CLINICAL STUDY AGREEMENT
PRoTOCOL # I

This clinical study agreement on
conducting a clinical study made in
compliance with the provision of § 1746,
paragraph 2, Act No. 89/2012 Coll., Civil
Code, as amended and in compliance with
Act No. 378/2007 Coll. on Pharmaceuticals,
as amended (the “Agreement”) is entered
into as of the date of last signature and
effective on day of publication in Czech
Contract Register hereto (the “Effective
Date”) by and between

Actelion Actelion Pharmaceuticals Ltd,
having as a place of business
Gewerbestrasse 16

CH — 4123 Allschwil, Switzerland
(“Actelion”),

Fakultni nemocnici Hradec Kralové located
at Sokolska 581, 500 05 Hradec Kralové—

Novy Hradec Kralové Czech Republic (the
“Institution”),

and

l. interni kardioangiologicka klinika Fakultni
nemocnice Hradec Kralové (the
“Investigator”).

Actelion, Institution and Investigator referred
to individually herein as a “Party” or
collectively as the “Parties”.

A. Actelion is conducting a clinical research
on macitentan 10 mg, in accordance with
law no. 378/2007 coll. (the "Study Drug") in
a clinical study (the “Study") conducted
according to the provisions of this
Agreement and protocol

titled: " A multi-center, double-blind,
placebo-controlled Phase 2b study to
evaluate the efficacy and safety of
macitentan in subjects with heart failure with
preserved ejection fraction and pulmonary
vascular disease " and any amendments
thereto (the "Protocol").
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SMLOUVA O KLINICKEM HODNOCENI
proTOKOL # I

Tato smlouva o provedeni klinické studie
uzaviena dle ustanoveni § 1746 odstavec 2
zakona €. 89/2012 Sb., ob&ansky zakonik,
v platném znéni a dle zakona ¢. 378/2007
Sb., o léCivech, v platném znéni

o klinickém hodnoceni (dale oznacovana
jen jako ,Smlouva“) se uzavira ke dni
uverejnéni této Smlouvy v registru smluv
(dale oznacovany jen jako ,Den ué€innosti®)
mezi

spole¢nosti Actelion Pharmaceuticals Ltd, s
mistem podnikani na adrese
Gewerbestrasse 16

CH — 41283 Allschwil, Svycarsko (dale
oznacovana jen jako ,Zadavatel®),

Fakultni nemocnici Hradec Kralove, na
adrese Sokolska 581, 500 05 Hradec
Kralové — Novy Hradec Kréalové.

Ceska republika (dale oznagované jen jako
.Poskytovatel®),

a

l. interni kardioangiologicka klinika Fakultni
nemocnice Hradec Krélové
(dale oznacovany jen jako ,Zkousejici®).

Zadavatel, Poskytovatel a Zkou$ejici jsou
dale samostatné oznacovani jako ,Smluvni
strana“ nebo spole¢né jako ,.Smluvni
strany*.

A. Zadavatel provadi v ramci klinického
hodnoceni (dale oznacované jen jako
,Klinické hodnoceni“) klinicky vyzkum
macitentan 10 mg, hodnoceny IéCivy
pFipravek ve smyslu zakona €. 378/2007
Sb., (déle oznaCované jen jako
.Hodnoceny pfripravek®) provadény

v souladu s ustanovenimi této Smlouvy a
protokolu , nazvaného:
~Multicentrickd, dvoijité zaslepena,
placebem kontrolovana studie faze llb k
posouzeni uc¢innosti a bezpecnosti
macitentanu u pacientd se srde¢nim
selhanim a zachovanou ejekéni frakci a
onemocnénim plicnich cév“, a v souladu s
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B. Actelion has engaged Covance Clinical
and Periapproval Services Limited, 210
Carnegie Center Princeton, NJ 08540-6233
USA, a clinical research organization
("CRO") as an independent contractor and
its authorized representative to perform
certain services in connection with the
Study.

C. The Study is of mutual interest and
benefit to the Parties and will further the
research objectives of the Parties.

D. Institution and Investigator desire to
perform such activities as a clinical site and
principal investigator, respectively, for the
Study, all on terms and conditions set forth
herein.

The Parties agree as follows:

ARTICLE 1
CONDUCT OF THE STUDY

Study Standards. Institution and
Investigator shall perform the Study in
accordance with (i) the terms and conditions
of this Agreement; (ii) the Protocol; (iii)
Actelion's reasonable written instructions
(iv) generally accepted standards of good
clinical practice; in accordance with all
relevant Czech legislation, in particular Act
No. 378/2007 Coll., on Medicinal Products
and on Amendments to Certain Related
Acts (the Pharmaceuticals Act), Act No.
372/2011 Coll. on health services, as
amended, including the implementing
regulations to these laws (in particular
Decree No. 226/2008 Coll., establishing the
Good Clinical Practice (v) the International
Council on Harmonization of Technical
Requirements of Pharmaceuticals for
Human Use Guideline for Good Clinical
Practice (“ICH-GCP*) (,Applicable Law").
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jakymikoli jeho dodatky (dale ozna¢ovany
jen jako ,Protokol").

B. Zadavatel se zapojil do spoluprace s
Covance Clinical and Periapproval Services
Limited, 210 Carnegie Center Princeton, NJ
08540-6233 USA, organizaci zabyvajici se
klinickym hodnocenim (a clinical research
organization, dale oznacovana jen jako
,CRQO"), jako nezavislym dodavatelem a
jejim zastupcem zmocnénym k poskytovani
urcitych sluzeb v souvislosti s Klinickym
hodnocenim.

C. Klinické hodnoceni je pfedmétem
spole¢ného zajmu Smluvnich stran a je pro
obé prospésné, pricemz napomaha
dosazeni vyzkumnych cild Smluvnich stran.
D. Poskytovatel jako pracovisté, kde se
provadi klinické hodnoceni, a ZkouSejici
jako hlavni ZkouS$ejici si preji realizovat
¢innosti v rdmci Klinického hodnoceni za
podminek stanovenych v této Smlouveé.

Smluvni strany se dohodly takto:

CLANEK 1 ,
PROVADENI KLINICKEHO HODNOCENI
Standardy Klinického hodnoceni.
Poskytovatel a ZkouSejici provadgji
Klinické hodnoceni v souladu s (i)
podminkami  této  Smlouvy; (i)
Protokolem; (iii) odlvodnénymi
pisemnymi pokyny Zadavatele; (iv)

vSeobecné pfijimanymi standardy dobré
klinické praxe; vsouladu se vSemi
pFislugnymi pravnimi predpisy Ceské
republiky, zejména  zakonem ¢C.
378/2007 Sb., o léCivech a o zménach
nékterych souvisejicich zakonu (zakon o
leCivech) (dale jen ,Zakon IéCivech®),
zakonem ¢. 372/2011 Sb., o zdravotnich
sluzbach v platném znéni, vcetné
provadécich predpist k témto zdkonum
(zejména vyhlasSkou €. 226/2008 Sb.,
kterou se stanovi spravna klinicka praxe
(v) smérnici pro dobrou klinickou praxi
International Council on Harmonization
of Technical Requirements of
Pharmaceuticals for Human Use
Guideline for Good Clinical Practice
(dale oznacovana jen jako ,ICH-GCP®);
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1.1 IRB/IEC.

1.1.1 IRB/IEC Review.
Actelion is responsible for obtaining initial
and continuing review and approval of the
Study from the Institution's institutional
review board/Independent Ethics
Committee ("IRB/IEC"), including obtaining
IRB/IEC approval of the Protocol and ICF
(defined below) and all materials in any
form to be used in recruiting participants for
the Study.

1.2  Protocol. The Protocol given
to Institution and Investigator by Actelion is
incorporated herein by reference. Any
amendments to the Protocol must be
agreed to by Actelion and the IRB/IEC in
writing. All such amendments will be
automatically incorporated as part of this
Agreement. Except solely to the extent
necessary to protect the safety, rights, or
welfare of Subjects (defined below) due to
an emergent medical condition, Institution
and Investigator shall not deviate from the
Protocol, without prior written approval from
Actelion and the IRB/IEC. Notwithstanding
the foregoing, to the extent a deviation from
the Protocol occurs during the Study,
Institution or Investigator shall promptly
report such deviation and the reason
therefor to Actelion and, if required by the
IRB/IEC policies, the IRB/IEC.

1.3  Facilities. The Study will be
conducted solely at the Institution's facilities
that are found to be adequate by Actelion.

1.4 Investigator.
141 Role as Principal Investigator.

Investigator shall serve as the principal
investigator for the Study at Institution, and
shall personally conduct and/or supervise
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1.1 IRB/IEC.

1.1.1 Pfezkouméni  ze  strany
IRB/IEC. ZADAVATEL nese odpovédnost
za provedeni uvodniho a pokracovaciho

pfezkoumani a schvéleni Klinického
hodnoceni ze strany Pfezkumné rady
poskytovatele / Nezavislého etického

vyboru Poskytovatele (dale oznaCované jen
jako LIRB/IEC*), v€etné ziskani schvaleni
Protokolu a formulafe ICF (jak je tento
vyraz definovan nize) a vSech materidld
v jakékoli podobé, které budou vyuzivany
pFi naboru ucastnikd pro Klinické hodnoceni
ze strany IRB/IEC.

1.2 Protokol. Protokol poskytnuty
Poskytovateli a ZkousSejicimu ze strany
Zadavatele se do této Smlouvy zacleriuje
odkazem. Jakékoli zmény Protokolu musi
nejdfive pisemné odsouhlasit Zadavatel a
IRB/IEC. VS8echny takové zmény se
automaticky zaclenuji jako soucast této
Smlouvy. S vyjimkou v rozsahu nezbytném
pro ochranu bezpecnosti, prav nebo
prospéchu Subjektt (jak je tento vyraz
definovan nize) v akutni zdravotni situaci se
Poskytovatel ani Zkousejici bez
pfedchoziho pisemného souhlasu
Zadavatele a IRB/IEC neodchyli od
Protokolu. Bez ohledu na vySe uvedené
plati, Ze v rozsahu, v némz dojde v pribéhu
Klinického hodnoceni k odchyleni se od
Protokolu, Poskytovatel nebo ZkouSejici
okamzité toto odchyleni a jeho davod
nahlasi Zadavateli, pfipadné také — pokud
to pozaduji smérnice IRB/IEC — IRB/IEC,

1.3 Zazemi/zatizeni. Klinické hodnoceni
se provadi vyhradné
v zazemi/prostorach Poskytovatele,

které Zadavatel vyhodnoti jako
odpovidajici.
1.4 ZkouSejici.
1.4.1 Role Hlavniho zkou$ejiciho.

Zkousejici pUsobi jako hlavni ZkouSejici pro
Klinického hodnoceni u Poskytovatele a
osobné provadi a/nebo dohlizi na v8echny
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all aspects of the Study, including
reviewing, signing, and dating Actelion
supplied case report forms which record all
of the Protocol-required information to be
reported to Actelion for each Subject
(defined  below) ("CRFs"). Prior to
commencing the Study, Investigator shall
have read and understood the information
contained in the investigator's brochure.
Institution or Investigator shall submit the
following to Actelion before conducting the
Study and shall retain copies for Regulatory
Authority review: (i) Investigator's current
curriculum vitae, (ii) documentation of all
IRB/IEC approvals in accordance with
Section 1.2.1 (IRB/IEC review), and (iii) a
copy of the IRB/IEC-approved ICF (as
defined below) to be used in the Study.
Investigator shall use his/her best efforts to
recruit Study Subjects (as defined below),
who are in Investigator's reasonable
judgment, likely to be eligible and
sufficiently reliable to complete the entire
Study.

1.4.2 Study Investigator Meetings.
Actelion will from time to time hold Study
investigator meetings. If Investigator or
applicable cooperating employees involved
in the conduct of the Study under the
Investigator’s supervision, ("Study
Personnel") attend such a meeting, Actelion
will reimburse any reasonable, verifiable
travel-related costs and expenses incurred
by the Investigator or Study Personnel
requested by Actelion to attend the meeting
(excluding any off-site meals), provided that
such expenses have been approved in
advance by Actelion and comply with
Actelion's then-current travel policy (if any).
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aspekty Klinického hodnoceni, vcéetné
prezkoumani, podpisu a datovani formulard
pfipadové zpravy (case report forms, déale
oznacované jen jako ,CRF") Zadavateli,
kam se zaznamenavaji veSkeré informace
pozadované pro vedeni Protokolu, jez se
hlasi Zadavateli u kazdého Subjektu (jak je
tento vyraz definovan nize). Pred
zahdjenim  Klinického  hodnoceni  si
ZkousSejici precetl a pochopil informace
obsazené v brozure Zkousejiciho.
Poskytovatel nebo Zkousejici predlozi dale
uvedené materidly pred zahdjenim
Klinického hodnoceni Zadavatelia uchovaji
jejich  kopie pro UcCely prezkoumani
materiald ze strany Regula¢niho organu: (i)
aktuélni  zivotopis  ZkouSejiciho, (i)
dokumentace ke vS8em schvalenim ze
strany IRB/IEC v souladu s ustanovenimi
Clanku 1.2.1 (pfezkoumani ze strany
IRB/IEC), a (iii) kopie formulafe ICF (jak je
tento vyraz definovan nize) schvaleného ze
strany IRB/IEC, ktery se bude vramci
Klinického hodnoceni vyuzivat. ZkouSejici
vyvine maximalni usili, aby ziskal Subjekty
hodnoceni (jak je tento vyraz definovan
nize) Klinického hodnoceni, které budou
podle oduvodnéného usudku ZkouSejiciho
pravdépodobné vhodné a dostatecné
spolehlivé, a tedy vyuzitelné k UspéSnému
absolvovani Klinického hodnoceni.

1.4.2 Porady se ZkouSejicim v rdmci
Klinického hodnoceni. Zadavatelpribézné
pofada vramci Klinického hodnoceni
porady se ZkouS$ejicim. Jestlize se
ZkouSejici nebo pfislusni zaméstnanci
(spolupracuijici osoby), ktefi jsou zapojeni
do provadéni Klinického hodnoceni pod
dohledem ZkouS$ejiciho (dale oznaCovani
jen jako ,Pracovnici podilejici se na
klinickém hodnoceni“), takové porady
zuCastni, pak jim Zadavatelposkytne
nadhradu vSech pfiméfenych doloZitelnych
nakladl a vydaja na cestu, které vznikly
ZkouSejicimu nebo Pracovnikam
podilejicim se na klinickém hodnoceni,
jejichz 0cast na poradé si vyzadal
Zadavatel (kromé jakéhokoli stravovani
mimo pracovisté, kde se porada kona),
ovéem stim, Zze takové vydaje
Zadavatelpfedem odsouhlasil a odpovidaji
pfipadné aktualni smérnici o ndhradé
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1.4.3 Replacement of Investigator. If
Investigator cannot carry out the duties
under this Agreement, or leaves the
Institution, or notifies Institution that he/she
is likely to leave, Institution will immediately
notify Actelion, and Institution and Actelion
shall endeavor to agree upon a successor.
If, within fifteen (15) days, Institution and
Actelion are unable to jointly agree upon a
successor for any reason, then Actelion
may terminate this Agreement as set forth
in Section 13.1 (Termination by Actelion).

1.5 Subjects. Prior to screening a Study
participant ("Subject") for enrollment into
the Study, Institution and Investigator shall
obtain from such Subject or Subject's legal
representative, a signed patient consent
form meeting all requirements under
Applicable Law and previously approved by
IRB/IEC and Actelion ("ICF"). Investigator
shall enroll only Study Subjects with signed
informed consent form.

]
]
1.6 Study Drug.

Supply and Use. Actelion owns or has the
necessary rights to the Study Drug. Actelion
or its corporate affiliate will provide the
Study Drug to Institution at no cost.
Institution and Investigator; (i) will verify to
Actelion receipt of the Study Drug; (ii) will
store the Study Drug in a safe and securely-
locked area per Protocol requirements; (iii)
will use Study Drug only for Study purposes
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cestovnich vydaju Zadavatele.

ZkouSejiciho.  Jestlize
ZkouSejici  jiz nemlze vykonavat své
povinnosti ztéto Smlouvy, nebo pokud
odejde od Poskytovatele, pfipadné pokud
informuje  Poskytovatele o tom, Ze
pravdépodobné odejde, pak Poskytovatel o
této  skuteCnosti  okamzité  uvédomi
Zadavatele. Poskytovatel a Zadavatel se
spoleéné pokusi dohodnout na nastupci
Zkousejiciho. Jestlize se Poskytovateli a
Zadavatelinepodafi z jakéhokoli divodu do
patnacti (15) dn0 dohodnout na osobé
nastupce ZkouSejiciho, pak je
Zadavatelopravnéna tuto Smlouvu
vypovédét v souladu s ustanovenimi ¢lanku

1.4.3 Vyména

13.1  (Vypovéd smlouvy ze strany
Zadavatele).
1.5 Subjekty. Pred screeningem

kazdého z udastnikd Klinického hodnoceni
(dale oznacovany jen jako ,Subjekt®) kvuli
naboru do Klinického hodnoceni ziska
Poskytovatel a ZkouSejici od kazdého
Subjektu nebo jeho zakonného zastupce
podepsany formular informovaného
souhlasu pacienta, ktery splfiuje vSechny
pozadavky PFisluSnych pravnich predpist a
byl jiz schvalen IRB/IEC a Zadavatelem
(informed consent form, dale oznaCovany
jen jako ,ICF“). ZkouSejici se zavazuje, ze
do klinického hodnoceni nenabere Zadny
subjekt hodnoceni, ktery nebude mit
podepsany informovany souhlas.

1.6 Hodnoceny pfipravek.
Dodéani a wuzivani. Zadavatel vlastni
Hodnoceny pfipravek nebo ma k nému
vSechna nezbytnd prava. Zadavatel nebo
jeji  spfiznéna  spole¢nost  poskytne
Poskytovateli Hodnoceny pFipravek
bezplatné. Poskytovatel a ZkouSejici: (i)
potvrdi Zadavatelipfevzeti Hodnoceného
pfipravku; (i) uchovavaji Hodnoceny
pfipravek na bezpecném a bezpecné
uzaméeném misté v souladu s poZadavky
Protokolu; (iii) uzivaji Hodnoceny pfipravek
vyhradné pro Ucely provadéni Klinického
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and according to the Protocol; (iv) will limit
access to the Study Drug only to those
Study Personnel who are under
Investigator's direct control; (v) will not
dispense expired Study Drug to Subjects;
and (vi) will not transfer the Study Drug or
any portion thereof to any third party without
first obtaining written approval from
Actelion. Study Drug will be delivered to the
Institution’s Pharmacy always in packages,
suitable for Study Drug, labeled according
to 19 (1) (e) of Decree No. 226/2008 Coll.,
On Good Clinical Practice. Study drug
deliveries will take place from Monday till
Friday between 7 AM — 2 PM in Pharmacy
building.

1.6.1 Unused Drug. If the Study is
terminated, suspended, discontinued, or
completed, Institution or Investigator shall
return to Actelion or its designee any
unused quantities of the Study Drug, or
upon Actelion's request, properly dispose of
unused quantities, in each case in
accordance with Actelion's instructions and
together with a written certification thereof,
at Actelion's reasonable expense.

1.7  Equipment. Actelion or a third
party vendor (the “Third Party Vendor”), as
the case may be, owns and shall retain all
right, title and interest in and to any
equipment, materials, or devices supplied to
or purchased by Actelion or the Third Party
Vendor for Institution and/or Investigator to
use in the conduct of the Study (the
"Equipment”). For equipment lending
purposes separate Lending Agreement
shall be entered. Institution and Investigator
shall not use the Equipment for any
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hodnoceni a v souladu s Protokolem; (iv)
omezi pfistup k Hodnocenému pripravku
pouze na ty Pracovniky podilejici se na
klinickém hodnoceni, ktefi jsou pod pfimou

kontrolou ZkouS$ejiciho; (v) nevydavaji
Subjektiim exspirované Hodnoceny
pfipravek; a (vi) bez pfedchoziho
pisemného souhlasu

Zadavatelenepfedavaji zadné treti osobé
Hodnoceny pfipravek ani zadnou jeho ¢ast.
Hodnoceny pfipravek bude dodavan do
nemocniéni  |ékarny, vzdy v fadné
zabalenych ~ obalech  ur€enych pro
hodnoceny pripravek a oznaceny v souladu
s ustanovenim paragrafu 19 odst 1 pism e)
vyhlasky €.226/2008 Sb., o spravné Klinické
praxi.

Dodavky hodnoceného pfipravku se budou
uskutecnovat v Po-Pa od 7.00 h do 14.00 h
do budovy nemocnicni lekarny.

1.6.1 Nevyuzité  |éCivo. Jestlize je
ukon€eno, pozastaveno, pferuSeno nebo
dokon&eno provadéni Klinického
hodnoceni, Poskytovatel nebo Zkousejici
vrati Zadavatelinebo i jmenovanému
zastupci veskeré nevyuzivané Hodnoceny
pFipravek, pfipadné na zadost
Zadavatelefadné zlikviduji jeho nevyuzitou
¢ast, vkazdém pfipadé v8ak v souladu
s pokyny Zadavatelea spolu s vystavenim
pisemného potvrzeni o tomto vraceni,
pficemz toto v8e probiha na naklady
Zadavatele, které museji byt pfiméfené.

1.7 Vybaveni. Zadavatel, pfipadné jeji
nezavisly dodavatel (dale oznacovany jen
jako ,Nezavisly dodavatel”) vlastni a
ponecha si veSkera prava, vlastnicka prava
a podily na jakémkoli vybaveni, materialu

nebo zafizenich, které Zadavatelnebo
Nezavisly = dodavatel dodalla  nebo
zakoupill/a pro Poskytovatele a/nebo
ZkouSejiciho pro ucely wvyuZiti v ramci
provadéni Klinického hodnoceni (dale
oznacované jen jako ,Vybaveni) Na
pfipadné  vypulj¢eni  vybaveni  bude

uzaviena samostatna smluva o vypujcce.
Poskytovatel a  ZkouSejici  nevyuziji
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purposes except for the performance of the
Study as set forth in the Protocol, and shall
restrict access to and use of the Equipment
to those members of the Study Personnel
for whom such access and use is required
to conduct the Study. Institution or
Investigator shall return the Equipment to
Actelion, the Third Party Vendor or their
designee, in working order with normal wear
and tear excepted, within twenty (20) days
upon the earlier of the termination of the
Agreement or completion of the Study, at
Actelion's reasonable expense. Institution or
Investigator will compensate to Actelion
based on replacement value for gross
negligent loss of, or damage to Equipment.
If Institution requests the donation of the
Equipment in writing within thirty (30) days
after early termination of this Agreement or
completion of the Study, Actelion may at its
sole discretion, transfer the ownership of
Actelion-owned Equipment to Institution in
the condition “as is”. Upon transfer of
ownership, any liability arising from defects
or faults of the Equipment is waived.. No
particular support, service or update in
connection with the Equipment is implied as
part of the donation. In accepting such
donation, Institution hereby accepts the
donation under the conditions set forth
herein.

1.9 Publication The Institution agrees
to publish the Final Document in Contract
Regqistry within the statutory deadline after
final signature of the agreement. The
parties agree that all Actelion’s confidential
informations  will be removed before
publishing in Contract Register. Actelion will
send final agreement version in machine-
readable format with highlighted confidential
parts to the Institution.

Parties acknowledge, that Institution
initiation visit, Study Drug and Equipment
delivery, wont occur, if final Agreement has
not been publihsed the Contract Registry.
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Vybaveni pro zadny jiny 0cCel, nez je
provadéni Klinického hodnoceni, jak je
uvedeno v Protokolu, a omezi pfistup
k tomuto Vybaveni a jeho uzivani na ty
Pracovniky podilejici se na klinickém
hodnoceni, ktefi k nému museji mit pro
UCely provadéni Klinického hodnoceni
pfistup a moznost je uzivat. Poskytovatel
nebo ZkousSejici vrati Vybaveni spole€nosti
Zadavatele, Nezavislému dodavateli nebo

jim jmenovanému zastupci, a to ve
funkénim stavu sohledem na bézné
opotfebeni, do dvaceti (20) dnd od

ukonc&eni platnosti této Smlouvy, pfipadné
od dokonceni Klinického hodnoceni, podle
toho, co nastane dfive, pfiemz pfimérené
naklady na toto vraceni hradi Zadavatel.

Poskytovatel nebo Zkousejici poskytnou
Zadavatelindhradu za  ztrdtu  z hrubé
nedbalosti nebo poskozeni Vybaveni,.

Jestlize si Poskytovatel pisemné vyzada do
tficeti (30) dnl od pFfed€asného ukon&eni
této Smlouvy nebo od dokonceni Klinického

hodnoceni  darovani Vybaveni, muze
Zadavatel dle svého vlastniho uvazeni
pFevest vlastnictvi Vybaveni

Zadavatelev aktualnim stavu, tj. bez zaruky
jakosti, na Poskytovatele. Po pfevodu
vlastnictvi zanikd jaké&koli odpovédnost za
vady nebo nedostatky Vybaveni.. Soucasti
darovani neni zadna micky predpokladana
podpora, servis ani aktualizace Vybaveni.
Prijetim takového daru timto Poskytovatel
prohlasuje, Ze dar pfijima za podminek
stanovenych touto Smlouvou.

1.9 Uverejnéni Poskytovatel souhlasi s

v registru smluv v zakonné Ihité po
kone¢ném podpisu smlouvy. Smluvni strany
se dohodly, Zze oznaCené obchodni
tajemstvi zadavatelem, bude pfed zadanim
smlouvy do registru smluv odstranéno. Pied
podpisem  smlouvy Zadavatel zasle
Poskytovateli finalni verzi smlouvy ve
strojové Citelném formatu s podbarvenym
textem smlouvy, ktery povazuje Zadavatel
za obchodni tajemstvi.

Smluvni strany berou na védomi, ze
nedojde kiniciaéni navstévé, dodavce
hodnoceného 1éCivého pfipravu a predani
vybaveni do  okamziku uvefejnéni
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ARTICLE 2
RECORDS AND REPORTS

2.1 Records and Reports.
Institution and Investigator shall generate,
maintain, retain and promptly submit, as
requested by Actelion or required by the
Protocol or Applicable Law or Regulatory
Authority, the following data (the "Actelion
Data"), which shall be complete, current,
accurate, organized and legible:

2.1.1 Disposition of Study
Drug. Records of the disposition of the
Study Drug including dates, quantity, and
receipt by Subjects;

2.1.2 Data. Study lab test
results, CRFs, dates of and reasons for any
deviation from the Protocol, all observations
or records pertinent to the Study or required
by the Protocol or Applicable Law or
Actelion's written instructions including
progress notes of Investigator, and the like,
and records concerning any adverse event
("AE"), excluding Source Documents (as
defined below).

2.1.3 IRB/IEC Related
Matters. IRB/IEC approval of Protocol, ICF
and all Study-related correspondence
between Institution, Investigator and
IRB/IEC;

2.1.4 Progress Reports.
Institution or Investigator shall provide

Actelion periodic written progress reports
containing such information as required by
Actelion to meet its reporting obligations to
the FDA or other Regulatory Authorities on

SERENADE_Czech Republic_1309_Tripartite Clinical Trial Agreement_13 April 2018/ SERENADE_Ceska

i

i
L
v

“*> ACTELION

kone€ného dokumentu v registru smluv.

CLANEK2
ZAZNAMY A HLASENI
2.1 Zaznamy a hlaseni.

Poskytovatel a ZkouSejici vytvori, udrzuiji,
uchovavaji a urychlené predlozi na Zzadost

Zadavatelenebo na zakladé pozadavku

vramci Protokolu nebo v Pfislusnych
pravnich predpisech nebo na vyzvu
Regulaéniho organu tato data (dale
oznacovana jen jako ,Data Zadavatele®),
kterd& jsou Uplna, aktudlni, presna,
usporadana a Citelna:

2.1.1 Likvidace
Hodnoceného  pfipravku. Zaznamy o

likvidaci Hodnoceného pfipravku, vcetné
dat, mnozstvi a prevzeti ze strany Subjektq;

2.1.2 Data. Vysledky
laboratornich zkouSek v ramci Klinického
hodnoceni, formulafe pfipadovych zprav
CRF, data a davody jakychkoli odchylek od
Protokolu, v8echna pozorovani nebo
zaznamy tykajici se Klinického hodnoceni
nebo pozadované Protokolem nebo
PfisluSnymi  pravnimi  pfedpisy nebo
pisemnymi pokyny Zadavatele, vcetné
poznamek ZkouSejiciho o postupu, a
podobné, a také zaznamy tykajici se
jakékoli nezadouci prihody (dale
oznacovana jen jako ,Nezadouci
prihoda"), S vyjimkou Zdrojovych
dokumentl (jak je tento vyraz definovan
nize).

2.1.3 Zalezitosti souvisejici
s IRB/IEC. Schvaleni Protokolu, formulare
ICF a veSkeré Kkorespondence mezi
Poskytovatelem, ZkousSejicim a IRB/IEC
souvisejici s Klinickym hodnocenim ze
strany IRB/IEC;

21.4 Zpravy 0 Vyvoiji.
Poskytovatel nebo ZkouSejici poskytuji
Zadavateli pravidelné pisemné zpravy o
vyvoji, které obsahuji takové informace, jez
Zadavatele potfebuje ktomu, aby mohla
plnit svoji ohlaSovaci povinnost vaci FDA
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the progress of the Study.

2.1.5 Safety Reports.
Institution and Investigator must record and
report all serious AEs in accordance with
the Protocol.

2.1.6 Financial Disclosure.
Sufficient accurate financial information to
allow Actelion to submit complete and
accurate  certification  or  disclosure
statements as required by Applicable Law,
including notification to Actelion if any
relevant changes occur during the course of
the Study and for one (1) year following the
completion or discontinuation of the Study.

2.2  Source Documents.
Institution and Investigator shall maintain
and retain complete and accurate source
documents as defined by ICH-GCP E6 1.52
("Source Documents").

2.3  Period of Retention.
Institution and Investigator shall retain the
records and reports described in this Article
2 (Records and Reports) for twenty-five (25)
years following the Study completion. The
Institution will retain the Records and
Reports free of charge for the first five (5)
years in accordance with law no.378/2007
Coll. For the subsequent twenty (20) years,
Institution shall be compensated in
accordance with the payment schedule and
budget attached hereto as Exhibit A:
Budget.

If Actelion requests the extension of the
Records and Reports period, Actelion will
notify the Institution six (6) months prior to
the end of the before mentioned period. In
such case, Actelion will cover the
associated costs.

In case that Actelion at the end of the
Records and Reports period (25 years) will
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nebo jinym Regulaénim organum ve vztahu
k prabéhu Klinického hodnoceni.

2.1.5 Bezpecnostni hlaeni.
Poskytovatel a ZkouSejici musi
zaznamenavat a hlasit vSechny zavazné
Nepfiznive udalosti v souladu S
Protokolem.

2.1 6 Uverejnéni informaci
o finanénich ujednanich. Dostate¢né
pfesné informace o finan¢nich ujednanich,
které umozni Zadavatelipfedlozit Gplné a
presné potvrzeni nebo vyjadreni
pozadované PFisluSnymi pravnimi predpisy,
véetné oznameni Zadavateliv pfipadé, zZe
v prubéhu Klinického hodnoceni a po dobu
jednoho (1) roku po dokonceni nebo
preruseni Klinického hodnoceni nastanou
jakeékoli relevantni zmény.

2.2 Zdrojové dokumenty.
Poskytovatel a ZkouS$ejici udrzuji a
uchovavaji Uplné a presné zdrojové

dokumenty, jak je definuje smérnice dobré
klinické praxe E6 ICH-GCP 1.52 (déale
oznacované jen jako .Zdrojové
dokumenty®).

2.3 Doba uchovani dokumentace.
Poskytovatel a ZkouSejici uchovavaji
zaznamy a hlaseni popsané v tomto ¢lanku
2 (Zaznamy a hlaseni) po dobu dvaceti péti
(25) let od dokonc&eni Klinického hodnoceni.
Poskytovatel provede bezplatnou archivaci
pro prvnich 5 let v souladu se zakonem ¢.
378/2007 Sb. a na dalSich 20 let provede
zpoplatnénou archivaci na zakladé rozvrhu
plateb a rozpoctu v Priloze A: Rozpocet

Pokud Zadavatel pozaduje prodlouzeni
archivace Zaznamu a hlaseni, bude
informovat Poskytovatele v predstihu 6
meésicu pfed koncem zminéného obdobi. V
takovem pripadé Zadavatel uhradi naklady
s tim spojené.

V pfipadé, Ze Zadavatel na konci
uchovavéani doby Zaznamud a hlaseni (25
let) ve shora uvedené Ihuté nesdéli (6
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not notify Institution within the above
mentioned period (6 month prior to the end
of the Records and Reports period) how to
proceed with all Study related Records and
Reports Institution may destroy the Records
and Reports.

2.4  Data Falsification. Institution
and Investigator will promptly report to
Actelion in writing any information it is
aware of indicating that any person has, or
may have, engaged in falsification of data
(i.e. creating, altering, recording or omitting
data in such a way that the data do not
represent what actually occurred) in
reporting Actelion Data or in the course of
performing, recording, supervising, or
reviewing the Study.

2.5 Survival. This Article 2
(Records and Reports) shall survive
termination or expiration of this Agreement.

ARTICLE 3
ACCESS, AUDITS, MONITORING,
INSPECTIONS

3.1 Access to Records. During
the term of this Agreement and for the
period of record retention set forth in
Section 2.3 (Period of Retention), Institution
and Investigator shall make available to
Actelion all Actelion Data.

3.2 Audits and Monitoring by
Actelion. Actelion and its directors, officers,
employees, agents, and financial, legal, and
other advisors or consultants
(“Representatives”) may audit Institution's
and Investigator's performance of the Study
and use of Actelion's funds from time to
time in the facility(ies) where the Study is
conducted. Actelion or its Representatives
will conduct such audits at mutually
acceptable times during normal business
hours (except in safety-related
emergencies). Institution and Investigator
shall reasonably cooperate with auditors
and make all Study records and reports
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mésicu prfed koncem obdobi uchovavani
Zaznamu a hlaseni), jak ma byt nalozeno s
veSkerou dokumentaci ke klinickému
hodnoceni, je Poskytovatel opravnén k
likvidaci Zaznama a hlaseni.

2.4 Faldovani dat. Poskytovatel a
ZkouSejici  urychlené pisemné nahlasi
Zadavatelijakékoli informace, které ziskaji a
které ukazuji na to, Ze se jakdkoli osoba
zapojila nebo mozna zapojila do falSovani
dat (tj. vytvareni, pozménovani,
zaznamenavani nebo vynechavani dat
takovym zpusobem, Ze data nevyjadfuji to,
co se opravdu stalo) pfi vykazovani Dat
Zadavateli nebo v pribéhu provadéni,
zaznamenavani, dohledu nebo
vyhodnocovani Klinického hodnoceni.

2.5 Pretrvani platnosti nékterych
ustanoveni. Ustanoveni tohoto ¢&lanku 2
(Zaznamy a hlaseni) zustavaji v platnosti i
po ukonc&eni platnosti nebo vyprSeni této
Smlouvy.

] CLANEK 3 o
PRISTUP, AUDITY, MONITOROVANI,
KONTROLY

3.1 Pristup k zdznamim. Po dobu trvani
této Smlouvy a po dobu uchovani zaznamu
stanovenou v ustanovenich ¢lanku 2.3
(Doba uchovani dokumentace) poskytne

Poskytovatel a ZkouSejici Zadavateli
vSechna Data Zadavatele.
3.2 Audity a monitorovani ze strany

Zadavatele. Zadavatel a clenové jejiho
predstavenstva, funkcionafi, zaméstnanci,
zmocnénci a finanéni, pravni a jini poradci
nebo konzultanti (dale oznacovani jen jako
~Zastupci) mohou provést audit provadéni
Klinického hodnoceni u Poskytovatele a
Zkousejiciho a pribézné vyuzit finanéni
prostfedky Zadavatele v zafizeni(ch), kde
se Klinické hodnoceni provadi. Zadavatel
nebo jeho Zastupci provadeéji takové audity

ve spoleéné dohodnutych terminech
v pribéhu bézné pracovni doby (s vyjimkou
bezpecnostné rizikovych situaci).
Poskytovatel a ZkouSejici pfimérené

spolupracuji s auditory a poskytuji zaznamy
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available to Actelion and to resolve any
questions Actelion may have, subject to
applicable confidentiality and privacy
restrictions.

3.3  Regulatory Inspections and
Audits. Institution or Investigator will
promptly notify Actelion if any Regulatory
Authority begins to conduct, or gives notice
of its intent to conduct, an inspection
pertaining to the Study or that could affect
the Study. During such inspection,
Institution and Investigator shall cooperate
with Regulatory Authorities. To the extent
allowed by Applicable Law, Institution or
Investigator shall provide Actelion with
copies of all pertinent information and
documentation issued by any Regulatory
Authority and any proposed response, and
Actelion and/or its Representatives shall
have the right to review and approve any
responses that pertain to the Study. In any
event, no such response shall contain any
false or misleading information with respect
to the Study or Actelion.

3.4  Regulatory Assistance. Upon
Actelion's reasonable request and at
Actelion's  expense, Institution  and
Investigator shall: (i) provide assistance to
support  Actelion's  preparation  and
submission of new drug applications and
any other pre-market or marketing
applications relating to the Study or Study
Drug, and any amendments or supplements
thereto; (ii) attend meetings with Regulatory
Authorities regarding such applications and
the associated approvals; (iii) provide
documentary and other evidence of the
proper conduct of the Study in accordance
with Applicable Laws as may be required in
connection with such applications; and (iv)
provide other assistance that Actelion
reasonably requests with respect to
regulatory matters relating to the Study or
Study Drug.
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a hldSeni z Klinického hodnoceni
Zadavateli a zodpovidaji dotazy, které
Zadavatel pfipadné ma, ovSem pfi

zachovani divérnosti a dodrzeni omezeni
v oblasti ochrany osobnich Gdajd.

3.3 Requlaéni prohlidky a audity.
Poskytovatel nebo ZkouS$ejici urychlené
uvédomi Zadavatele, jestlize jakykoli

Regula¢ni organ zacne provadét kontrolu
nebo ohlasi svij zameér provést kontrolu
souvisejici s Klinickym  hodnocenim,
pfipadné kontrolu, kter4 by mohla mit vliv
na Klinické hodnoceni. V prabéhu takové
kontroly  Poskytovatel a  ZkouSejici
spolupracuji s Regulaénimi organy.
V rozsahu povoleném PFisluSnymi pravnimi

predpisy poskytne Poskytovatel nebo
ZkouSejici  Zadavateli  kopie  vSech
pfislusnych informaci a dokumentace

vydané jakymkoli Regulaénim orgdnem a
jakykoli navrh odpoveédi, pficemz Zadavatel
a/nebo jeho Zastupci maji pravo
prezkoumat a schvalit jakékoli odpovédi,
které se tykaji Klinického hodnoceni.
V kazdém pfipadé nesmi Z2adna takova
odpovéd obsahovat Z&dné nepravdive
nebo zavadeéjici informace tykajici se
Klinického hodnoceni nebo Zadavatele.

3.4 Pomoc pfi  plnéni  requlaénich
pozadavkl. Na zakladé oduvodnéné
zadosti Zadavatele a na jeho naklady

Poskytovatel a ZkouSejici: (i) poskytnou
Zadavateli pomoc a podporu pfi pfipravé a
predkladani prihlasek novych [éCiv a
jakychkoli jinych Zadosti pfed uvedenim na
trh a v prab&hu prodeje na trhu ve vztahu
ke Klinickému hodnoceni nebo
k Hodnocenému pfipravku, a jakychkoli
zmén nebo doplnéni takovych pfihlasek a
zadosti; (ii) Gcastni  se  jednani
s Regula¢nimi organy tykajicich takovych
pfinlaSek a souvisejicich povoleni; (iii)
poskytuji dokladové a jiné dukazy o Fadném
provadéni Klinického hodnoceni v souladu
s Pfisludnymi pravnimi predpisy, jak se
pfipadné pozaduji v souvislosti s takovymi
pfihlaSkami a zadostmi; a (iv) poskytuji
jakoukoli jinou pomoc, kterou Zadavatel
oduvodnéné pozZaduje ve vztahu
k regulaénim zalezitostem souvisejicim s
Klinickym hodnocenim nebo s Hodnocenym
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3.5 Survival. This Article 3
(Audits and Inspections) shall survive
termination or expiration of this Agreement.

ARTICLE 4
COMPENSATION AND PAYMENT

4.1 Payments. Institution shall be
compensated for services performed

pursuant to the requirements of the Protocol
and this Agreement in accordance with the
payment schedule and budget attached
hereto as Exhibit A: Budget. Payments to
Institution shall be made to the bank
account specified in Exhibit B: Bank
Transfer Details, deducting (i) any taxes,
surcharges or other governmental charges
or levies that Actelion is required by
Applicable Law to deduct or withhold, and
(i) any monies that are the subject of a
bona fide dispute between Institution and
Actelion. Actelion shall determine in its sole
discretion the amount of any compensation
for cases considered by Actelion to be
unacceptable for analysis because of
Protocol violations or for cases that were
discontinued prematurely due to
noncompliance of Investigator or Institution
personnel.

Total estimated maximal cost for Study is
1150000 CZK.

4.2 VAT or Other Similar Taxes:
All amounts paid to Institution by Actelion
are expressed to be exclusive of any value
added taxes or other similar taxes or levies
that might be imposed by a governmental
authority on amounts paid by Actelion
pursuant hereto. VAT will be paid by
Actelion in the country of its registered
office.

4.3 Invoices. If VAT or similar
taxes is not applicable, the Institution is not
required to send invoices to Actelion and
payment will be made quarterly. If VAT or
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pFipravkem.
3.5 Pretrvani platnosti nékterych
ustanoveni. Ustanoveni tohoto ¢lanku 3

(Audity a kontroly) zUstavaji v platnosti i po

ukonéeni platnosti nebo vyprSeni této
Smlouvy.
CLANEK 4
NAHRADY A PLATBY
4.1 Platby. Poskytovatel obdrzi nahradu

za sluzby poskytované v souladu
s pozadavky Protokolu a této Smlouvy
v souladu s harmonogramem plateb a
rozpocCtem, které tvofi Prilohu A: Rozpocet
k této Smlouvé. Platby Poskytovateli se
provadi na bankovni u¢et uvedeny v Priloze
B: Podrobné informace k bankovnim
prevodim, a to po odecéteni (i) jakychkoli
dani, pfirdZzek nebo jinych statnich poplatkd
nebo dani, které je Zadavatel povinen srazit
nebo odecist podle Prislusnych pravnich
predpisu, a (ii) jakychkoli penéznich ¢astek,
o kterych probiha spor v dobré vife mezi
Poskytovatelem a Zadavatelem. Zadavatel
podle svého vlastniho uvazeni rozhodne o
vy8i jakékoli nahrady za pfipady, které
Zadavatel povazuje za nepfijatelné pro
analyzu z davodu poruseni Protokolu, nebo
za pfipady, jez byly pred€asné ukonceny
z dlvodu nedodrzeni pFedpisu ze strany
pracovnikl ZkouSejiciho nebo
Poskytovatele.

Pfedpokladana maximalni hodnota
klinického hodnoceni — 1.150.000 Kg&.

4.2 DPH a jiné podobné dané: VSechny
Castky hrazené Poskytovateli ze strany
Zadavatele se uvadéji jako ¢astky bez dané
z pfidané hodnoty a jakychkoli jinych dani,
které jsou pripadné stanoveny statnim
organem k ¢astkam hrazenym Zadavatelem
na zakladé této Smlouvy. DPH vypofada
zadavatel v zemi svého sidla.

4.3 Faktury. Pokud se nevztahuje DPH
ani podobné dané&, neni Poskytovatel

povinen zasilat Zadavateli faktury, a platby
se provadeji Ctvrtletné. Pokud se vztahuje
DPH nebo jiné podobné dané, zasila
Poskytovatel Zadavateli origindl faktury na
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similar taxes apply, Institution shall send an
original invoice for the amount due as
specified by Actelion beforehand. Such
payment will be made by Actelion within
thirty (30) days upon receipt of the
corresponding invoice. For Variable symbol-
invoice number or protocol number should
be used.

4.4  Pass-Through Costs.
Incurred Study-related pass-through costs
(e.g. IRB/IEC costs) shall be promptly
passed on to Actelion along with specific
payment details. Payment will be made by
Actelion within thirty (30) days upon receipt
of the corresponding invoice.

4.5 Fair Market Value. The
amount of compensation to Institution
represents the fair market value for the
services that Institution and/or Investigator
has agreed to perform.

46  Payment Disputes. Payment
will be made upon correct completion of all
CRF pages and satisfactory resolution of
any possible queries. In case of serious
non-compliance with the Protocol and/or

Applicable Law by Institution and/or
Investigator, Actelion has the right to
withhold part or all payments. Unless

expressly directed otherwise by Actelion in
writing, Institution and Investigator shall not
withhold Actelion Data or otherwise
suspend performance of the Study during
the resolution of any dispute with respect to
any amount payable hereunder, provided
that: (i) Actelion continues to make timely
payments on all undisputed amounts and
(ii) such dispute is made in good faith. The
Parties shall use best reasonable efforts to

resolve any disputed amount payable
hereunder.
4.7  Third Party Payments;

Reporting. Institution and Investigator will
not seek or accept from Subjects or third-
party payers compensation for any Study
Drug, procedure, test, treatment, or other
material or service provided or paid for by
Actelion.
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splatnou  Castku  uvedenou  prfedem.
Zadavatel hradi faktury do tficeti (30) dnu
po obdrzeni odpovidajici faktury. Variabilni
symbol — €islo faktury nebo €islo protokolu.

4.4  Pribézné ndklady. Vzniklé prabézné
naklady souvisejici s Klinickym hodnocenim
(napfiklad néklady na IRB/IEC) se
urychlené predavaji Zadavateli spolu
s konkrétnimi  podrobnymi  informacemi
k platbé. Platbu provadi Zadavatel do tficeti
(30) dnli po obdrzeni pfislusné faktury.

45  Skuteéna trzni hodnota. VysSe
nahrady Poskytovateli predstavuje redlnou
trzni hodnotu sluzeb, které se Poskytovatel
a/nebo Zkous$ejici zavazal/o poskytovat.

4.6 Spory ohledné plateb. Platba se
provadi na z&kladé spravného vyplnéni
vSech stran formulafe CRF a uspokojivého
zodpovézeni jakychkoli pfipadnych dotaz(.
V pfipadé zavazného nedodrzeni Protokolu
a/nebo Pfislusnych pravnich pfedpist ze
strany Poskytovatele a/nebo ZkousSejiciho
ma Zadavatel pravo zadrzet vSechny platby
nebo ¢ast z nich. Pokud Zadavatel vyslovné
pisemné nevyda jiny pokyn, nezadrzuje
Zdravotnické zafizeni ani ZkouSejici Data
Zadavatele ani jinak nepozastavi provadéni
Klinického hodnoceni na dobu FeSeni
jakéhokoli sporu tykajiciho se jakékoli
Castky splatné na zakladé této Smlouvy,
ovSéem za predpokladu, Ze: (i) Zadavatel i
nadale provadi vc€asné Uhrady vSech
nespornych c&astek a (i) takovy spor je
veden v dobré vife. Smluvni strany vyvinou
maximalni usili o vyfeSeni jakékoli sporné
Castky splatné na zakladé této Smiouvy.

4.7 Platby tfetim stranam; hlaseni.
Poskytovatel a ZkouSejici nepozaduji ani
nepfijmou od Subjektd ani jinych tfetich
osob nahradu za jakékoli Hodnoceny
pfipravek ani za procedury, testovani, 1écbu
ani jiny material & sluzby poskytované Ci
hrazené Zadavateli.

4.8 Sledovani transparentnosti a
hladeni. Smluvni strany souhlasi s tim, Ze
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4.8 Transparency Tracking and
Reporting. The Parties agree to cooperate
with each other in their respective efforts to
comply with all Applicable Laws requiring
financial transparency.

49  Electronic Data Capturing.
Institution and Investigator agree to use
Electronic Data Capturing system (“EDC”)
in accordance to any written specification
and instructions provided by Actelion.
Institution and Investigator herewith confirm
to have any and all infrastructure necessary
for the use of EDC. Institution and
Investigator shall ensure that such
infrastructure is available throughout the
duration of Study (i.e., until acceptance of
the final Study report by Actelion). Institution
and Investigator shall further ensure to have
appropriate procedures and measures in
place to control access to the physical and
electronic resources used in connection with
the EDC.

410 Survival. This Article 4
(Compensation and Payment) shall survive
termination or expiration of this Agreement.

Actelion shall pay all payments under this
Agreement directly to Institution and
therefore .

Actelion shall not separately compensate
Investigator or Study Personnel for services
performed in connection with this Study.

ARTICLE 5
CONFIDENTIALITY

5.1 Definition. "Confidential
Information" means all information
received from or on behalf of Actelion or its
corporate affiliates or Representatives or
generated in connection with the Study
including but not limited to the budget,
Protocol, Investigator's Brochure, Actelion
Data, Inventions (as defined below), and the
terms and existence of this Agreement but
excluding any information that: (i) was
known to Institution or Investigator prior to
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budou vzajemné spolupracovat v Usili o
dodrzovani vSech PFislusnych pravnich
predpist vyzadujicich finanéni
transparentnost.

4.9 Elektronické zaznamenavani _dat.
Poskytovatel a ZkouS$ejici souhlasi s tim, ze
budou vyuzivat systém Elektronického
zaznamenavani dat (Electronic Data
Capturing, déle oznacovany jen jako
,LEDC*), a to vsouladu s jakoukoli
pisemnou specifikaci a pokyny Zadavatele.
Poskytovatel a ZkouSejici timto potvrzuii,
Ze maji veskerou infrastrukturu potfebnou
pro vyuzivdni EDC. Poskytovatel a
ZkouSejici  zajisti, aby byla tato
infrastruktura k dispozici po celou dobu
provadéni Klinickeho hodnoceni (tj. az do
doby pfijeti zavére€né zpravy o Klinickém
hodnoceni  ze  strany  Zadavatele).
Poskytovatel a ZkouSejici dale zajisti
zavedeni odpovidajicich postupl a opatfeni
ke kontrole pfistupu kfyzickym a
elektronickym  zdrojum  pouzivanym v
souvislosti s EDC.

410 Pretrvani platnosti nékterych
ustanoveni. Ustanoveni tohoto ¢lanku 4
(Nahrady a platby) zUstavaji v platnosti i po
ukon&eni platnosti nebo vyprSeni této
Smlouvy.

Zadavatel se zavazuje, Zze vesSkeré platby
budou hrazeny pfimo poskytovateli.

Zadavatel se zavazuje, Ze neuzavie se
zkouSejicim ani s zadnou spolupracuijici
osobou separatni smlouvu na toto klinické
hodnoceni.

CLANEK5
ZACHOVANI DUVERNOSTI

5.1 Definice. Vyraz ,DUvérné
informace® znamena veskeré informace
pfijaté od Zadavatele nebo jeho
korporatnich  spfiznénych osob  nebo
Zastupcl ¢&i v jejich zastoupeni, nebo
informace vytvofené v souvislosti s
Klinickym hodnocenim, zejména vcetné ve
vztahu Kk rozpoctu, Protokolu, Manuélu
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receiving that information either directly or
indirectly from Actelion or its corporate
affiliates or Representatives, as can be
demonstrated by competent documentary
evidence (provided that this exception shall
not apply to Actelion Data or Inventions); (i)
is generally known to the public through no
act or omission on the part of Institution or
Investigator in breach of this Agreement; (iii)
was developed independently, without
reliance on Confidential Information, by
Institution or Investigator, as evidenced by
written documentation contemporaneous
with the development; (iv) is disclosed to
Institution or Investigator without restriction
at any time by a third party who had a legal

right to disclose it; or (v) Source
Documents.

5.2  Ownership of Confidential
Information. Institution and Investigator

agree that Actelion holds a proprietary
interest in the Confidential Information and
that the Confidential Information shall
remain, as between the Parties, the sole
and exclusive property of Actelion.

53 Permitted Disclosures and
Use Restrictions.

5.3.1 Institution and Investigator shall not
use or disclose to any third parties any
Confidential ~ Information,  except as
necessary to fulfill their obligations or
exercise their rights under this Agreement.
Confidential Information may be disclosed
to the extent reasonably necessary if it: (i) is
required to be disclosed in accordance with
Applicable Law or by Regulatory
Authorities, provided that Institution and
Investigator will, to the extent legally
permissible, give reasonable advance
notice to Actelion of such disclosure and
shall cooperate with Actelion to secure
confidential treatment of such information;
(i) is required from a Subject by a third-
party payer, to the extent necessary to
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Zkousejiciho, Datim Zadavatele, Objevim
(jak je tento vyraz definovan nize), a dale
informace o podminkach a existenci této
Smlouvy, ovSem s vyjimkou jakychkoli
informaci, které: (i) byly Poskytovateli nebo
ZkouSejicimu znadmy jiz pred jejich
obdrzenim pfimo ¢i nepfimo od Zadavatele
nebo jeho korporatnich spfiznénych osob
nebo Zastupcu, coz je mozné dolozit
pFislusnymi doklady (ov8em za
predpokladu, Ze tato vyjimka se nevztahuje
na Data Zadavatele ani na Objevy); (ii) jsou
vSeobecné vefejné znamé bez jakéhokoli
jednani nebo opomenuti jednat na strané
Poskytovatele nebo  ZkouSejiciho  pfi
poruSeni této Smlouvy; (iii) byly vytvoreny
nezavisle, bez spoléhani se na Duvérné

informace, Poskytovatelem nebo
ZkouSejicim, coZz je mozné dolozZit
pisemnou dokumentaci Casové
odpovidajici  dobé  vytvofeni  téchto
informaci; (iv) byly Poskytovateli nebo
ZkouS$ejicimu  kdykoli  odhaleny  bez

omezeni tfeti stranou, ktera meéla zakonné
pravo tyto informace poskytnout; nebo (v)
predstavuji Zdrojové dokumenty.

5.2 Vlastnictvi Dalvérnych informaci.
Poskytovatel a ZkouS$ejici se dohodli, Ze
Zadavatel je drzitelem vlastnického prava
na Duvérné informace a ze Duvérné
informace zUstanou, pokud jde o vztah

Smluvnimi stranami, vyhradnim
vlastnictvim Zadavatele.
53 Povolend uverejnéni informaci a

omezeni jejich vyuziti.

5.3.1 Poskytovatel a ZkouSejici nevyuZziji
ani neodhali Zadnym tfetim osobam zadné
Davérné informace, s vyjimkou nutného
poskytnuti k napInéni jejich povinnosti nebo
uplatnéni jejich prav podle této Smlouvy.
Davérné informace mohou byt odhaleny
v pfiméfeném rozsahu, jestlize: (i) se jejich
poskytnuti pozaduje v souladu S
PFislusnymi pravnimi predpisy nebo je
pozaduji Regulaéni organy, ovSem s tim, ze
Poskytovatel a  ZkouSejici v rozsahu
pfipustném zakonem pfiméfené predem o
takovém poskytnuti informaci informuiji
Zadavatele a budou s nim spolupracovat na
zajisténi davérného zachazeni s takovymi
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determine coverage;
verbally answer

(iii) is required to
Subject's reasonable
questions during the informed consent
process; (iv) is required by Institution,
Investigator or third-party physician for
medical treatment or counseling of Subjects
exposed to the Study Drug; (v) is required
to be disclosed to protect the public's
health; (vi) is reasonably required for
publication purposes in accordance with
Article 6 (Publication) of this Agreement,
(vii) is required by Institution or Investigator
to defend itself in subject injury litigation,
subject to thirty (30) days prior written
notification to Actelion and right to Actelion
to seek a protective order from a court of
competent jurisdiction.

5.3.2 Institution and Investigator shall limit
the disclosure of Confidential Information to
those members of the Study Personnel who
need to know the Confidential Information
for the conduct of the Study and are bound
by written obligations of non-disclosure and
non-use no less stringent than those
contained in this Agreement. Institution and
Investigator shall take all reasonable
precautions to prevent the disclosure or
unauthorized use by any of its employees or
agents of the Confidential Information and
shall promptly report to Actelion any actual
or suspected violation of this Article 5
(Confidentiality) and will take all reasonable
further steps requested by Actelion to
prevent, control or remedy any such
violation.

5.4 Return or Destruction  of
Confidential Information. Within thirty (30)
days following expiration or termination of
this Agreement for any reason, Institution
and Investigator will return to Actelion or
destroy (with written certification of
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informacemi; (i) poskytnuti informaci
pozaduje od Subjektu nezavisly platce, a to
v rozsahu nezbytném pro zjisténi kryti; (iii)
je potirebné ke slovnimu zodpovézeni
oduvodnénych dotazd Subjektu v prabéhu
procesu zajistovani informovaného
souhlasu; (iv) je pozaduje Poskytovatel,
ZkouSejici nebo nezavisly lékaf pro ucely
zdravotni 1ééby nebo poradenstvi pro
Subjekty vystavené Hodnocenému
pfipravku; (v) se odhaleni pozaduje kvdli
ochrané vefejného  zdravi; (vi) se
oduvodnéné pozaduje pro ucely
publikovani v souladu s ustanovenimi
¢lanku 6 (Publikace) této Smlouvy; (vii)
poskytnuti informaci pozaduje Poskytovatel
nebo Zkousejici kvuli vlastni obhajobé
v soudnim Fizeni tykajicim se Ujmy na
zdravi subjektu, a to s podminkou
oznameni tficet (30) dni pfed pisemnym
ozndmenim Zadavatele a stim, Ze
Zadavatel ma pravo Zzadat na soudu
prislusné jurisdikce o vydani prikazu
k ochrané.

5.3.2 Poskytovatel a ZkouSejici omezi
odhaleni Davérnych informaci na ty
Pracovniky podilejici se na klinickém
hodnoceni, ktefi potfebuji tyto Davérné

informace znat pro Uc€ely provadéni
Klinického hodnoceni a jsou vazani
pisemnymi  zavazky neodhalovani a

nevyuzivani Davérnych informaci, které by
byly méné striktni nez omezeni dana touto

Smlouvou. Poskytovatel a ZkouSejici
pfijmou v8echna pfiméfena opatfeni
ktomu, aby zabranili odhaleni nebo

nepovolenému uziti Duvérnych informaci
kterymkoli ze svych zaméstnanci nebo
zastupcu, a urychlené uvédomi Zadavatele
0 jakémkoli skuteéném poruseni ustanoveni
tohoto ¢lanku 5 (Zachovani duvérnosti)
nebo o jakémkoli podezieni na takové
poruseni, pfi¢emz ucini vSechny pfiméfené
dalS§i kroky pozadované Zadavatelem
k tomu, aby zabranili jakémukoli takovému
poruseni, dostali jej pod kontrolu nebo jej
napravili.

5.4  Vraceni nebo zni€eni Duvérnych
informaci. Do fficeti (30) dnu od vyprseni
nebo ukonceni této Smlouvy z jakéhokoli
divodu vrati Poskytovatel a ZkouSejici
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destruction to Actelion) all Confidential
Information in its or its Study Personnel's
possession, custody or control. Institution
may retain one (1) securely archived copy
of Confidential Information for its records in
a secure location for the sole purpose of
determining the scope of its obligations
under this Agreement.

5.5 Survival. This Article 5
(Confidentiality) shall survive termination or
expiration of this Agreement.

ARTICLE 6
PUBLICATION

6.1 Publication. The  Parties
acknowledge that the Study is part of a
multi-center research study and the first
publication of the results of the Study will be
made by Actelion with the investigators
involved in the Study as outlined in the
Protocol. If, within eighteen (18) months of
submission of final Study report (i) no joint
publication is submitted for publication; (ii)
Actelion informs Institution that no joint
publication will be produced; (iii) Actelion
gives written permission; or (iv) a joint
publication is issued, Institution and/or
Investigator may individually publish data
generated by it in connection with the
Study. Any such proposed publication or
presentation, paper, abstract, or other
materials to be presented must be reviewed
by Actelion prior to submission or disclosure
to any third party and a period of sixty (60)
days shall be provided for Actelion to
complete its review. Upon Actelion's
request, any Confidential Information shall
be removed by Institution and/or
Investigator and, if patentable inventions
are identified, any such publication or
presentation shall be delayed up to ninety
(90) more days to allow for the filing of
appropriate patent applications. Institution
and Investigator agree that if either
publishes the results of the Study, Actelion
is hereby granted an irrevocable, royalty-
free license to make and distribute copies of
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Zadavateli vSechny Duvérné informace,
které ma vdrzeni, v uschové nebo pod
kontrolou Zdravotnické zafizeni nebo
ZkouSejici nebo jeho Pracovnici podilejici
se na klinickém hodnoceni, pfipadné tyto
Davérné informace zni€i (s pFedanim
pisemného potvrzeni o jejich zniceni
Zadavateli). Poskytovatel si muze ponechat
jednu (1) bezpe&né archivovanou kopii
Davérnych informaci do svych zaznamu, a
to na bezpe¢ném misté a vyhradné pro tcel

ur€eni rozsahu svych zavazkd ztéto
Smlouvy.

5.5 Pretrvani platnosti nékterych
ustanoveni. Ustanoveni tohoto d&lanku 5

(Zachovani davérnosti) zlstavaji v platnosti
i po ukonceni platnosti nebo vyprSeni této
Smlouvy.

CLANEK 6
PUBLIKACE

6.1 Publikace. Smluvni strany berou na
védomi, Ze Klinické hodnoceni je soucasti
multicentrického vyzkumného klinického
hodnoceni a ze prvni uvefejnéni vysledku
Klinického hodnoceni provede Zadavatel
spolu se ZkouSejicimi zapojenymi do
Klinického hodnoceni tak, jak je stanoveno
v Protokolu. Jestlize do osmnacti (18)
meésicu od predloZeni zavérecné zpravy z
Klinického hodnoceni (i) nedojde
k zadnému spoleénému predlozeni vystupu
k uvefejnéni; (i) Zadavatel informuje
Poskytovatele, Ze nebude predlozena
zadna spole¢na publikace vystupl; (iii)
Zadavatel poskytne pisemny souhlas; nebo
(iv) je vydana spole¢na publikace vystupu,
pak Poskytovatel a/nebo Zkousejici mohou
samostatné uvefejnit data jimi vytvofena v
souvislosti s Klinickym  hodnocenim.
Jakékoli takové navrhované uverejnéni
nebo prezentace, ¢lanek, dokument nebo
jiné materialy, které maji byt uvefejnény,
podléhaji prezkoumani ze strany
Zadavatele jesté pred jejich pfedanim nebo
poskytnutim jakékoli tfeti osobé, pfitemz na
provedeni  tohoto  pfezkoumani ma
Zadavatel l|hatu Sedeséati (60) dndG. Na
Zadost Zadavatele odstrani Poskytovatel
a/nebo  ZkouSejici  jakékoli  Duvérné
informace v nich obsazené, a pokud jsou
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such publication under any copyright
privileges that the Institution and/or
Investigator may have. Actelion shall also
have the right to publish independently the
results of the Study.

6.2  Guidelines. Unless otherwise
required by the journal, authorship will
comply with the requirements of the
International Committee of Medical Journal
Editors ("ICMJE"). In any publication or
presentation based in whole or in part on
data generated from the Study, Investigator
will include a statement that creation of the
data was supported in part by Actelion, in
accordance with ICMJE guidelines.

6.3  Survival. This Article 6
(Publication) shall survive termination or
expiration of this Agreement.

ARTICLE 7
INTELLECTUAL PROPERTY

71 Definition. "Invention" means
any and all discoveries, inventions and
other subject matter (whether patentable or
not) conceived, reduced to practice, or
otherwise discovered by Investigator, Study
Personnel or an employee, contractor or
agent of Institution or Investigator, alone or
jointly with others, in connection with
performing the Study and/or from use of the
Study Drug or the Confidential Information,
in each case together with all intellectual
property rights in any of the foregoing.

7.2  Ownership. Institution and
Investigator agree that Actelion Data and

i
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zjistény jakékoli patentovatelné objevy,
bude takova publikace nebo prezentace
odlozena az o dalSich devadesat (90) dnu,
aby bylo mozné podat prfislusné patentové
prinlaSky. Poskytovatel a  ZkouSejici
souhlasi stim, Ze pokud kterykoli z nich
uverejni vysledky Klinického hodnoceni, ma
Zadavatel timto udélené pravo na
neodvolatelnou bezplatnou licenci
k vytvoreni a Sifeni kopii takové publikace,
a to s jakymikoli vysadami autorskych prav,

které pfipadné nalezeji Poskytovateli
a/nebo ZkouSejicimu. Zadavatel ma také
pravo nezavisle publikovat vysledky

Klinického hodnoceni.

6.2 Smérnice. Pokud konkrétni list
nevyzaduje néco jiného, musi autorstvi
spliiovat poZzadavky Mezinarodniho vyboru
Séfredaktoru lékarskych Casopisu
(International Committee of Medical Journal
Editors, dale oznaCovany jen jako
JCMJE®). Do jakékoli publikace nebo
prezentace zaloZzené zcela ¢i ¢aste¢né na
datech vytvofenych vramci Klinického
hodnoceni zahrne ZkousSejici prohlaseni o
tom, Ze vytvoreni dat podpofil Zadavatel, a
to v souladu s pokyny ICMJE.

6.3 Pretrvani platnosti nékterych
ustanoveni. Ustanoveni tohoto ¢lanku 6
(Publikace) zUstavaji v platnosti i po
ukon&eni platnosti nebo vyprSeni této
Smlouvy.
CLANEK 7 ,
DUSEVNI VLASTNICTVI
7.1 Definice. Vyraz ,Objev‘ znamena

veSkeré objevy, vyndlezy a jiné pfedméty
(at  jiz patentovatelné, ¢i  nikoli)
formulované, uvedené do praxe nebo jinak
objevené ZkouSejicim, Pracovniky
podilejicimi se na klinickém hodnoceni
nebo zaméstnancem, dodavatelem nebo
zastupcem Poskytovatele nebo
ZkouSejiciho, at jiz samostatné nebo
spole¢né s jinymi osobami, v souvislosti
s provadénim Klinického hodnoceni a/nebo
v dusledku uzivani Hodnoceného pfipravku
nebo Duvérnych informaci, v kazdém
pfipadé spolu s veskerymi pravy
z duSevniho vlastnictvi vztahujicimi se na
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Inventions shall be the sole and exclusive
property of Actelion. Each of Institution and
Investigator shall assign and hereby
assigns to Actelion all right, title and interest
in and to the Actelion Data and Inventions.
Institution shall ensure that Study Personnel
members, other employees or agents are
contractually obligated to hereby assign and
transfer to Institution all right, title and
interest to the Actelion Data and Inventions.
Institution and Investigator shall promptly
disclose to Actelion the Actelion Data and
Inventions and further agree to execute or
have executed any and all papers and
documents which are necessary or
convenient to perfect the foregoing
assignment and fully implement Actelion's
proprietary rights in and to the Actelion Data
and Inventions and to fully cooperate in the
prosecution, enforcement and defense of
such  proprietary rights. For clarity,
Institution shall own all Source Documents.

7.3 To the extent that the
Applicable Law does not allow for a transfer
of any of the Actelion Data and Inventions,
the Institution and Investigator hereby
grants Actelion an exclusive, perpetual,
irrevocable, worldwide and royalty free
license, with the right to sublicense to any
third party, to use such Actelion Data and
Inventions for any purposes.

7.4  Survival. This Article 7
(Intellectual  Property)  shall  survive
termination or expiration of this Agreement.

ARTICLE 8
REPRESENTATIONS AND WARRANTIES

8.1
Warranties.

General Representations and

8.1.1 [Each Party represents and warrants
that; (i) it has the legal authority to enter into
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cokoli z vySe uvedeného.
7.2  Vlastnictvi. Poskytovatel a
ZkouSejici  souhlasi stim, Ze Data
Zadavatele a Objevy jsou vyhradnim
vlastnictvim Zadavatele. Jak Poskytovatel,
tak ZkousSejici postoupi a timto postupuje
Zadavateli vSechna prava, vlastnicka prava
k Datlm Zadavatele a k Objevim a také
veskeré podily na nich. Poskytovatel zajisti,
aby Pracovnici podilejici se na klinickém
hodnoceni, jini zaméstnanci nebo zastupci
byli smluvné vazani, ze timto postupuji a
prevadéji na Poskytovatele veSkera prava a
vlastnicka prava k Datim Zadavatele a
Objeviim a podily na nich. Poskytovatel a
ZkousSejici urychlené poskytnou Zadavateli
Data Zadavatele a Objevy a dale souhlasi
s tim, Ze vyhotovi a podepiSi nebo nechaji
vyhotovit a podepsat veSkeré doklady a
dokumenty, které jsou nezbytné nebo
vhodné pro dokonani vySe uvedeného
postoupeni a k Uplné realizaci vlastnickych
prav Zadavatele k Datim Zadavatele a
k Objevim, a dale Ze budou pIné
spolupracovat pfi provozovani, vymahani a
obhajobé takovych vlastnickych prav. Pro
ujasnéni plati, ze vlastnikem vSech
Zdrojovych dokumentu je Poskytovatel.

7.3 V rozsahu, v némz Pfislusné pravni
pfedpisy neumoznuji pfevedeni jakychkoli
Dat Zadavatele a  Objevd, timto
Poskytovatel a ZkouS$ejici udéluji Zadavateli
vyhradni, trvalou, neodvolatelnou,
celosvétové platnou a bezplatnou licenci
k uzivani takovych Dat Zadavatele a
Objeva pro jakékoli ucely, a to spolu
s pravem udélit jakékoli tfeti osobé
sublicenci.

7.4  Pretrvani platnosti nékterych
ustanoveni. Ustanoveni tohoto ¢lanku 7
(DuSevni vlastnictvi) zlstavaji v platnosti i
po ukonceni platnosti nebo vypreni této
Smlouvy.

CLANEKS
PROHLASENI A ZARUKY

8.1 VSeobecnd prohlaseni a zaruky.
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this Agreement; (ii) the execution and
delivery of this Agreement and the
performance of its obligations hereunder do
not conflict with, or constitute a default
under, other contractual arrangements to
which it is a party or by which it may be
bound and; (iii) it will comply with Applicable
Law.

8.1.2 Institution and Investigator
represent, warrant and covenant to Actelion
that: (i) Investigator and each other member
of the Study Personnel, is qualified by
training, expertise and experience to
conduct the Study and at all times during
the term of this Agreement have the
appropriate  licenses, approvals and
certifications necessary to safely and
lawfully perform the Study. Institution or
Investigator shall immediately report to
Actelion in writing of any withdrawal of
Investigator's privileges, sanction against
the Institution or Investigator by a
Regulatory Authority, or similar
enforcement; and (i) to the best of its
knowledge, Institution's personnel, facilities
and patient population are adequate to
perform its obligations under the Protocol
and this Agreement.

8.2  Debarment. "Debarment”
shall have the meaning given to it under the
Applicable Law. Institution and Investigator
hereby represent, warrant and covenant to
Actelion that:

8.2.1 Investigator has not been Debarred.
8.2.2 Institution and Investigator shall not,
in the course of performing the Study, use
in any capacity any person or entity who
has been Debarred.

8.2.3 Institution and Investigator shall (i)
promptly notify Actelion in writing upon
becoming aware of any Debarment as
outlined in this Section 8.2 (Debarment) if or
proceedings have been initiated with
respect to Debarment whether each
Debarment or initiation of proceedings
occurs during or after the performance of
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8.1.1 Kazdd ze  Smluvnich stran
prohladuje a zaru€uje, ze: (i) ma pravni
pravomoc uzaviit tuto Smlouvu; (i)
podepsani a doruceni této Smlouvy a
plnéni jejich z&vazkd zni neni v rozporu
s jingymi  smluvnimi ujednanimi, jichz je
smluvni stranou nebo jimiz je pfipadné
vazana, ani nepredstavuje poruseni
takovych jinych smluvnich ujednani; (iii)
bude dodrzovat ustanoveni PfisluSnych
pravnich predpisu.

8.1.2 Poskytovatel a ZkouSejici prohlasuje
a zarucCuje vici Zadavateli, Ze: (i) ZkouSejici
a kazdy dalsi Pracovnik podilejici se na
klinickém hodnoceni je zpUsobily z hlediska
za8koleni, odbornych znalosti i zkuSenosti
provadét Klinické hodnoceni, a kdykoli
v prubéhu doby trvani této Smlouvy ma
k dispozici pfisluéné licence, povoleni a
osvédCeni potfebné pro bezpetné a
zakonné provadéni Klinického hodnoceni.
Poskytovatel nebo ZkouSejici okamzité
pisemné nahldsi Zadavateli informaci o
jakémkoli odebrani vysad Zkousejiciho, o
sankcich vuci Poskytovateli nebo
Zkou8ejicimu  uvalenych  ze  strany
Regulaéniho organu nebo o podobném
vymahani prava; a (ii) podle jeho nejlepSiho
védomi pracovnici, zafizeni a pacienti
Poskytovatele odpovidaji pozadavkim na
plnéni povinnosti vyplyvajicich z Protokolu
a této Smlouvy.

8.2 Vylouéeni z  ¢&innosti.  Vyraz
,Vylouéeni z ¢innosti ma vyznam mu
pfifazeny v Pfislusnych pravnich
predpisech. Poskytovatel a Zkou$ejici timto
prohlasuji, zaru€uji a zavazuji se vUci
Zadavateli takto:

8.2.1 ZkousSejici nebyl Vylou€en z &innosti.
8.2.2 Poskytovatel a Zkousejici v pribéhu
provadéni Klinického hodnoceni nevyuZije
v zadné pozici zadnou osobu ani subjekt,
ktery/a byl/a Vylou€en/a z ¢innosti.

8.2.3 Poskytovatel a  ZkouSejici (i)
urychlené pisemné uvédomi Zadavatele,
jakmile se dozvi o jakémkoli Vylouceni
z ¢innosti, jak je tento vyraz definovan
v ¢lanku 8.2 (Vylouceni z Cinnosti), jestlize
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the Study and (i) certify in writing that
Institution, Investigator and any persons or
entities involved in the Study have not been
Debarred, if requested by Actelion in
connection with any certification Actelion
may make to a Regulatory Authority.

8.3 DISCLAIMER. EXCEPT AS
SET FORTH IN THIS ARTICLE 8
(REPRESENTATIONS AND

WARRANTIES), NO PARTY MAKES ANY
WARRANTIES  (EXPRESS, IMPLIED
STATUTORY OR OTHERWISE) WITH
RESPECT TO THE SUBJECT MATTER
HEREOF AND EACH PARTY EXPRESSLY
DISCLAIMS ANY SUCH ADDITIONAL
WARRANTIES  INCLUDING  IMPLIED
WARRANTIES OF MERCHANTABILITY,
FITNESS FOR A PARTICULAR PURPOSE
AND NONINFRINGEMENT OF
INTELLECTUAL PROPERTY RIGHTS OF
THIRD PARTIES.

8.4  Anti-Bribery and Anti-
Corruption. Institution and Investigator
hereby represent and warrant that neither
themselves nor their Representatives,

including but not limited to the Study
Personnel, have offered, promised, given,
authorized, solicited or accepted any undue
pecuniary or other advantage of any kind
(or implied that they will or might do any
such thing at any time in the future) in any
way connected with this Agreement, and
that it has taken reasonable measures to
prevent subcontractors, Representatives or
any other third parties, subject to its control
or determining influence, from doing so.
Institution and the Investigator shall
immediately notify Actelion in case they learn
that any activities related to the Study
constitute a violation of the applicable anti-
bribery and anti-corruption laws.

8.5 Survival. This Article 8
(Representations and Warranties) shall
survive termination or expiration of this
Agreement.
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bylo zahajeno fizeni souvisejici
s Vylou€enim z &innosti, at jiz Vylouceni
z ¢innosti nebo zahgjeni fizeni nastane
v pribéhu provadéni Klinického hodnoceni
nebo po ném, a (ii) pisemné potvrdi, ze
Poskytovatel, ZkouS$ejici ani zadné osoby
nebo subjekty zapojené do Klinického
hodnoceni nebyly Vylou€eny z €innosti,
jestlize si Zadavatel vyzada toto potvrzeni v
souvislosti s jakoukoli certifikaci Zadavatele
smérem k Regula¢nimu organu.

8.3  OMEZENI ODPOVEDNOSTI.
S VYJIMKOU USTANOVEN(
OBSAZENYCH VTOMTO CLANKU 8
(PROHLASENI A ZARUKY) NECINI
ZADNA ZE SMLUVNICH STRAN ZADNE
ZARUKY  (VYSLOVNE,  MLCKY
PREDPOKLADANE, VYPLYVAJICI ZE

ZAKONA ANI JINE), POKUD JDE O
PREDMET TETO SMLOUVY. KAZDA ZE
SMLUVNICH STRAN TETO SMLOUVY SE
VYSLOVNE = VZDAVA  JAKYCHKOLI
TAKOVYCH DODATECNYCH ZARUK,
VCETNE MLCKY PREDPOKLADANYCH
ZARUK PRODEJNOSTI, VHODNOSTI
PRO URCITY_ UCEL A NEPORUSENI
PRAV ~ ZDUSEVNIHO  VLASTNICTVi
TRETICH OSOB.

8.4 Protiuplatkdfskd a  protikorup&ni
opatreni. Poskytovatel a ZkouS$ejici timto
prohlasuji a zaru€uji, Zze zadny z nich ani
zadny jejich Zastupce, zejména vcetné
Pracovnikd podilejicich se na klinickém
hodnoceni, nenabidl, nepfislibil, neposkytl,
neschvalil, nevyzadal ani nepfijal Zadnou
nepfislusejici penézni ani jinou odménu
zadného charakteru (ani nenaznadil, ze
cokoli takového kdykoli v budoucnu ucini
nebo by mohl ucinit) jakkoli souvisejici
stouto Smlouvou, a dale ze ucinil
pfiméfena opatfeni ktomu, aby zabranil
svym subdodavatelim, Zastupcum nebo
jakymkoli jinym tfetim osobam, které jsou
pod jeho kontrolou nebo rozhodujicim
vlivem, aby tak ucinili. Poskytovatel a
ZkouSejici okamzité uvédomi Zadavatele
v pfipadé, ze se dozvi, ze jakékoli ¢innosti
souvisejici s Klinickym  hodnocenim
pfedstavuji poruSeni pfislusnych pravnich
pfedpisu proti Uplatkarstvi a proti korupci.
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ARTICLE 9
INDEMNIFICATION
9.1 By Actelion. Subject to
Section 9.3 (Procedure), Actelion shall
indemnify, defend and hold harmless
Institution and its officers, directors,
trustees, employees contractors and agents
and Investigator (the "Institution

Indemnitees"), from and against any and
all losses, damages, liabilities, court costs
and expenses paid to third parties (including
reasonable attorneys' fees) (collectively
"Liabilities") as a result of a claim, action,
or suit, in each case brought by a third party
(each, a "Claim") made or filed against the
Institution Indemnitees by reason of
personal injury, including death, to any
person, or damage to property, arising out
of, or caused directly by, the Study Drug or
its use in accordance with the Protocol;
except in each case to the extent such
liability arises from the Subject's underlying
illness, or any diagnosis, treatment or
therapeutic measures not specifically
required by the Protocol, and in each case
to the extent that Institution is obligated to
indemnify Actelion for such Claims under
Section 9.2 (By Institution) below.

9.2 By Institution. Subject to
Section 9.3 (Procedure), Institution and
Investigator each shall indemnify, defend
and hold harmless Actelion and its
corporate affiliates, officers, directors,
employees, contractors and agents of each
(the "Actelion Indemnitees"), from and
against Liabilities as a result of any Claims
made or filed against any of the Actelion
Indemnitees arising out of, or caused
directly by Institution's or Investigator's (i)
breach of this Agreement, including but not
limited to failure to obtain IRB/IEC
approvals or a signed ICF from each
Subject and/or failure to adhere to the terms
of the Protocol or to Actelion's other written
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8.5 Pretrvani platnosti nékterych
ustanoveni. Ustanoveni tohoto ¢&lanku 8
(Prohlaseni a zaruky) zlstavaji v platnosti i
po ukonceni platnosti nebo vypreni této
Smlouvy.

CLANEK 9
NAHRADA SKODY

9.1 Ze strany Zadavatele. V souladu
s ustanovenimi  ¢lanku 9.3  (Postup)
Zadavatel odskodni, obhdji a prevezme
odpovédnost za Poskytovatele a jeho
funkcionare, ¢leny predstavenstva, spravce,
zaméstnance, dodavatele a zastupce a za
Zkousejiciho (dale oznacované jen jako ,,
Odskodnované osoby Poskytovatele®) ve

vztahu kveSkerym ztratam, Skodam,
zavazkim, soudnim nakladim a vydajum
hrazenym tfetim osobam (vCetné

pfiméfenych poplatkd za pravni zastoupeni)
(dadle souhrnné oznaCované jen jako
~Zavazky“) v dusledku naroku, zaloby nebo
soudniho sporu, v jednotlivych pfipadech
vznesenych nebo podanych tfeti osobou
(kazdy z nich dale oznacovany jen jako
.Narok“) proti Osobé odSkodrované
Poskytovatele z duvodu uUjmy na zdravi
(véetné umrti) jakékoli osoby, pfipadné
zdlvodu 8kody na majetku, vzniklych
v dusledku uzivani Hodnoceného pfipravku
nebo zplsobenych pfimo  uzivanim
Hodnoceného pfipravku v souladu s
Protokolem; v kazdém pfipadé s vyjimkou
v rozsahu, v némz takova odpovédnost Ci
zavazek vznikne z divodu zakladni nemoci
nebo z ddvodu jakékoli diagndézy, leCby
nebo |éCebnych opatfeni, které Protokol
konkrétné nevyzaduje, a v kazdém pfipadé
v rozsahu, v némz je Poskytovatel povinen
odskodnit Zadavatele za takové N&aroky
v souladu s ustanovenimi ¢lanku 9.2

9.2 Ze strany Poskytovatele. V souladu
s ustanovenimi ¢lanku 9.3 (Postup) jak
Poskytovatel, tak Zkou$ejici odSkodni,
obhdji a prevezme odpovédnost za
Zadavatele a jeji korporatni spfiznéné
osoby, funkcionéare, Cleny predstavenstva,
zaméstnance, dodavatele a zastupce kazdé
znich (dale oznacované jen jako
,LOdSkodnované osoby Zadavatele®) ve
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instructions concerning the Study Drug; (ii)
failure to comply with Applicable Laws; (iii)
negligence or willful misconduct; or (iv) use
of a product (including the Study Drug)
other than those produced or supplied by
Actelion.Procedure. Each Party shall
promptly notify the indemnifying Party in
writing of any Claim triggering any
indemnification obligations hereunder. The
indemnifying Party shall have sole control of
the defense and settlement of the Claim;
provided that the indemnifying Party shall
not enter into any settlement that admits the
fault of or creates financial or other
obligations for such Indemnitee, or
otherwise materially adversely prejudices
Indemnitee without such Indemnitee's prior
written consent, such consent not to be
unreasonably withheld or delayed. The
Indemnitee shall have the right to
participate, at its own expense and with
counsel of its own choosing, in the defense
or settlement of the Claim. The
indemnification obligations under this Article
9 (Indemnification) shall not apply to
amounts paid in the settlement of any Claim
is such settlement is effected without the
consent of the indemnifying Party.
Indemnitees, at the indemnifying Party's
request and expense, shall provide full
information and reasonable assistance to

the indemnifying Party and its legal
representatives with respect to Claims.
9.3 Survival. This Article 9

(Indemnification) shall survive termination or
expiration of this Agreement.

ARTICLE 10
SUBJECT INJURY

10.1 Payment. Actelion agrees,
without admission of wrongdoing, to pay all
reasonable medical expenses incurred as a
result of necessary medical treatment of
injuries that are not covered by the
Subject's medical or hospital insurance or
governmental programs providing such
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vztahu kveSkerym Zavazkim vzniklym
v dusledku jakychkoli Narokd vznesenych
nebo podanych proti kterékoli z Osob
odskodrnovanych Zadavatelem a vzniklych
v disledku nebo zplsobenych pfimo (i)
z poruSeni této Smlouvy Poskytovatelem
nebo Zkousejicim, zejména vcetné jejich
nezajisténi  souhlasu  IRB/IEC  nebo
podepsaného formulafe ICF od kazdého
Subjektu a/nebo nedodrzeni podminek
Protokolu nebo jinych pisemnych pokynu
Zadavatele tykajicich se Hodnoceného
pFipravku; (i) nedodrZzenim PfisluSnych
pravnich predpist ze strany Poskytovatele
nebo ZkouSejiciho; (iii) nedbalosti nebo
zameérnym pochybenim ze  strany
Poskytovatele nebo Zkous$ejiciho; nebo (iv)
uzivanim produktu (v€etné& Hodnoceného
pfipravku) jiného, nez jsou produkty
vyrabéné nebo dodavané Zadavatelem.
Postup. Kazda ze Smluvnich stran
urychlené pisemné uvédomi od8kodnujici
Smluvni stranu o jakémkoli Naroku, ktery
vytvaii jakékoli zavazky odSkodnéni na
zakladé této Smlouvy. Odskodnujici
Smluvni strana ma vyhradni kontrolu nad
obhajobou a vyrovnanim Naroku; ovSem
stim, Ze odSkodiujici Smluvni strana
neuzavira zadné vyrovnani, které pfipousti
pochybeni nebo vytvafi finanéni &i jiné
zavazky pro takovou OdSkodrovanou
osobu, pfipadné jinak podstatné negativné
posSkozuje Odskodnovanou osobu bez
jejiho pfedchoziho pisemného souhlasu,
pfiemz tento souhlas nesmi byt
bezdidvodné odpiran nebo zadrzZovan.
OdsSkodriovana osoba ma pravo ucastnit se
dle svého vlastniho rozhodnuti, na své
néklady a s pravni podporou odbornika dle
svého vlastniho vybéru na obhajobé nebo
vyrovnani Naroku. Zavazky odSkodnéni
podle tohoto ¢lanku 9 (Nahrada $kody) se
nevztahuji na ¢astky hrazené pfi vyrovnani
jakéhokoli  Néaroku, pokud je takové
vyrovnani  realizovano bez  souhlasu
odskodriujici Smluvni strany.
OdsSkodnované osoby poskytnou
odskodnujici  Smluvni strané a jejim
pravnim zastupcim, na jeji zadost a na jeji
naklady, veskeré informace a pfiméfenou
pomoc ve vztahu k Narokdm.

9.3 platnosti

Pretrvani nékterych
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coverage; provided that: (i) the Subject is
enrolled in the Study in accordance with the
Protocol; (ii) the injury is a direct result of
receiving the Study Drug administered in
accordance with the Protocol and this
Agreement, or research procedures
required and conducted in accordance with
the Protocol and this Agreement; and (iii)
the injury is not caused in any ways by
Investigator's or Study Personnel's or
Institution's or its trustees', officers', agents'
or employees' negligence, willful
misconduct or failure to adhere to the
Protocol or terms and conditions of this
Agreement. Actelion shall not be obligated
to pay for the treatment of medical
complications that are a part of the natural
course of the primary disease. No other
compensation of any type shall be provided
by Actelion to any Subject with respect to
any injury.

10.2 Procedure. Institution or
Investigator shall promptly notify Actelion of
any such apparent impending need for
treatment or such treatment. Institution
agrees that it will provide to Actelion any
necessary information upon request so that
Actelion may comply with Applicable Law.

10.3 Survival. This Article 10
(Subject Injury) shall survive termination or
expiration of this Agreement.

ARTICLE 11

INSURANCE
11.1 The Parties shall carry
insurance at levels reasonable and

customary in the industry . Actelion shall
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ustanoveni. Ustanoveni tohoto ¢lanku 9
(Nahrada Skody) zustavaji v platnosti i po
ukonceni platnosti nebo vyprSeni této
Smlouvy.

~ CLANEK 10
UJMA NA ZDRAVI SUBJEKTU

10.1 Platba. Zadavatel souhlasi, pfi¢emz
tim nepfipousti zadné pochybeni, Ze uhradi
vSechny odlvodnéné vydaje na lékarskou
péci potfebnou v dusledku nezbytné IéCby
Urazu ¢&i Ujmy na zdravi, které nejsou kryty
zdravotnim ani nemocenskym pojisténim
Subjektu ani statnimi programy, jez takovée
kryti poskytuji; ovSem za predpokladu, ze:
(i) Subjekt je zapojen do Klinického
hodnoceni v souladu s Protokolem; (ii) Gjma
na zdravi je pfimym dudsledkem uzivani
Hodnoceného pfipravku a podavaného
v souladu s Protokolem a touto Smiouvou,
pripadné s vyzkumnymi postupy
pozadovanymi a provadénymi v souladu
s Protokolem a touto Smlouvou; a (iii) ujma
na zdravi nebyla nijak zplsobena
nedbalosti, zadmérnym pochybenim ani
nedodrzenim Protokolu nebo podminek této
Smlouvy ze strany Zkousejiciho ani
PracovnikG podilejicich se na klinickém
hodnoceni ani Poskytovatele ani jeho
spravcl, funkcionafl, zastupcud nebo
zaméstnancl. Zadavatel neni povinen
hradit 1é¢bu zdravotnich komplikaci, které
jsou  soucasti  pfirozeného  prubéhu
primarniho onemocnéni. Zadavatel
neposkytuje zadnému Subjektu ve vztahu
k jakékoli Ujmé& na zdravi Z2adnou dal$i
kompenzaci, at jiz jakéhokoli charakteru

10.2 Postup. Poskytovatel nebo
ZkousSejici urychlené uvédomi Zadavatele o
jakékoli takové ziejmé potiebé 1éEby nebo o
takové |écbé. Poskytovatel souhlasi s tim,
Ze na vyzadani poskytne Zadavatel

jakékoli nezbytné informace tak, aby
Zadavatel mohla  splnit  pozadavky
Pfislusnych pravnich pfedpisu.

10.3 Pretrvani platnosti nékterych

ustanoveni. Ustanoveni tohoto Clanku 10
(Uyma na zdravi Subjektu) zustavaji v
platnosti i po ukoneni platnosti nebo
vyprseni této Smiouvy.
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have insurance in accordance with law § 52
par.3 (f) no. 378/2007coll. during the Study
duration.

11.2 If appflicable, the Parties
shall provide each other with a valid
certificate of insurance upon written
request. In addition, the Parties shall
provide each other with at least thirty (30)
days prior written notice of cancellation,
non-renewal, or other material change in
such insurance.

11.3 Survival. This Article 11
(Insurance) shall survive termination or
expiration of this Agreement.

ARTICLE 12
USE OF NAME AND PUBLICITY

12.1 Use of Name. Each Party
shall not, without the prior written consent of
the other Party, use in advertising, publicity
or otherwise, any tradenames, trademarks,
logos, symbols, or other image of Actelion
or an Actelion employee or agent ("Marks")
unless designated in this Agreement.
Notwithstanding the foregoing, a Party may
use the name of the other Party and, in the
case of Actelion, of Investigator, as
necessary for (i) filings with Regulatory
Authorities; (ii) in the case of Actelion, filing
patent applications covering or claiming
Inventions; (iii) prosecuting or defending
litigation; (iv) complying with Applicable
Law; or (v) in the case of Actelion, Study
newsletters circulated solely to Institutions
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CLANEK 11
POJISTENI
11.1 Smluvni strany se dohodly,
Ze budou udrZzovat odpovidajici
pojisténi  obvyklé v daném oboru,
které bude kryt potencialni
odpovédnost  vyplyvajici z tohoto

Klinického hodnoceni. Zadavatel je
pojistén v souladu se zakonem § 52
odst. 3 pism. f) zakona ¢. 378/2007
Sb.v  prabéhu trvani Klinického
hodnoceni

11.2  Je-li zapotfebi Smluvni strany si na
zakladé pisemné Z&dosti  vzajemné
poskytnou platné potvrzeni o existenci
pojisténi. Kromé toho si Smluvni strany
vzajemné poskytnou pisemné oznameni o
zrueni, neobnoveni nebo jiné podstatné
zméné takového pojisténi, a to alespon
tficet (30) dni pfed takovou zménou.

11.3 Pretrvani platnosti nékterych
ustanoveni. Ustanoveni tohoto ¢lanku 11
(Pojisténi) zastavaji v platnosti i po
ukon&eni platnosti nebo vyprSeni této
Smlouvy.

_CLANEK 12
POUZITi NAZVU A PUBLICITA

121 Pouziti ndzvu. Zadna ze Smluvnich
stran nesmi bez predchoziho pisemného
souhlasu druhé Smluvni strany pouzivat
vreklamé, propagaci ani jinak Zadné
obchodni nazvy, ochranné znamky, loga,
symboly ani jiné obrazy spojené se
Zadavatelem ani zaméstnance &i zastupce
Zadavatele (dale oznacované jen jako
»Znamky®), pokud tak neni stanoveno touto
Smlouvou. Bez ohledu na vySe uvedené je
Smluvni strana opravnéna pouzit jméno
druhé Smluvni strany, a v pfipadé
Zadavatele také Zkousejiciho, v rozsahu
nezbytném pro (i) podani k Regulacnim
organum; (ii) v pfipadé Zadavatele k podani
patentovych  pfihlasek, kryjicich nebo
narokujicich Objevy; (iii) realizaci obZaloby
nebo obhajoby v soudnim sporu; (iv)
dodrzovani PfisluSnych pravnich predpisu;
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participating in the Study.

12.2 Publicity. Each Party shall
not, and shall not authorize or assist any
third party to, originate or produce any
written publicity, news release,
advertisement, marketing collateral, or other
publication announcement, relating in any
way to this Agreement, without the prior
written approval of the other Party, which
approval shall not be unreasonably
withheld, provided however, that Actelion
shall have the right to identify the Institution
as a site at which the Study was conducted
and to identify those individuals responsible
for conducting the Study. For clarity, no
advertisement may be used in the Study
unless prior written approval is received
from Actelion.

12.3  Survival. This Article 12 (Use
of Name and Publicity) shall survive
termination or expiration of this Agreement.

ARTICLE 13
TERM AND TERMINATION

13.1 Term. Unless terminated
earlier by written notice of one Party to the
other in accordance with this Article 13, this
Agreement will expire upon the later of the
date on which: (i) Actelion has received all
properly completed CRFs from Institution
and Investigator; (i) Institution and
Investigator have resolved all data
clarification queries, and submitted the
closeout reports to the IRB/IEC and to
Actelion to Actelion’s satisfaction; (iii) all
Institution and other Study sites closeout
activities have been completed; and (iv)
Actelion has made all payments and
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nebo (v) v pfipadé Zadavatele informacni
dopisy o Klinickém hodnoceni, které se
vydavaji do obéhu vyhradné smérem k
Poskytovateli zapojenym do Klinického
hodnoceni.

12.2  Publicita. Z&dna ze Smluvnich stran
nesmi bez predchoziho pisemného
souhlasu druhé Smluvni strany, ktery nesmi
byt bezdivodné odpiran, vytvofit ani vyrobit
zadnou pisemnou propagaci, tiskovou
zpravu, reklamu, marketingové materialy
ani jiné uvefejnéni prohlaseni, které se
jakkoli tyka této Smlouvy, ani nedovoli
Zzadné treti osobé toto vytvofrit &i vyrobit, ani
jl_ vtom neni napomocna, ovSem za
pfedpokladu, Ze Zadavatel je opravnén
oznacit Poskytovatele jako pracovisté, kde
se Klinické hodnoceni provadi, a
identifikovat také ty osoby, které jsou
odpovédné za provadéni Klinického
hodnoceni. Pro ujasnéni plati, ze v
Klinickém hodnoceni se nesmi pouZzivat
zadna reklama, pokud ktomu Zadavatel
neposkytne pisemny souhlas predem.

12.3 Pretrvani platnosti nékterych
ustanoveni. Ustanoveni tohoto ¢&lanku 12
(Pouziti ndzvu a publicita) zustavaji v

platnosti i po ukonceni platnosti nebo
vyprseni této Smlouvy.
CLANEK13
DOBA TRVANI A UKONCENI
PLATNOSTI SMLOUVY
13.1 Doba _trvani platnosti Smlouvy.
Pokud nebude vypovézena pred€asné

pisemnou vypovédi jedné Smluvni strany
druhé Smluvni strané v souladu
s ustanovenimi tohoto ¢lanku 13, pak tato
Smlouva vyprsi k takovému ztéchto dat,
které nastane pozdgji: (i) Zadavatel obdrzel
vSechny Fadné vyplnéné formulafe CRF od
Poskytovatele a Zkousejiciho; (i)
Poskytovatel a Zkousejici vyfeSil vSechny
dotazy na vyjasnéni dat a predlozZil/o
IRB/IEC a Zadavateli zavérecné zpravy
dostate¢né uspokojivé pro Zadavatele; (iii)
byly dokonCeny zavérecné cinnosti ve
vSech zafizenich Poskytovatele a na
dalSich pracovistich, kde se provadi
Klinické hodnoceni; a (iv) Zadavatel proved|
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reimbursements and collected all refunds
due under this Agreement.

Estimated Study duration is || Gz

13.2 Termination by Actelion.
Actelion reserves the right to terminate this
Agreement at any time with or without
cause upon thirty (30) days written notice to
Institution and Investigator. Notwithstanding
the foregoing, Actelion may terminate this
Agreement immediately upon written notice
to Institution and Investigator, if: (i) the
events described under Section 1.5.3
(Replacement of Investigator) occur and a
replacement Investigator is not agreed-
upon; (i) monitoring by Actelion's
Representative and/or inspection by any
Regulatory  Authority identifies serious
and/or persistent noncompliance with the
terms of this Agreement on the part of the
Investigator and/or the Institution.

13.3 Termination by Institution or
Investigator. Institution or Investigator may
terminate this Agreement upon thirty (30)
days written notice to Actelion if Institution
or Investigator has reasonable medical
basis based on data to believe that the
continuation of the Protocol is detrimental to

the health or safety of Subject(s)
participating in the Study.
13.4 Termination for  Breach.

Either Party may terminate this Agreement
if the other Party materially breaches this
Agreement and fails to cure such breach
within thirty (30) days of receipt of prior
written notice from such Party thereof.
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veSkeré platby a nahrady a inkasoval
veSkeré Castky a nahrady splatné podle
této Smlouvy.

klinického

Predpokladana délka trvani

hodnoceni — | EGcBG

13.2 Vypovéd smlouvy ze  strany
Zadavatele. Zadavatel si vyhrazuje pravo
kdykoli vypovédét tuto Smlouvu s uvedenim

davodu ¢i bez uvedeni duvodu, a to
vypovédi s tficetidenni (30 dni) vypovédni
lhdatou pfedanou Poskytovateli a

ZkouSejicimu. Bez ohledu na vySe uvedené
je Zadavatel opravnéna vypovédét tuto
Smlouvu okamzité na zakladé pisemné
vypovédi Poskytovateli a ZkouSejicimu,
jestlize: (i) nastaly wudalosti popsané
v ¢lanku 1.5.3 (Vymeéna ZkouSejiciho) a
nedoslo k dohodé o vymeéné ZkousSejiciho;
(i) monitorovdnim ze strany Zastupce
Zadavatele a/nebo kontrolou ze strany
jakéhokoli Regulaéniho organu je zjisténo

zavazné a/nebo trvalé nedodrZzovani
podminek této Smlouvy na strané
Zkousejiciho a/nebo Poskytovatele.

13.3 Vypovéd smlouvy ze  strany
Poskytovatele nebo Zkousejiciho.
Poskytovatel nebo  ZkouSejici muze
vypovédét tuto Smlouvu na zakladé

vypovédi s tficetidenni (30 dnu) vypovédni
Ihitou Zadavateli, jestlize Poskytovatel
nebo Zkousejici ma oduvodnény zdravotni
divod, vychazejici z dostupnych dat,
ktomu, aby byl/lo presvédcen/o, ze
pokradovani Protokolu je zdravi Skodlivé
nebo je v neprospéch bezpeénosti Subjektu
nebo Subjektd ucastnicich/ho se Klinického
hodnoceni.

13.4 Vypovéd smlouvy zduvodu jejiho
porudeni. Kterdkoli ze Smluvnich stran
muze tuto Smlouvu vypovédét, jestlize
druha Smluvni strana podstatné porusi tuto
Smlouvu a nenapravi takové poruseni do
tficeti (30) dnd od doru€eni pisemného
oznameni takové Smluvni strany o tomto
poruseni.

13.5  Uginky vypovédi / vypréeni platnosti.
V pfipadé ukonceni platnosti této Smiouvy
z jakéhokoli divodu:
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13.5 Effects of

Termination/Expiration. In the event of
termination of this Agreement, for any
reason:
13.5.1 Institution or Investigator shall: (i)
cease enrolling further Subjects into the
Study; (i) cease treating Subjects
according to the Protocol to the extent
medically permissible and appropriate, but
in no event more than thirty (30) days after
effective date of termination or expiration;
(iv) terminate as soon as practicable, but in
no event more than thirty (30) days after the
effective date of termination or expiration,
all other Study activities; provided however,
that upon Actelion's request, Institution and
Investigator shall continue to collect Subject
data and prepare CRFs for Subjects treated
in the Study prior to termination; (v) within
ninety (90) days after the effective date of
termination or expiration of this Agreement,
provide to Actelion all Actelion Data and
shall return or destroy any Confidential
Information as outlined in Section 5.4
(Return of Confidential Information) and
Equipment as outline in Section 1.8
(Equipment); and (vi) within thirty (30) days
after the effective date of termination or
expiration of this Agreement, Institution
shall deliver to Actelion a final accounting,
along with detailed supporting
documentation, of the Study and within
thirty (30) days after Actelion's receipt,
Institution shall refund to Actelion any
excess amounts paid by Actelion or Actelion
shall pay any additional amounts owed to
Institution.

13.5.2 Actelion shall remain liable for any
payments due for CRFs submitted prior to
the effective date of termination or
expiration, in compliance with the terms of
this Agreement. Except in the event
Actelion terminates this Agreement in
accordance with Section 13.3 (Termination
for Breach), Actelion agrees to reimburse
Institution or Investigator, as applicable, for
reasonable  non-cancelable  obligations
properly incurred by the Study by Institution
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13.5.1 Poskytovatel nebo ZkousSejici: (i)
ukon¢i  nabor dalSich  Subjektd do
Klinického hodnoceni; (iii) ukon&i léceni
Subjektd  podle  Protokolu v rozsahu
lékafsky prFipustném a vhodném, ale
v zadném pfipadé ne pozdéji nez tficet (30)
dnl od data ucinnosti takové vypovédi nebo
vypr$eni platnosti; (iv) co mozna nejdfive,
ale v zadném pfipadé ne pozdéji nez tficet
(30) dnu od data u€innosti takové vypovédi
nebo vyprSeni platnosti, ukonéi vSechny
ostatni  aktivity v ramci Klinického
hodnoceni; ovSem za pFedpokladu, ze na
zadost  Zadavatele  Poskytovatel a
ZkouSejici nadale provadéji sbér dat
Subjektd a pfipravuji formulafe CRF pro
Subjekty 1é¢ené v Klinickém hodnoceni
pfed ukonCenim platnosti Smlouvy; (v) do
devadesati (90) dnd od data ucinnosti
vypovédi nebo vyprSeni této Smlouvy
poskytnou Zadavateli vSechna Data
Zadavatele a vrati nebo zni¢i veskeré
Davérné informace, jak je uvedeno v ¢lanku
5.4 (Vraceni nebo zni¢eni Duavérnych
informaci) a Vybaveni, jak je uvedeno
v ¢lanku 1.8 (Vybaveni); a (vi) do tficeti (30)
dnl od data ucinnosti takové vypovédi nebo
vyprSeni platnosti této Smlouvy dorudi
Poskytovatel Zadavateli konecné
vyuctovani Klinického hodnoceni, spolu
s podrobnymi podklady k vyuac&tovani, a do
tficeti (30) dnd od jeho prevzeti
Zadavatelem Poskytovatel vrati Zadavateli
jakékoli nadbyte¢né castky vyplacené
Zadavatelem, nebo Zadavatel uhradi
jakékoli  dodate¢né  Castky  dluzené
Poskytovateli.

13.5.2 Zadavatel nadale nese odpovédnost
za veskeré platby splatné za formulare CRF
predlozené pred datem ucinnosti vypoveédi
nebo datem vyprdeni smlouvy, v souladu
s podminkami této Smlouvy. S vyjimkou
pfipadu, kdy Zadavatel vypovi tuto Smlouvu
v souladu s ustanovenimi ¢lanku 13.3
(Vypovéd  smlouvy  zddavodu jejiho
poruSeni), Zadavatel souhlasi stim, Ze
nahradi Poskytovateli nebo ZkouSejicimu,
podle konkrétni situace, vS§echny
oduvodnéné nezruSitelné zavazky fadné
vzniklé vramci provadéni Klinického
hodnoceni ze strany Poskytovatele nebo
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or Investigator prior to the effective date of
termination or expiration; provided that such
amounts are not in excess of the budget set
form in Exhibit B.

13.6  Survival. Section 13.4
(Effects of Termination) of this Agreement
shall survive termination or expiration of this
Agreement.

ARTICLE 14
DATA PRIVACY

141 For the purpose of this
Agreement, personal data shall mean any
information relating to an identified or
identifiable individual that is received or
processed by Institution and/or Investigator
in connection with this Agreement (the
“Personal Data”).

14.2 The Parties shall comply with
the applicable data protection principles. In
particular, Institution and Investigator shall
only process Personal Data In accordance
with law no. 101/2000 Coll., the Personal
Data Protection Act.

14.3 Investigator shall obtain and
file a data privacy consent from each
member of the Study Personnel whose
Personal Data is being processed in
connection with the Study.

14.4 In case the Investigator is
approached by a Subject with inquires
and/or requests related to his/her Personal
Data, |Investigator shall answer in
compliance with applicable data protection
laws. In case the Investigator consults
Actelion in this regard, the Investigator shall
ensure that Subject’s identity is not
disclosed to Actelion.

Any data transfer will be in accordance with
European Data Protection Law 95/46/EC
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Zkousejiciho pfed datem ucinnosti vypovédi
nebo vyprseni platnosti Smlouvy; ovSem za
predpokladu, Ze takové Castky nejsou nad
ramec rozpoctu uvedeného v Pfiloze B.

13.6 Pretrvani platnosti nékterych
ustanoveni. Ustanoveni ¢&lanku 13.4
(Uginky ukon&eni platnosti Smlouvy) této
Smlouvy zustavaji v platnosti i po ukoncéeni

platnosti nebo vyprseni této Smlouvy.

CLANEK14
OCHRANA OSOBNICH UDAJU

14.1 Pro uCely této Smlouvy znamend
vyraz osobni Udaje jakékoli informace
tykajici se identifikovaného nebo
identifikovatelného jednotlivce, které obdrzi
Poskytovatel a/nebo  ZkouSejici v
souvislosti  stouto  Smlouvou  (dale
oznacované jen jako ,Osobni udaje”).

14.2 Smluvni strany dodrzuji pfisluéné
zasady ochrany osobnich Udaju. Zejména
plati, ze Poskytovatel a ZkouSejici
zpracovavaji Osobni Gdaje v souladu se
znénim zéakona ¢. 101/2000 Sb., zakon o
ochrané osobnich udajd.

14.3 ZkouSejici ziska a zaloZzi do spisu
souhlas se zpracovanim osobnich udajd od
kazdého z Pracovnik(l podilejicich se na
klinickém hodnoceni, jehoz Osobni ddaje
se zpracovavaji v souvislosti s Klinickym
hodnocenim.

14.4 V pfipadé, ze ZkouSejiciho oslovi
néktery Subjekt s dotazy a/nebo pozadavky
souvisejicimi  sjeho  Osobnimi  ddaiji,
reaguje Zkousejici v souladu s pfislusnymi
zakony na ochranu osobnich udaju.
V pfipadé, Ze se ZkouSejici dotaze na
danou véc Zadavatele, zajisti ZkouSejici,
aby totoZznost Subjekiu nebyla Zadavatel
odhalena.

VesSkery prevod dat bude v souladu se
smérnici o Ochran& Udaji 95/46/EC podle
evropského prava a v souladu se zakonem
¢. 101/2000 Sb., v tomto poradi.

Zadavatel se zavazuje po nabyti u¢innosti
Nafizeni (EU) 2016/679 ("GDPR") zachazet
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and also comply with law no. 101/2000
Coll., the Personal Data Protection Act in
this order.

Once Regulation (EU) 2016/679 ("GDPR"),
is effective the Parties shall treat personal
data in accordance with GDPR and current
national legislation.

ARTICLE 15
GENERAL PROVISIONS

15.1 Notices. All notices given or
required to be given under this Agreement
shall be in writing sent by overnight courier,
registered or certified airmail (postage
prepaid), or by facsimile (receipt confirmed)
and addressed as follows:

If to Actelion:
Actelion Clinical Research, Inc.

Global Trial Leader
1820 Chapel Ave West, Suite 300
Cherry Hill, NJ, 08002 USA

With a copy to:

Actelion Pharmaceuticals Ltd

Att. Legal Department - Polyana Bastos
Gewerbestrasse 16

CH-4123 Allschwil

Switzerland

If to Institution:

Fakultni nemocnice Hradec Kralové
Pravni odbor — D&Sa Prokupkova
Sokolska 581

500 05

Hradec Kralové — Novy Hradec Kralové
Ceska republika

If to Investigator:
Fakultni nemocnice Hradec Kralové
linterni kardioangiologicka klinika
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s osobnimi Udaji v souladu s GDPR a
aktualni narodni pravni Gpravou.

_ CLANEK 15 ,
VSEOBECNA USTANOVENI
15.1 Dorucovani. VSechna oznameni

podavana nebo pozadovana na zakladé
této Smlouvy se vyhotovuji pisemné a
zasilaji se expresnim kuryrem,
doporu¢enou postou nebo doporuc¢enou
leteckou postou (s prfedem vyplacenym
postovnym), pfipadné faxem, a adresovana
budou takto:

Pro Zadavatele:

Actelion Pharmaceuticals Ltd
I

Global Trial Leader

1820 Chapel Ave West, Suite 300
Cherry Hill, NJ, 08002 USA

S kopii pro:

Actelion Pharmaceuticals Ltd

Att. Legal Department - Polyana Bastos
Gewerbestrasse 16

CH-4123 Allschwil

Switzerland

Pro Poskytovatele:

Fakultni nemocnice Hradec Kralové
Pravni odbor — D&Sa Prokupkova
Sokolska 581

500 05

Hradec Kralové — Novy Hradec Kralové
Ceska republika

Pro zkousejiciho:
Fakultni nemocnice Hradec Kralové
linterni kardioangiologicka klinika

Sokolska 581

500 05

Hradec Kralové — Novy Hradec Kralové
Ceska republika

Ma se za to, Ze veSkera oznameni nabyvaji
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Sokolské 581

500 05

Hradec Kralové — Novy Hradec Kralové
Ceska republika

All notices shall be deemed to be effective
on the business day after delivery of such
notice to the overnight courier, the day such
notice is received by the addressee via
registered or certified mail, or the day on
which such notice is sent by facsimile. In
case any Party changes address at which
notices are to be received, written notice of
such change shall be given as soon as
practicable to the other Parties.

15.2 Governing Law. This
Agreement will be governed by the laws of
Czech Republic without regard to its conflict
of law principles. The exclusive venue of
jurisdiction shall be Hradec Kralové.

156.3 Headings. The headings
contained in this Agreement have been
inserted for convenience of reference only
and shall in no way define, limit or affect the
scope and intent of this Agreement.

15.4 Independent Contractor. For
the purposes of this Agreement, the Parties
are independent contractors and nothing
contained in this Agreement shall be
construed to place them in the relationship
of  partners, principal and agent,
employer/employee or joint ventures. The
Parties also agree that neither shall have
the power or right to bind or obligate the
other and that they shall not hold
themselves out as having such authority.

15.5 Assignment. This Agreement
shall not be assignable by Institution or
Investigator without the prior written consent
of Actelion. Actelion may assign this
Agreement in accordance with law no.
89/2012 Coll., Civil Code. Any purported
assignment or delegation without Actelion's
written consent is null and void.
Subcontracting. With Actelion’s prior written
consent in each instance, Institution and/or
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acinnosti v pracovni den nasleduijici po
doruceni pfisluSného ozndmeni expresnimu
kuryrovi, nebo v den, kdy adresat toto
oznameni obdrzel doporu¢enou postou,
pfipadné v den, kdy bylo takové oznameni
odeslano faxem. V pfipadé, Ze kterakoli ze
Smluvnich stran zméni adresu, kam se
doruc€uji oznameni, co nejdfive oznami tuto
zménu pisemnym ozndmenim ostatnim
Smluvnim stranam.

15.2 Rozhodné pravo. Tato
Smlouva se Fidi pravnim fadem Ceské
republiky bez ohledu na jeho zasady o kolizi
pravnich  norem. Vyhradnim  mistem
jurisdikce je Hradec Kralové.

15.3 Nadpisy. Nadpisy obsazené
v této Smlouvé byly vlozeny pouze pro
prehlednost a v zadném pfipadé nedefinuiji,
neomezuji ani neovliviiuji rozsah ani zamér
této Smlouvy.

15.4 Nezavisly dodavatel. Pro
GCely této Smlouvy jsou Smluvni strany
nezavislymi smluvnimi stranami a nic
obsazeného v této Smlouvé se nevyklada
tak, aby je postavilo do vztahu mezi
partnery, zmocnitelem a zmocnéncem,
zaméstnavatelem a zaméstnancem nebo
uCastniky spole€ného podniku. Smluvni
strany také souhlasi s tim, Zze Zadn& z nich
nema pravomoc ani pravo zavazovat nebo
vazat druhou Smluvni stranu a Zze zadna
znich nebude vystupovat tak, jako by
takovou pravomoc méla.

15.5 Postoupeni. Poskytovatel ani
Zkou$ejici nesmi tuto Smlouvu postoupit
bez pfedchoziho pisemného souhlasu
Zadavatele. Zadavatel je opravnéna tuto
Smlouvu postoupit v souladu se znénim
zakona €. 89/2012 Sb., ob&ansky zakonik.

Jakékoli zamySlené postoupeni nebo
delegovani bez pisemného souhlasu
Zadavatele je neplatné a nicotné.
Subdodavky. S pfedchozim  pisemnym
souhlasem Zadavatele v kazdém
konkrétnim  pfipadé smi  Poskytovatel

a/nebo ZkouSejici subdodavatelsky zajistit
vykon nékterych ¢&innosti podle této
Smlouvy ze strany tfetich osob, ovSem za
predpokladu, ze (i) takové treti osoby tyto
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Investigator may subcontract the
performance of certain activities under this
Agreement to qualified third parties,
provided that (i) such third parties perform
the activities in a manner consistent with the
terms and conditions of this Agreement, (ii)
Institution remains fully liable for such third
parties’ performance, and (iii) Investigator
has no direct or indirect financial interest in
any such third parties.

15.6 Third Party Beneficiaries.
Nothing herein shall be deemed to create
(by implication or otherwise) any right on
behalf of any third party to enforce any
provision of this Agreement or any other
right.

15.7 Severability; Waiver.
Wherever possible, each provision of this
Agreement shall be interpreted so that it is
valid under the Applicable Law. If any one
or more of the provisions of this Agreement
is held invalid, illegal, or unenforceable by a
court of competent jurisdiction, the
remainder of this Agreement shall remain in
full force and effect without said provision.
The Parties shall negotiate in good faith a
substitute clause for any provision declared
illegal, invalid, or unenforceable, which shall
most nearly approximate the original intent
of the Parties in entering this Agreement.
The failure of a Party to enforce any
provision of this Agreement shall not be
construed to be a waiver of the right of such
Party to thereafter enforce that provision or
any other provision or right.

15.8 Entire Agreement;
Modification. This Agreement, its Exhibits
and the Protocol, contain the entire
understanding of the Parties with respect to
the subject matter thereof, and supersede
all prior discussions, agreements and
writings in respect to such subject matter. In
the event of any inconsistency between this
Agreement and the Exhibits, the terms of
this Agreement shall govern except that the
terms of the Protocol will govern with
respect to all scientific, medical and/or
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¢innosti vykonavaji zplsobem
odpovidajicim podminkam této Smlouvy, (ii)
Poskytovatel zistavé i nadale odpovédnym
za plnéni takovych tfetich osob a (iii)
Zkou$ejici nema zadny pfimy ani nepfimy
finanni podil na jakékoli takové treti osobé.

15.6 ObmySlené tfeti osoby. Nic
obsazeného v této Smlouvé se nepovazuje
za vznik (nepfimo nebo jinak) jakéhokoli
prava Vv zastoupeni jakékoli tfeti osoby
k vymahani jakéhokoli ustanoveni této
Smlouvy nebo jakéhokoli jiného prava.

15.7 Oddélitelnost; vzdani  se
prava. Kdykoli je to mozné, kazdé
ustanoveni této Smlouvy se vyklada tak, ze
je platné podle PrislusSnych pravnich
predpisu. Jestlize je kterékoli ustanoveni
této Smlouvy (nebo vice jejich ustanoveni)
soudem pfislusné jurisdikce prohlaseno za
neplatné, nezakonné nebo nevymahatelné,
zbyvajici ¢ast této Smlouvy zUstava v plné
platnosti a dc€innosti bez uvedeného
ustanoveni. Smluvni strany vyjednaji
v dobré vife nahradni ustanoveni za takové
ustanoveni  prohldSené za  neplatné,
nezdkonné nebo nevymahatelné, a toto
nové ustanoveni bude co mozna nejblizsi
pavodnimu zameéru Smluvnich stran v dobé
uzavirani této Smlouvy. Zadny pfipad, kdy
Smiluvni  strana  nevymaha  jakékoli
ustanoveni této Smlouvy, se nevyklada jako
vzdani se prava takové Smiluvni strany na
nasledné vymahani takového ustanoveni
nebo jakéhokoli jiného ustanoveni nebo
prava.

15.8 Uplnd dohoda; zmény ve
Smlouvé. Tato Smlouva, jeji Prilohy a
Protokol obsahuji Uplnou dohodu Smluvnich
stran ve vztahu Kkjejich prfredmétu a
nahrazuji v8echna predchozi jednani,
dohody a pisemna ujednani ve vztahu
k takovému predmétu. V pfipadé jakéhokoli
rozporu mezi touto Smlouvou a jejimi
Pfilohami jsou rozhodujici podminky této
Smlouvy, ov8em stou vyjimkou, Ze
podminky Protokolu jsou rozhodujici, pokud
jde o veskeré védecke, lékafské a/nebo
technické zalezitosti. Zadné zmény ani
Upravy této Smlouvy nejsou uc€inné, pokud
nebyly sepsany pisemné a podepsany
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technical matters. No amendments or
changes to the Agreement shall be effective
unless made in writing and signed by
authorized representatives of the Parties.
15.9 This
Agreement

Counterparts.
may be executed in four

counterparts, each of which shall be
deemed an original, but all of which
together shall constitute one and the same
instrument.

In case of discrepancies between the
English and Czech version of this
Agreement, the actual intention of the
Parties shall be established by a good faith
interpretation considering both versions. In
case a discrepancy cannot be resolved by
such interpretation, the Czech version shall
prevail.

Neither Party may enforce this Agreement
against the other Party unless it has
executed and delivered this Agreement to
such other Party. The signatory for each
Party below represents and warrants that
they have full authority and power to
execute this Agreement on behalf of that
Party.

[The remainder of this page left blank
intentionally. Signatures follow on next

page]
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zmocnénymi zastupci Smluvnich stran.

15.9 Vyhotoveni. Tato Smlouva se

vyhotovuje ve 4 stejnopisech, z nichz kazdy
stejnopis se povazuje za original, ovSéem
vSechny stejnopisy predstavuji jednu a tutéz
listinu.
V pfipadé rozporu mezi anglickou a ¢eskou
verzi této smlouvy je skuteCny zamér
Smluvnich stran stanoven vykladem obou
verzi v dobré vife. V pfipadé nesrovnalosti
takové interpretace, <&eska verze je
rozhodujici..

Zadna ze Smluvnich stran neni opravnéna
vymahat ustanoveni této Smlouvy VvUci
druhé Smluvni strané, pokud tuto Smlouvu
nepodepsala a takové druhé Smluvni strané
nedoruCila. Osoba  podepisujici  tuto
Smlouvu za kazdou Smluvni stranu
prohlasuje a zarucuje, Zze méa plné zmocnéni
a pravomoc tuto Smlouvu jménem dané
Smluvni strany podepsat.

[Zbyvajici ¢ast této strany byla umysiné
ponechana prazdna. Podpisy jsou na dalsi
strané]
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IN WITNESS WHEREOF, the Parties have
entered into this Agreement under seal as
of the Effective Date by their duly
authorized representatives.

INSTITUTION
By:

Name:
Title:
Date:

ACTELION
By:

Name:
Title:
Date: 20.4.2018

and
By:

Name:
Title:
Date:

INVESTIGATOR:
Signature:

Date:

-3
i
i
fy
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NA DUKAZ CEHOZ Smluvni strany
uzavrely tuto Smlouvu ve formé vefejné
listiny ke Dni G¢€innosti skrze své fadné
zmocnéné zastupce.

POSKYTOVATEL

Podpis:

Jméno: prof. MUDr. Vladimir Palicka, CSc.,
dr. h. c.

Funkce: Director / feditel
3.5.2018
Datum:

ZKOUSEJICI:

Podpis:
I

Datum:

ZADAVATEL

Podpis:

Jméno:
Funkce:

Datum:

Podpis:

Jméno:
Funkce:

Datum:
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EXHIBIT A PRILOHA A }
PAYMENT SCHEDULE AND BUDGET HARMONOGRAM PLATEB A ROZPOCET

XX XX

Exhibit B / Priloha B

Poznamka: v priloze
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