AMENDMENT No. 1 to the Clinical Study
Agreement

This Amendment No. 1 (the “Amendment”) to the
Clinical Study Agreement dated 20" March 2018
(the “Agreement”) for the clinical study conducted in
accordance with the Protocol AC-055G202 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 “Study”), has been
concluded by and between:

Actelion Pharmaceuticals Ltd, having as a place of
business Gewerbestrasse 16, CH — 4123 Allschwil,
Switzerland (“Actelion”)

and

Institut klinické a experimentalni mediciny, located at
Videnska 1958/9, 140 21 Praha 4, Czech Republic,
CRN: 00023001, VAT: CZ00023001, represented
by I Dircctor, (the

“Institution”)
and

XXXXX (the “Investigator’).

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

The Parties hereby agree to amend the Agreement
as follows:

1. Exhibit A of the Agreement, Payment Schedule
and Budget, has been revised and replaced in its
entirety, as attached hereto as Exhibit A. This
change has been made to fully align the study
budget with Version 4 of the Protocol.

DODATEK €. 1 ke Smlouvé o klinickém
hodnoceni

Tento dodatek €. 1 (dale jen “Dodatek”) ke Smlouvé
o klinickém hodnoceni uzaviené ke dni 20. bifezna
2018 (dale jen ,Smlouva®) ke klinickému hodnoceni
provadénému v souladu s Protokolem ¢&. AC-
055G202, nazvanému: ,Multicentricka, dvojité
zaslepena, placebem kontrolovana studie faze llb
k posouzeni uéinnosti a  bezpeénosti
macitentanu u pacienti se srdeénim a
zachovanou ejekéni frakci a onemocnénim
plicnich cév“, a v souladu s jakymikoli jeho
dodatky (dale oznaCované jen jako ,Klinické
hodnoceni*) byl uzavien mezi témito smluvnimi
stranami:

Actelion Pharmaceuticals Ltd, s mistem podnikani
na adrese Gewerbestrasse 16, CH — 4123 Allschwil,
Svycarsko (dale oznacovana jen jako ,Actelion*)

a

Institut klinické a experimentalni mediciny, se sidlem
Videriska 1958/9, 140 21 Praha 4, Ceska republika,
ICO: 00023001, DIC: CZ00023001, zastoupeny
feditelem, (dale
oznacovany jen jako ,Zdravotnické zafizeni*)

a
XXXXX (dale oznacovany jen jako ,Zkousejici®).

Spole¢nost Actelion, Zdravotnické zafizeni a
ZkouSejici jsou dale samostatné oznalovani jako
-~mluvni strana“ nebo spole¢né jako ,Smluvni
strany”.

Smiluvni strany se timto dohodly na upravé Smiouvy
takto:

1. Pfiloha A Smlouvy, Harmonogram plateb a
rozpocet, je revidovana a pIné nahrazena v celém
svém znéni jako Harmonogram plateb a rozpodet
pfilozeny k tomuto Dodatku jako Pfiloha A. K této
zméné rozpoétu dochazi z divodu uvedeni do
souladu s revizi Protokolu Klinického hodnoceni,
verze 4.
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2. Section 8.4 of the Agreement shall be amended to

2. Clanek 8.4 se méni a nadale zni nasledovné:

read as follows:
8.4 Anti-Bribery and Anti-Corruption

Institution and/or Investigator represent and warrant
that neither the Institution, nor Investigator, nor any of
their affiliates, nor any of their respective directors,
officers, employees or agents (all of the foregoing,
including affiliates collectively, “Representatives”) has
taken any action that would result in a violation by
such persons of local or international anti-bribery laws,
rules or regulations applicable to either party or all
parties (collectively the “Anti-Corruption Laws”).

Institution and/or Investigator shall not, directly or
indirectly, make any payment, or offer or transfer
anything of value, or agree or promise to make any
payment or offer or transfer anything of value, to a
government official or government employee, to any
political party or any candidate for political office or to
any other third party with the purpose of influencing
decisions related to Actelion and/or its business in a
manner that would violate Anti-Corruption Laws.

Institution  and/or  Investigator  and/or  their
Representatives have conducted and will conduct their
businesses in compliance with the Anti-Corruption
Laws.

Institution and/or Investigator shall maintain effective
internal accounting control and shall make sure all
aspects of this study are recorded in their books and
records in an accurate, complete and truthful way and
that the documents on which such books and records
are based are in all major aspects accurate, complete
and true.

Notwithstanding section 13 Term and Termination and
9 Indemnification, if Institution and/or Investigator fails
to comply with any of the provisions of this clause,
such failure shall be deemed to be a material breach
of the Agreement and, upon any such failure, Actelion
shall have the right to terminate the Agreement with
immediate effect upon written notice to Institution and
Investigator without Actelion having any financial
liability or other liability of any nature whatsoever
resulting from any such termination.

8.4 Protiuplatkaiska a protikorup¢ni opatieni

LZdravotnické zafizeni a/nebo Zkou$ejici prohlauje
a zaru€uje, Zze Zdravotnické zafizeni ani Zkou$ejici
ani Zadna z jeho spfiznénych osob ani Zadny z jeho
prislusnych ¢lent predstavenstva, funkcionar(,
zaméstnancl nebo zastupcl (vSichni vySe uvedeni
budou dale souhrnné — v€etné spfiznénych osob —
oznaCovani jen jako ,Zastupci Zdravotnického
zafizeni/Zkous$ejiciho®) neucinili Zadny ukon, ktery
by pfedstavoval poruSeni mistnich nebo
mezinarodnich  zakonu nebo predpisi  proti
Uplatkafstvi vztahujicich se na Zdravotnické
zafizeni, Zkou$ejiciho a/nebo spoletnost Actelion
(dale souhrnné oznacované jen jako ,Protikorupéni
zakony") ze strany takovych osob.

Zdravotnické zafizeni a/nebo Zkou3ejici pfimo ani
nepfimo neprovede Zadnou platbu ani nenabidne
nebo nepfevede nic hodnotného, neodsouhlasi ani
nepfislibi pfevod jakékoli platby & nabidku nebo
pfevod €ehokoli hodnotného ve prospéch statniho
ufednika nebo statniho zaméstnance, jakékoli
politické strany nebo jakéhokoli kandidata na
politicky ufad nebo jakékoli jine tfeti osoby za

uCelem  ovlivnéni  rozhodnuti  tykajicich se
spole¢nosti  Actelion a/nebo jejiho podnikani
zplisobem, ktery by pfedstavoval porudeni

Protikorup&nich zakonu.

Zdravotnické zafizeni a/nebo ZkouSejici a/nebo
jejich Zastupci realizuji a budou realizovat sve
podnikani v souladu s Protikorup&nimi zakony.

Zdravotnické zafizeni a/nebo ZkouSejici udrZuje
u€innou interni U€etni kontrolu a zajisti, aby v8echny
aspekty tohoto klinického hodnoceni byly pfesné,
uplné a pravdivé zaznamenany vjeho ucetnich
knihach a zaznamech a aby dokumenty, z nichz
takové ucetni knihy a zaznamy vychazeji, byly ve
viech podstatnych ohledech pfesne, Oplné a
pravdive.

Bez ohledu na ustanoveni ¢lanku 13 Doba trvani a
ukoné&eni platnosti smlouvy a 9 Nahrada $kody plati,
Ze pokud Zdravotnicke zafizeni a/nebo Zkou3ejici
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3. This Amendment shall be made part of the
Agreement and attached thereto. Except as provided
herein, all other terms and conditions of the
Agreement shall remain in full force and effect.

4. This Amendment becomes effective as of the
date of publication of the Amendment in the Czech
Republic contract register.

5. This Amendment is done in three (3) originals,
each party having received one original copy.

In witness whereof, the Parties have entered into
this Agreement under seal by their duly authorized
representatives.

ACTELION

By/Podpis:

Name/Jméno:

Title/Funkce:

Date/Datum:

ACTELION

By/Podpis:

Name/Jméno:

Title/Funkce:

Date/Datum:

nedodrzi jakékoli ustanoveni tohoto ¢lanku,
povaZuje se takove nedodrZzeni za podstatne
poruSeni této Smlouvy. V takovém pfipadé ma
spole¢nost Actelion pravo tuto Smlouvu s okamZzitou
uginnosti pisemné vuéi Zdravotnickému zafizeni a
ZkouSejicimu vypovédét s tim, Z2e ji nevznika Zadny
finanéni ani jiny zavazek jakéhokoli charakteru
vyplyvajici z takove vypovédi.*

3. Tento Dodatek bude souééasti Smlouvy a bude k
ni pfipojen. S vyjimkou ustanoveni v tomto Dodatku
zustavaji v platnosti v8echny ostatni podminky
Smiouvy.

4. Tento Dodatek nabyva ucinnosti v den zverejnéni
Dodatku v registru smluv Ceske republiky.

5. Tento Dodatek je vyhotoven ve ftfech (3)
originalech, z nichz kazda ze Smluvnich stran obdrzi
jeden.

Na dukaz &ehoz Smluvni strany uzaviely tento
Dodatek ve formé vefejné listiny skrze své radné
zmocnéné zastupce.

INSTITUTION / ZDRAVOTNICKE ZARIZENi

By/Podpis:

Title/Funkce: Director/feditel

Date/Datum:

INVESTIGATOR / ZKOUSEJiCi

By/Podpis:

Name/Jmeno: XXXXX
Title/Funkce: Principal Investigator/hlavni zkou$ejici

Date/Datum:
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EXHIBIT A PRILOHA A
PAYMENT SCHEDULE HARMONOGRAM PLATEB

XXXXX XXXXX
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