po kone¢ném podpisu
smlouvy. Zdravotnické zatizeni musi

Actelion version date:18 May 2016
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16

16.1

Covance Databox ID and email
CzechRepublicContracts@covance.com
as a secondary recipient. If the Institution
fails to publish the Final Document within
the time specified above, or at the latest
within twenty (20) days from final
signature of the Agreement, [the
Sponsor/Covance] reserves the right to
publish the Final Document and shall
notify the Institution in writing of such
publication. The Parties understand that
the Study Site shall not be initiated until
the Final Document has been published.

EQUIPEMENT

The Sponsor or a third party on behalf of 16.1

Sponsor may provide additional equipment
as needed and agreed with the Institution
(“Equipment”). The Institution agrees that
the Equipment shall be used exclusively
for the Study and in accordance with the
requirements of the Protocol and the terms
of this Agreement and with the instructions
of use of this Equipment. The Institution
shall be responsible for the safe storage of
the Equipment from the time the
Equipment is received by the Institution to
the time the Equipment is returned or
retained by Institution. During this period,
the Institution shall be responsible for
ensuring the Equipment is maintained in a
good state. Any and all faults shall be
reported promptly to Sponsor or a third
party on behalf of Sponsor. The Institution
shall reimburse Sponsor for any and all
costs incurred by Sponsor resulting from
damage to the Equipment due to the
negligence or misconduct of the
Institution.

16

pridat ID DataBoxu spole¢nosti Covance a
e-mail:

CzechRepublicContracts @covance.com
jako sekundérniho adresita. V piipad¢, ze
zdravotnické zatfizeni nezvetejni zaveéreény
dokument ve stanovené lhité uvedené
vyse, nebo nejpozdéji do dvacet (20) dnt
od konecného podpisu smlouvy,
[zadavatel/spolecnost Covance] si
vyhrazuje pravo uvetejnit zavérecny
dokument a bude o tomto zvefejnéni
informovat zdravotnické zatizeni
pisemnou formou. Tyto strany rozumdi, Ze
zdravotnické zafizeni nebude pracovistém
studie, dokud nebude zvefejnén zaveérecny
dokument.

VYBAVENI

Zadavatel nebo tfeti strana jménem
zadavatele mtize poskytnout dodate¢né
vybaveni dle potfeby a se souhlasem
zdravotnického zaftizeni (,,vybaveni*).
Zdravotnické zarizeni souhlasi, ze
vybaveni musi byt pouZito vyhradné pro
studii a v souladu s pozadavky protokolu a
podminkami této smlouvy a podle pokynt
k pouZiti tohoto vybaveni. Zdravotnické
zatizeni je odpovédné za bezpecné
uskladnéni vybaveni od doby, kdy
zdravotnické zafizeni vybaveni dostane, do
doby, kdy je vybaveni vraceno
zdravotnickym zatizenim nebo je v ném
ponechdno. Béhem tohoto obdobi,
zdravotnické zafizeni musi zajistit, aby
toto vybaveni bylo udrzovano v dobrém
stavu. VeSkeré zdvady musi byt
neprodlené hldSeny zadavateli nebo tfeti
stran¢ jednajici jménem zadavatele.
Zdravotnické ztizeni hradi zadavateli
veskeré ndklady vynaloZené zadavatelem
z diivodu poskozeni vybaveni v disledku
nedbalosti nebo pochybeni zdravotnického
zafizeni.
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16.2

Neither Sponsor nor Covance has any
liability for damages of any sort, including
personal injury or property damage,
resulting from the use of Equipment
retained at Institution.

After completion of Study or at an earlier
time specified by Sponsor and/or Covance,
Institution will:

(a) Arrange the return of Equipment, at
Sponsor’s expense, to a location
designated by Sponsor or Covance;

16.2

Ani zadavatel ani spolecnost Covance
nemd Zadnou odpovédnost za Skody
jakéhokoli druhu, véetné zranéni osob
nebo poskozeni majetku, vyplyvajici
z pouziti vybaveni, které se nachdzi ve
zdravotnickém zafizeni.

vvvvvv

terminu stanoveném zadavatelem a/nebo
spole¢nosti Covance, zdravotnické
zafizeni:
(a) zafidi vraceni vybaveni na ndklady
zadavatele, do mista ur¢eného
zadavatelem nebo spolecnosti Covance;

17 MISCELLANEOUS 17 RUZNE

17.1 Independent Contractor. The 17.1 Nezavisly dodavatel. Vztah jak
relationship of both Covance and the spolecnosti Covance tak i zadavatele se
Sponsor with the Investigator and the zdravotnickym zatizenim a zkouSejicim
Institution under this Agreement shall be podle této smlouvy bude vztahem
that of an independent contractor. Nothing nezavislého dodavatele. Nic v této
in this Agreement or otherwise or the smlouve nebo jinde nebo uspotadani, pro
arrangements for which it is made shall které je uzaviena, nebude délat ze
constitute the Investigator, Study Staff or zkousejiciho, persondlu studie ani Zadného
any other personnel used in the jiného persondlu pouZivaného pii vykonu
performance of the services as an sluzeb, zaméstnance, spolecnika, partnera,
employee, joint venturer, partner, or nebo pracovnika spolecnosti Covance nebo
servant of Covance or the Sponsor. zadavatele.

17.2  Subcontracting. Investigator and the 17.2 Subdodavatel. Zkousejici a zdravotnické
Institution will not subcontract any of their zafizeni nezadaji Zaddnou ze svych
obligations. Any subcontracting of any of povinnosti subdodavateli. Jakékoli
its obligation hereunder shall be null and subdodavky jakékoli jeho povinnosti podle
void and render this Agreement subject to této smlouvy se budou povazovat za
immediate termination by Covance or neplatné a zpasobi okamzité ukonceni této
Sponsor with the obligation or liability as a smlouvy ze strany spolec¢nosti Covance
result of such subcontracting. nebo zadavatele a vznik povinnosti nebo

zavazku v dusledku takovych subdodévek.

17.3 Assignment. Covance shall be entitled 17.3 Postoupeni. Spole¢nost Covance je

to assign any and all rights and obligations
under this Agreement to the Sponsor

opravnéna postoupit veskera prava a
povinnosti vyplyvajici z této smlouvy na
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without seeking approval from either the
Institution or the Investigator. Neither
this Agreement nor any rights or
obligations arising hereunder shall be
assigned by the Institution or the
Investigator without the prior written
consent of Covance.

17.4  Severability. If any term, or part of a
term, in this Agreement is deemed
unenforceable or void by a court of
competent jurisdiction, such term or part
thereof, shall no longer form part of this
Agreement, but this shall not affect the
validity of the remaining provisions.

17.5 Waiver. No waiver or delay by a Party
to exercise any right or remedy provided
under this Agreement or by law shall
constitute a waiver of that right or remedy,
nor shall it preclude or restrict the exercise
of that or any other right or remedy. No
single partial exercise of such right or
remedy shall preclude or restrict the
further exercise of that right or remedy.

17.6  Variation. The terms and conditions of
this Agreement shall be renegotiated by
Covance if the Sponsor and/or the relevant
Regulatory Authority make major changes
to the design or scope of the Study which

would significantly affect the terms hereof.

No other provision of this Agreement may
be amended, modified or varied other than
by the express written agreement of both
Parties and signed by an authorised
representative of each of the Parties.

Actelion version date:18 May 2016
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17.4

17.5

17.6

zadavatele bez souhlasu zdravotnického
zafizeni nebo zkousejictho. Tuto smlouvu
ani jakdkoli prava nebo povinnosti z ni
vyplyvajici nemtize zdravotnické zatizeni
nebo zkousejici postoupit bez predchoziho
pisemného souhlasu spole¢nosti Covance.

Oddélitelnost. Pokud bude kterdkoli
podminka, nebo ¢ast podminky, v této
smlouvé povaZzovéna za nevymahatelnou
nebo neplatnou podle soudu piislusné
jurisdikce, takova podminka nebo jeji Cast
jiz nebude soucasti této smlouvy, ale to
nebude mit vliv na platnost zbyvajicich
ustanoveni.

Z¥eknuti se prav. Zidné zieknuti se nebo
zpozdéni v uplatnéni jednou ze smluvnich
stran jakéhokoli prava ¢i opravného
prostfedku podle této smlouvy nebo podle
zakona nebude znamenat zieknuti se
tohoto prava nebo opravného prostredku,
ani nebude brénit nebo omezovat jeho
uplatnéni, ani jakéhokoli jiného prava nebo
opravného prostfedku. Zadné jednotlivé
dil¢i uplatnéni takového prava nebo
opravného prostfedku nebude branit ani
omezovat dalsi uplatnéni tohoto prava
nebo opravného prostiedku.

Zmény. Podminky této dohody budou
znovu projednany se spolecnosti Covance,
pokud zadavatel a/nebo piislusSny kontrolni
urad provede zdsadni zmény v designu
nebo rozsahu studie, které by vyznamn¢
ovlivnily podminky této smlouvy. Zadnd
jind ustanoveni této smlouvy nemohou byt
pozménéna, modifikovdna nebo upravena
jinak neZ s vyslovnym pisemnym
souhlasem obou stran, podepsanym
opravnénym zastupcem kazdé ze
smluvnich stran.
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17.7 Counterpart. This Agreement may be
executed in multiple counterparts, each of
which shall constitute an original, and all
of which will constitute a fully-executed
Agreement. Transmission by electronic
mail or the exchange of PDF copies of an
executed counterpart of this Agreement
shall be deemed to constitute due and
sufficient delivery of such counterpart.

17.8 Force Majeure. Neither Party shall be
in breach of this Agreement nor liable for
delay in performing, or failure to perform,
any of its obligations under this Agreement
if such delay or failure results from a Force
Majeure Event. In such circumstances, any
time specified for completion of
performance falling due during or
subsequent to the occurrence of a Force
Majeure Event shall be automatically
extended for a period of time equal to such
event. The Investigator shall promptly
notify Covance if the Investigator is unable
to meet any timelines specified in the
Protocol.

17.9 Governing Law. This Agreement shall
be governed by and construed in
accordance with the laws of Czech
Republic, other than provisions relating to
conflicts of laws.

17.7

17.8

17.9

Stejnopis. Tato dohoda mlzZe byt
podepsdna ve vice stejnopisech, z nichz
kaZzdy tvofi origindl, a z nichZ vSechny
budou predstavovat pln¢ podepsanou
smlouvu. Pfenos elektronickou postou
nebo vzajemné doruceni PDF soubort

s podepsanymi stejnopisy se povaZuje za
ndlezité a dostatecné doruceni takového
stejnopisu.

Vys8i moc. Zadn4 ze stran nebude v
rozporu s touto smlouvou ani zodpovédna
za zpozdéni pii plnéni nebo neplnéni
kterékoli ze svych povinnosti podle této
smlouvy, pokud takové zpoZdéni nebo
neplnéni vyplyva z udalosti vy$$i moci. Za
takovych okolnosti bude jakédkoli doba
uvedend na dokonc¢eni plnéni, které uplyne
v prub¢hu nebo po vyskytu uddlosti vyssi
moci, automaticky prodlouZena o dobu
odpovidajici takové uddlosti. Zkousejici
bude spole¢nost Covance neprodlené
informovat v pfipadé, Ze neni schopen
splnit kterékoli lhity uvedené v protokolu.

Rozhodné pravo. Tato smlouva se fidi a
je vykladana v souladu se zdkony Ceské
republiky (kromé ustanoveni tykajicich se
stfetu zakon1).

Signed by the Parties or their duly authorized Podepsané  stranami nebo  jejich  fadn¢

officers on the dates set forth below
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For and on behalf of Covance Inc/Za a jménem Date/ Datum
spole¢nosti Covance Inc.

Name/ Jméno: CONFIDENTIAL/ DUVERNE

Title/ Funkce: Country Lead, Czech Republic

For and on behalf of Nemocnice Jihlava, Date/ Datum
prispevkova organizace /

Za Nemocnice Jihlava, ptispévkova organizace a

jeho jménem

Name/ Jméno: CONFIDENTIAL/ DUVERNE

Title/ Funkce: Director/feditel

CONFIDENTIAL/ DUVERNE Date/ Datum
Investigator/ Zkousejici
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Clinical Trial Agreement — 3 Way Inv/Inst/CVD
Protocol: AC-052B302 POINT

Country: Czech Republic

PI'Name: CONFIDENTIAL

Billcode: 8341107

Exhibit B1: Payment Schedule - Piiloha B1: Harmonogram plateb —
Institution zdravotnické zaiizeni
CONFIDENTIAL DUVERNE
Exhibit B2: Payment Schedule — Piiloha B2: Harmonogram plateb —
Investigator zkousejici
CONFIDENTIAL DUVERNE
Exhibit C:  Supplier Master Data Piiloha C: Hlavni udaje o dodavateli
CONFIDENTIAL DUVERNE
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