AMENDMENT #2
to the Clinical Trial Agreement

This Amendment #2 (hereinafter called the
“Amendment”) to the Clinical Trial
Agreement (“Agreement”) shall enter into
effect on the date of last signature below
(the “Effective Date™)

and is made by and between:

Actelion Pharmaceuticals Ltd., having as a
place of business Gewerbestrasse 16, 4123
Allschwil, Switzerland (“Sponsor”); and

Narodny ustav srdcovych a cievnych
chorob a.s. address: Pod Krasnou horkou
1, Bratislava, Slovak republic

Represented by: Ing. Mongi Msolly, MBA
chairman of executive board and director

Assoc. Prof. Ivo Gasparovic, MD, MPH
vice chairman of the executive board
Account no:

Organisation number: 35 971 126
Listed in Commercial register District
Court Bratislava 1, Section: Sa, File
no:3774/B (“Institution) and

Prof. Iveta Simkova, MD, PhD. (“Principal
Investigator”), affiliated with Institution,
located at Working place: Klinika
kardiologie a angiologie LF SZU a
NUSCH, a.s. Pod Krasnou horkou 1, 833
48 Bratislava, Slovak Republic

Clinical Trial: A multicenter, randomized,
double-blind, placebo-controlled, parallel-
group, group-sequential, adaptive, Phase 3
study with open-label extension period to
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DODATOK C. 2
Zmluvy o klinickom ska$ani

Tento Dodatok ¢. 2 (dalej ,.dodatok®)
Zmluvy o klinickom skiSani (dalej
wZzmluva™) nadobida uéinnost diom
posledného podpisu nizSie (dalej ,,datum
u¢innosti*)

a uzatvaraju ho zmluvné strany:

Actelion Pharmaceuticals Ltd., so sidlom
na adresev Gewerbestrasse 16, 4123
Allschwil, Svaj¢iarsko (d'alej ,,zadavatel*)
a

Narodny dstav srdcovych a cievnych
choréb, a.s., so sidlom na adrese: Pod
Krasnou hérkou 1, Bratislava, Slovenska
republika

Zastupeny: Ing. Mongi Msolly, MBA,

predseda predstavenstva a generalny
riaditel’
Doc. Ivo Gasparovic, MD, MPH,

podpredseda predstavenstva Cislo uétu:

Identifika¢né ¢islo organizacie:35 971 126
Zapisana v obchodnom registri Okresného
sudu Bratislava I, oddiel: Sa, vlozka ¢&.:
3774/B  (dalej
zariadenie™) a

len ,.zdravotnicke

Prof. MUDr. Iveta Simkova, PhD. (dalej
»zodpovedny  skufajuci®), ktord  je
zamestnancom zdravotnickeho zariadenia,
so sidlom na adrese Pracovisko: Klinika
kardiolégiec a angiolégie LF SZU a
NUSCH, a.s. Pod Krasnou hérkou 1, 833

48 Bratislava, Slovenska republika

Klinické skusanie: Multicentrické,
randomizovangé, dvojito zaslepeng,
placebom kontrolované, adaptivne sku$anie
3. fazy v paralelnych skupinich so
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assess the efficacy and safety of selexipag
as an add-on to standard of care therapy in
subjects with inoperable or
persistent/recurrent after surgical and/or
interventional treatment Chronic
Thromboembolic Pulmonary Hypertension.

skupinovo sekvenénym usporiadanim a
odslepenym  predizenym obdobim, na
vyhodnotenie ucCinnosti a bezpecnosti
selexipagu ako doplnku k Standardnej
liccbe u subjektov s  chronickou
tromboembolickou pllicnou hypertenziou,
ktora je neoperovatel'na alebo
pretrvavajica/recidivujica po chirurgickej
alebo intervenénej liecbe.

Study Product:
Selexipag

Protocol:
AC-065B302
EUdraCT number
2018-002823-41

Skusany liek
Selexipag

Protokol
AC-065B302
Cislo EudraCT
2018-002823-41

Study Site:

Klinika kardiologie a angiologie LF SZU a
NUSCH, a.s. Pod Krasnou horkou 1, 833
48 Bratislava, Slovak Republic

Pracovisko skuSania:

Klinika kardiologie a angiologie LF SZU a
NUSCH, as. Pod Krasnou hérkou 1, 833
48 Bratislava, Slovenska republika

Whereas, Sponsor, Institution and
Principal Investigator have executed the
Agreement on the 3rd of July 2019.

Whereas, Sponsor has assigned Janssen
Pharmaceutica NV, PO Box 1369, 111 21

Praha 1, Czech Republic, RPR
0403.834.160, VAT Reg Nr:
BE0403834160 (“Janssen™), to perform
payments to institutions,  principal

investigator and other investigational staff,
as applicable, on behalf of Sponsor for this
Study.

Now therefore, in consideration of the
mutual covenants set forth herein, the
Parties hereto agree as follows:

1. Sponsor has assigned to Janssen to
perform all payments on behalf of
Sponsor under this Agreement to
Institution and Principal
Investigator.  Therefore, Parties
understand and agree that as of the
Effective Date of this Amendment
all payments made under the
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Zadavatel, zdravotnicke zariadenie a
zodpovedny skusajici uzavreli zmluvu dna
3. jula 2019.

Zadavatel poveril spolo¢nost Janssen
Pharmaceutica NV, PO Box 1369, 111 21
Praha 1, Ceska republika, ICO: RPR
0403.834.160 IC DPH: BE0403834160

(dalej len ,Janssen®), aby v mene
zadavatela vykonaval platby
zdravotnickym zariadeniam,

zodpovednému skuSajicemu a ostatnym
vyskumnym pracovnikom (podla potreby)
pre toto sktiSanie.

Na zaklade vzajomnych  zavizkov
uvedenych v tomto dokumente sa zmluvné
strany dohodli takto:

1. Zadavatel  poveril  spolo¢nost’
Janssen, aby v mene zadavatela
vykonavala vietky platby
zdravotnickemu zariadeniu  a
zodpovednému skus$ajicemu podla
tejto zmluvy. Zmluvné strany preto
bert na vedomie a sthlasia, 7e od
datumu 1cinnosti tohto dodatku
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Agreement to Institution and
Principal Investigator will be made
by Sponsor through Janssen.
Consequently, Parties agree that as
of the Effective Date of this
Amendment:

(1) All invoices will be sent to
the following address:

Janssen Pharmaceutica NV
PO Box 1369

111 21 Praha 1

Czech Republic

RPR 0403.834.160,

VAT Reg Nr: BE0403834160

Section 6.2 shall be amended by
deleting it in its entirety and
replacing it with the following:

6.2 Healthcare Compliance with
Anti-Corruption Laws and
Foreign Corrupt Practices Act

bude vietky platby, poukazované
podla zmluvy zdravotnickemu
zariadeniu  and  zodpovednému
skuSajicemu, uhradzat’ zadavatel’
prostrednictvom spoloc¢nosti
Janssen. Zmluvné strany sa preto
dohodli, 7ze od datumu U¢innosti
tohto dodatku:

(1) Vsetky faktury sa budu
odosielat’ na tato adresu:

Janssen Pharmaceutica NV

PO Box 1369

111 21 Praha 1

Ceska republika

ICO: RPR 0403.834.160 IC DPH:
BE0403834160

Clanok 6.2 sa meni jeho
vymazanim v celom rozsahu a
nahradenim nasledujicim textom:

6.2 Dodrziavanie protikorupénych
pravnych predpisov a zakona
0 zahrani¢nych korupénych

(“FCPA™) praktikach (dalej ,,FCPA*) pri
poskytovani zdravotnej
starostlivosti
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Institution represents and warrants that
neither Institution nor any of its affiliates,
nor any of their respective directors,
officers, employees or agents and Principal
Investigator (all of the foregoing, including
affiliates collectively, “Institution
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 or
both Institution and Janssen (collectively
the “Anti-Corruption Laws”).

Institution  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
Janssen and/or its business in a manner that
would violate Anti-Corruption Laws.

Institution and Institution’s
Representatives have conducted and will
conduct their businesses in compliance
with the Anti-Corruption Laws, and
Institution will have necessary procedures
in place to prevent bribery and corrupt
conduct by Institution Representatives,
which includes anti-corruption training.

Institution shall maintain effective
internal accounting control and shall make
sure all aspects of this Clinical Trial are
recorded in its 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
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Zdravotnicke zariadenie vyhlasuje a
zaruuje, ze samotné  zdravotnicke
zariadenie ani Ziadni z jeho prislusnych
niaditelov, predstavitelov, zamestnancov
alebo zastupcov a zodpovedny skusajuci
(v8etci predchadzajuci vratane dcérskych
spolo¢nosti d’alej spolo¢ne ,.zastupcovia
zdravotnickeho zariadenia™) nepodnikli
ziadne kroky, ktorych désledkom by bolo
porusenie miestnych alebo
medzinarodnych protikorupénych pravnych
predpisov tymito osobami, vzt'ahujucich sa
na zdravotnicke zariadenie, spolocnost
Janssen alebo na oboch z nich (dalej
spolo¢ne »protikorupéné pravne
predpisy®).

Zdravotnicke zariadenie priamo ani
nepriamo neposkytne Ziadnu  platbu,
neponukne ani neprevedie ziadnu hodnotna
vec a nebude suhlasit’ s poskytnutim ani
neprislibi  poskytnut’ akukol'vek platbu
alebo ponuku ¢ prevod akejkol'vek
hodnotnej veci, na $tatneho predstavitel'a
alebo Statneho zamestnanca, politickd
stranu alebo kandidata na politicku funkciu

ani na Ziadnu ftretiu stranu s cielom
ovplyvnit  rozhodnutia  shvisiace  so
spolo¢nost’'ou Janssen alebo jej podnikanim
sposobom, ktory by porusoval
protikorupcné pravne predpisy.
Zdravotnicke zariadenie a
zastupcovia  zdravotnickeho  zariadenia

vykonavali a vykondvaji svoje podnikanie
v sulade s protikorupénymi pravnymi
predpismi a zdravotnicke zariadenie bude
mat’ zavedené potrebné  postupy
zabrafujice korupénému konaniu zo strany
zastupcov  zdravotnickeho  zariadenia,
ktorych  sucastou je  protikorupéne
Skolenie.

Zdravotnicke  zariadenie  bude
vykonavat uéinnu  vnatorni  uétovnu
kontrolu a zabezpeci, aby sa vSetky aspekty
tohto klinického ska$ania zaznamenavali v
jeho uctovnych knihdch a zdznamoch
presne, uplne a pravdivo a aby dokumenty,
z ktorych tieto knihy a zdznamy
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aspects accurate, complete and true.
Institution shall maintain and provide
Janssen and its auditors and other
representatives with access to records
(financial and otherwise) and supporting
documentation related to the subject matter
of the Agreement as may be requested by
Janssen in order to document or verify
compliance with the provisions of this
Section; and

Notwithstanding Sections 2 (Term and
Termination) and 10 (Indemnification), if
Institution fails to comply with any of the
provisions of this Section, such failure shall
be deemed to be a material breach of the
Agreement and, upon any such failure,
Janssen shall have the right to terminate the
Agreement with immediate effect upon
written notice to Institution without Janssen
having any financial liability or other
liability of any nature whatsoever resulting
from any such termination.

All above stated provisions shall be
effective as from the Effective Date.
Except as specifically provided herein, all
other terms and conditions in the
Agreement shall remain unchanged and in
full force and effect and this Amendment
shall not be construed to amend or waive
any provisions of the Agreement except as
specifically set forth above.
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vychadzaju, boli vo vSetkych dolezitych
aspektoch presné, uplné a pravdivé.
Zdravotnicke zariadenie bude uchovavat
zaznamy (financné a iné) a sprievodni
dokumentaciu  tykajucu sa predmetu
zmluvy, ktori modZe spolo¢nost’ Janssen
poZzadovat, aby zdokumentovala alebo
overila dodrziavanie ustanoveni tohto
¢lanku, a poskytne spoloénosti Janssen a jej
auditorom a dal$§im zastupcom pristup k
tymto zdznamom a dokumentacii.

Bez ohl'adu na ¢lanok 2 (Obdobie platnosti
a vypovedanie) a 10 (Odskodnenie), ak
zdravotnicke zarladenie nedodrzi
ktorékol'vek z ustanoveni tohto ¢&lanku,
povazuje sa takéto nedodrzanie za
podstatné porusSenie tejto zmluvy a po
takomto poruSeni ma spolo¢nost’ Janssen
pravo vypovedat tito zmluvu pisomnou
vypovedou s okamzitou uU¢innost'ou
dorucenou zdravotnickemu zariadeniu bez

toho, aby mala spolo¢nost Janssen
finanénu zodpovednost’ alebo
zodpovednost’ akejkol'vek inej povahy

vyplyvajtcu z takéhoto vypovedania.

Vietky vySsie uvedené ustanovenia
nadobudaju u¢innost datumom G&innosti.
Pokial' sa v tomto dokumente vyslovne
neuvadza inak, vSetky ostatné podmienky
zmluvy zostavaji nezmenené a plne platné
a uc¢inné a tento dodatok sa nebude
interpretovat’ ako zmena a doplnenie ani
zrieknutie sa akéhokol'vek ustanovenia
zmluvy, pokial’ sa to vyslovne neuvadza
vyssie.

Strana 5z 6



IN WITNESS WHEREOF, the partics NA DOKAZ SUHLASU S VYSSIE
hereto have caused this this Amendment to UVEDENYM zmluvné strany zabezpeéili,
be executed in [three] original copies by aby ich riadne opravneni zastupcovia
their duly authorized representatives as of podpisali tento dodatok k datumu
the  Effective  Date, each  party nadobudnutia ué¢innosti v troch originaloch,
acknowledging receipt of one original pricom kazda zo zmluvnych stran
copy. potvrdzuje prevzatie jedného originalu.

ACTELION PHARMACEUTICALS LTD executed by IQVIA RDS Slovakia s.r.o.

Za spolocnost ACTELION PHARMACEUTICALS LTD podpisuje IOVIA RDS Slovakia s.r.o.
Signature/Podpis

Date /Datum

Aurelia Mojzesova, MD/ MUDr. Aurdlia Mojzesova
Head of Clinical operation

Narodny ustav srdcovych a cievnych chorob, a.s./ Narodny tstav srdcovych chorob, a.s.

Signature/Podpis
Ing. Mongi Msolly, MBA

predseda predstavenstva/ head of the executive board
Date /Datum

Signature/Podpis
MUDr. Ivo Gasparovi¢, PhD., MPH

podpredseda predstavenstva/ vice head of the executive board
Date /Datum

Prof. Iveta Simkova, MD, PhD./ Prof. MUDr. Iveta Simkova, PhD.

Title: principal investigator/ Hlavny skusajuei
Signature/Podpis

Date /Ddatum
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