Assignment and Amendment to Non-
Interventional Study Agreement

Zmeny ustanoveni a prenos prav a povinnosti
tykajlice sa zmluvy o neintervenénej studii

Clinical Study AC-064A401

Klinicka studia : AC-064A401

B

Regulatory Sponsor
Pharmaceuticals Ltd.

Actelion

Regulaény zadavatel : Actelion Pharmaceuticals Ltd.

Study Product Uptravi® (selexipag)

Skusany liek . Uptravi® (selexipag)

Protocol ; Post-authorisation
safety study (PASS): Observational cohort study of
PAH patients newly treated with either Uptravi®
(selexipag) or any other PAH-specific therapy, in
clinical practice, “EXPOSURE”"

Protokol : Stidia  bezpeénosti  po
registracii lieku (PASS): observaéna kohortna studia
pacientov. s PAH novo liecenych liekom Uptravi®
(selexipag) alebo inou PAH-$pecifickou terapiou
v klinickej praxi, ,EXPOSURE*

EU PAS register number EU PASS 19085

Registracne ¢islo EU PAS EU PASS 19085

Study Site Narodny ustav
srdcovych a cievnych choréb, a.s., Pod Krasnou
horkou 1, 833 48 Bratislava, Slovak Republic

Pracovisko studie: Narodny ustav srdcovych a
cievnych choréb, a.s., Pod Krasnou hérkou 1,83348
Bratislava, Slovenska republika

This amendment #1 (hereinafter "Amendment")
entered into by and among  Actelion
Pharmaceuticals Ltd., having as a place of business
Gewerbestrasse 16, CH - 4123 Allschwil, Switzerland
(“Actelion”),

Tento dodatok ¢. 1 (dalej len ,dodatok”) sa uzatvara
medzi spoloénostou Actelion Pharmaceuticals Ltd.
so sidlom na adrese Gewerbestrasse 16, CH - 4123
Allschwil,  Svajgiarsko  (dalej len  spoloénost
,Actelion"),

Syneos Health, LLC, with its principal place of
business at 1030 Sync Street, Morrisville, North
Carolina 27580 USA, and with entity number;
2856930, Syneos Health UK Limited with its
registered address at Farnborough Business Park, 1
Pinehurst Road, Farnborough, Hampshire, GU14 7BF,
United Kingdom, and with Registration no: 04428083;
Syneos Health Slovakia s.r.o., Na Hrebienku 1, 811
02 Bratislava, Slovak Republic, with identification
number 46 059 555, registered with the Commercial
Register of District Court in Bratislava I, section: Sro,
file no.: 71438/B (hereinafter “Syneos” or “CRO"),

Syneos Health, LLC,s hlavnym miestom vykonu
Cinnosti na adrese 1030 Sync Street, Moarrisville,
Severna Karolina 27560 USA a s registraénym &islom
spoloCnosti: 2656930; spolotnostou Syneos Health
UK Limited so sidlom na adrese Farnborough
Business Park, 1 Pinehurst Road, Farnborough,
Hampshire, GU14 7BF, Spojené krafovstvo,
a s registratnym Cislom: 04428083; spoloénosfou
Syneos Health Slovakia s.r.o., Na Hrebienku 1, 811
02 Bratislava, Slovenska republika, s identifikacnym
Cislom 46 059 555, zapisanou v obchodnom registri
Okresného stdu Bratislava |, oddiel: Sro, &. spisu:
71438/B (dalej len spolocnost ,Syneos“ alebo
,CRO"),

Narodny ustav srdcovych a cievnych choréb, a.s.
Pod Krasnou hérkou 1, 833 48 Bratislava, Slovak
Republic

for the statutory body:

Ing. Mongi Msolly, MBA, Chairman and CEQ

doc. MUDr. Juraj Madari¢ , PhD., MPH, Vice-Chairman
of the Board of Directors

ICO: 35971 126

Registration in the Commercial Register: District Court
Bratislava |., Section: Sa, Insert ¢. 3774 / B
Investigator: doc. MUDr. Eva Goncalvesova, CSc.,
FESC

("Institution")

Narodny ustav srdcovych a cievnych choréb, a.s.
Pod Krasnou horkou 1, 833 48 Bratislava, Slovenska
republika

za Statutarny organ:

Ing. Mongi Msolly, MBA , predseda predstavenstva a
generalny riaditel

doc. MUDr. Juraj Madari¢ , PhD., MPH, podpredseda
predstavenstva

ICO: 35971126

Zapis v Obch.registri: Okresny sid Bratislava 1.,
Oddiel: Sa, vlozka ¢. 3774/B

Skusajuci: doc. MUDr. Eva Goncalvesova, CSc.,
FESC

(,institacia®)
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is made and effective as of the date of execution that
the last party signs below (hereinafter “Effective
Date”).

je Geinny odo dna vyhotovenia, ktory podpise posledna
zmluvna strana niz$ie (dalgj len ,datum a&innosti).

WHEREAS, this Amendment amends the Non-
Interventional Study Agreement with an Effective Date
of January 23, 2019, by and among Actelion a
Institution (the "Agreement");

VZHLIADOM NA TO, ZE tento dodatok meni a doplia
zmluvu o neintervenénej §tadii s Gé¢innostou od 23.
januara 2019 amedzi spoloénostou Actelion a
ingtiticiou (,zmluva");

WHEREAS, Actelion has requested Janssen-Cilag
International CV, a company organized and existing
under the laws of Belgium, with its registered office at
Turnhoutseweg 30, 2340, Beerse (‘Janssen’), an
affiliate of the Actelion, to act as its European Union
legal representative for the Non-Interventional Study
Agreement in accordance with the EU Clinical Trial
Directive

VZHUADOM NA TO, ZE spolocnost’ Actelion
poZiadala spolo¢nost Janssen-Cilag International CV,
spoloénost  organizovani  aexistujicu  podia
belgickych zakonov, so sidlom na adrese
Turnhoutseweg 30, 2340, Beerse (,Janssen“),
pridruzent spolocnost spolo¢nosti  Actelion, aby
konala ako pravny zastupca Europskej unie pre
zmluvu o neintervenénej stddii v stlade so smernicou
EU o klinickom skusani

WHEREAS, Actelion has appointed CRO to procure
the services under this Agreement and to provide
same to Actelion;

VZHLADOM NA TO, ZE spolognost Actelion poverila
zmluvnd  vyskumnl  organizaciu  (CRO), aby
obstaravala sluzby podia tejto zmluvy a poskytovala
ich spolo¢nosti Actelion;

Whereas, CRO has requested Institution to provide
services to CRO by conducting the non-interventional,
post-authorization safety study, which is sponsored by
Actelion involving the Study Product according to the
Protocol (including subsequent Protocol
amendments), and Exhibits which form an integral part
hereof; and

Vzhladom na to, 2e CRO poziadala instittciu
o poskytovanie sluzieb pre CRO uskutoZfiovanim
neintervenéne] bezpecnostne] studie po registracii
lieku, ktorej zadavatelom je spolo€nost Actelion a tyka
sa sku3aného liecku na zaklade protokolu (vratane
naslednych dodatkov protokolu), a prilohy, ktoré su
jeho neoddelitelnou sucastou; a

WHEREAS, Actelion, CRO and Institution find it in their
respective interests to amend the Agreement; and

VZHLEADOM NA TO, ZE Actelion, CRO a inétittcia
usudili, Ze je vich prislusnych zaujmoch zmenit
a doplnit zmluvy; a

WHEREAS, Section 15.5 permits the parties to amend
the Agreement, or any of its exhibits by written
document signed by all parties hereto.

VZHLADOM NA TO, ZE oddiel 15.5 umoZiiuje
zmluvnym stranam menit a dopifiat zmluvu alebo
akukolvek jej prilohu pisomnym dokumentom
podpisanym vietkymi zmluvnymi stranami.

WHEREAS, the parties desire to amend the
Agreement effective the date of this Amendment.

VZHUADOM NA TO, ZE zmluvné strany si Zelaju
zmenit a doplnit zmluvu s Géinnostou od datumu tohto
dodatku.

NOW THEREFORE, for exchange of the mutual
promises contained herein and for other good and
valuable consideration, the receipt and adequacy of
which is hereby acknowledged, the parties hereto
agree as follows:

PRETO TERAZ za vymenu vzajomnych prislubov
obsiahnutych vtomto dokumente aza dalSie dobré
a hodnotné protiplnenie, ktorych prijatie a adekvatnost
sa tymto potvrdzuje, sa zmluvné strany dohodli takto:

1. Section 1 (Purpose of this Agreement) -
following section will be added

i Oddiel 1 (U&el tejto zmluvy) - bude pridana
nasledujuca ¢ast

1.5 Delegation by Actelion to CRO. Actelion has
contracted with CRO, a clinical research organization,
to supervise, monitor and manage the Clinical Study in
accordance with applicable laws and with this
Agreement. Actelion has authorized CRO to handle
Actelion communications with the Institution and
Investigator with respect to the Clinical Study and this
Agreement. Actelion shall notify Institution and
Investigator should this situation change at any point.

1.5 Delegované spolotnosfou Actelion na CRO.
Spoloénost Actelion ma uzatvorenu zmluvu so
spoloénostou CRO, arganizaciou pre klinicky vyskum,
na dohlad, monitorovanie a spravu klinickej stldie
vsulade s platnymi zakonmi astouto zmluvou.
Spolo¢nost Actelion dala CRO opravnenie spravovat
komunikaciu  spoloénosti  Actelion s indtitlciou
a skugajucim v stvislosti s klinickou $tudiou a touto
zmluvou. Ak sa tato situacia kedykolvek zmeni,
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Without prejudice to any rights of Actelion under this
Agreement, Institution acknowledge that CRO is the
VAT recipient of services under this Agreement.

oznami to spoloénost Actelion institucii
a skusajucemu. Bez toho, aby boli dotknuté akékolvek
prava spolocnosti Actelion podla tejto zmluvy,
institicia potvrdzuje, Ze CRO je prijemcom DPH za
sluzby podla tejto zmluvy .

2 Actelion has delegated the following tasks to | 2. Spolognost Actelion delegovala na CRO tieto
the CRO (this is not an exhaustive list of tasks | dlohy (nejde o vyGerpavajici zoznam  dloh
delegated to the CRO): delegovanych na CRO):

s Section 6. Financial terms e Oddiel 6. Finanéné podmienky

e  Section 7. Monitoring and Audts by Actelion s  Oddiel 7. Monitorovanie  a audity

vykonavané spolocnostou Actelion

Section 15. Miscellaneous

Oddiel 15. Rézne ustanovenia

Invoices section of Exhibit A — Payment
Schedule

Oddiel faktur Prilohy A - Rozvrh platieb

CRO is party of the Agreement and signs the
Agreement on the behalf of the Actelion

s CRO je stranou zmluvy a zmluvu podpisuje

v mene spolognosti Actelion

Any reference to Actelion in relation to these tasks
shall be taken to include reference to Actelion and
CRO, as applicable.

Akykolvek odkaz na spolocnost Actelion v stvislosti
s tymito Ulohami sa bude chapat tak, aby zahfhal
odkaz na spolo€nost Actelion a CRO, podla vhodnosti.

3. Section 7 (Monitoring and Audits by Actelion):
The rights of Actelion under this Section shall also
extend to the CRO.

3. Oddiel 7 (Monitorovanie a audity vykonavané
spoloénostou Actelion): Prava spoloénosti Actelion
podla tohto oddielu sa vztahuju aj na CRO.

4. Section 15.1 (Notice): Notices to Actelion
under the Agreement shall be deleted and replaced
with the following:

4. Oddiel 151 (Oznamenie): Oznamenia
spolo¢nosti Actelion podfa zmluvy sa vypustajl
a nahradzaju takto:

TO: Syneos Health UK Limited, with principal
offices located in the United Kingdom at
Farnborough Business Park, 1 Pinehurst Road,
Farnborough, Hampshire, GU14 7BF, United
Kingdom

ADRESAT: Syneos Health UK Limited, so
sidlom v Spojenom kralovstve na adrese
Farnborough Business Park, 1 Pinehurst Road,
Farnborough, Hampshire, GU14 7BF, Spojené
kralovstvo

TO: Actelion Pharmaceuticals Ltd., having
as a place of business Gewerbestrasse 16, 4123
Allschwil, Switzerland

ADRESAT: Actelion Pharmaceuticals Ltd., so
sidlom na adrese Gewerbestrasse 16, 4123
Allschwil, Svajéiarsko

Attention: Fabrice Kiefer, Director, Global
Program Leader Medical Affairs Operations
EMEA, Actelion Pharmaceuticals Ltd,
Hegenheimermattweg 95, CH-4123 Allschwil,

Adresat: Fabrice Kiefer, Riaditel, Global
Program Leader Medical Affairs Operations
EMEA, Actelion Pharmaceuticals Ltd,
Hegenheimermattweg 95, CH-4123 Allschwil,

Agreement shall be amended to revise the payee’s
details for invoices as follows:

Switzerland Svajciarsko
H95.03.B.06 H95.03.B.06
5. Exhibit A (Payment Schedule) of the | 5. Priloha A (Rozvrh platieb) zmluvy sa zmeni

adopini s cielom revidovat udaje prijemcu faktur
takto:

Attn. Investigator Payment Department

Adresat: Oddelenie platieh skusajicim

Syneos Health UK Limited

Syneos Health UK Limited

Farnborough Business Park

Farnborough Business Park

1 Pinehurst Road

1 Pinehurst Road

Farnborough Farnborough
Hampshire Hampshire
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GU14 7BF, UK

GU14 7BF, UK

VAT: GB806650142

IC DPH: GB806650142

Re: Project Code 1008887

Vec: Kod projektu 1008887

E-mail:

E-mail:

All payment related queries may be directed to:

V3elky dolazy lykajice sa plalieb smerujte na:

Syneos Health, LLC

Syneos Health, LLC

1030 Sync Street, Morrisville,

1030 Sync Street, Morrisville,

North Carolina 27560 USA

North Carolina 27560 USA

Re: Project Code 1008887

Vec: Kod projektu 1008887

Attention: Site Contracts Department

Adresat: Oddelenie zmliv pracoviska

accounting control, and shall make sure all
aspects of this Clinical Study are recorded in

6. The following section shall be added as | 6. Nasledujuca ¢ast sa priklada ako Oddiel 17

Section 17 (Anti-Bribery and Anti-Corruption) to the | (Proti Uplatkarstvu a korupcii) k zmluve:

Agreement:

17. Anti-Bribery and Anti-Corruption 17, Proti uplatkarstvu a korupcii

171 INSTITUTION represents and warrants that | 17.1  INSTITUCIA predstavuje a zaruéuje, ze ani
neither the INSTITUTION, nor any of its INSTITUCIA, ani ziaden zich pridruzenych
affiliates, nor any of their respective directors, subjektov, ani Ziaden =zich prislusnych
officers, employees, agents and the riaditelov, uradnikov, zamestnancov, agentov
INVESTIGATOR (all of the foregoing, a SKUSAJUCICH (v8etko uvedené, vratane
including affiliates collectively, “INSTITUTION vsetkych pridruzenych spolocnosti, dalej len
Representatives”) has taken any action that .zastupcovia INSTITUCIE") nepodnikli Ziadne
would result in a violation by such persens of kroky, ktoré by mohli viest k poruseniu
local or international anti-bribery laws, rules or miestnych alebo medzinarodnych zakonov,
regulations applicable to either or both the pravidiel alebo nariadeni o Uplatkoch, ktoré sa
Institution and Actelion (collectively the “Anti- vztahuju na jednu alebo obidve inétiticie,
Corruption Laws”). a spoloénost  Actelion  (spoloéne  len

,protikorupéné zakony") tymito osobami.

17.2  INSTITUTION shall not, directly or indirectly, | 17.2  INSTITUCIA nebude priamo ani nepriamo
make any payment, or offer or transfer uskutothiovat Ziadne platby, ponukat alebo
anything of value, or agree or promise to make prevadzat Cokolvek hodnotné, ani nebude
any payment or offer or transfer anything of suhlasit alebo slubovat, ZzZe uskutocni
value, to a government official or government akukolvek platbu, ponukne alebo prevedie
employee, to any political party or any Cokolvek hodnotné, vladnemu dradnikovi
candidate for political office or to any other alebo zamestnancovi vlady, akejkolvek
third party with the purpose of influencing politickej strane alebo kandidatovi na politicky
decisions related to ACTELION and/or its Urad alebo na in0 tretiu stranu s ciefom
business in a manner that would violate Anti- ovplyviiovat  rozhodnutia  tykajuce sa
Corruption Laws. spoloénosti ACTELION a/alebo jej podnikania

sposobom, ktory by poruSoval protikorupéne
zakony.

17.3  INSTITUTION and INSTITUTION | 17.3  INSTITUCIA azastupcovia INSTITUCIE
Representatives have conducted and will vykonavajl  abudd  wykondvat  svoje
conduct their businesses in compliance with podnikanie v slilade s protikorup&nymi
the Anti-Corruption Laws. zakonmi.

17.4  INSTITUTION shall maintain proper internal | 177.4  INSTITUCIA bude udrziavat nalezitu internt

uctovnu kontrolu a zabezpeci, aby boli vietky
aspekty tejto klinickej Studie zaznamenane v
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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 aspects accurate, complete and
true. INSTITUTION shall maintain and provide
ACTELION 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
ACTELION in order to document or verify
compliance with the provisions of this section;
and Notwithstanding section 14 [Term and
Termination] and 8  [Liabilty and
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, ACTELION shall have the
right to terminate the Agreement with
immediate effect upon written notice to
Institution without ACTELION having any
financial liability or other liability of any nature
whatsoever resulting from any such
termination.

je] knihdch a zaznamoch presnym, Gplnym
a pravdivym sposobom a aby dokumenty, na
ktorych su tieto knihy a zaznamy zaloZené,
boli vo v8etkych hlavnych aspektoch presneg,
Gplné apravdivé. INSTITUCIA udrziava
a poskytuje spolo¢nosti ACTELION ajgj
auditorom  ainym  zastupcom  pristup
k zaznamom (finanénym aj inym) a podpornej
dokumentacii tykajlicej sa predmetu zmiuvy,
ako to pozaduje spolocnost ACTELION, aby
mohla dokumentovat alebo overit' sulad s
ustanoveniami tohto nariadenia a bez ohladu
na doloZku 14 [Trvanie zmluvy a jej ukonéenie]
a8 [Zodpovednost aodSkodnenie], ak
INSTITUCIA nedodrzi ktorékolvek
z ustanoveni tohto é&lanku, bude sa toto
poruSenie povazovat za podstatné porudenie
zmluvy apri akomkolvek takomto porugeni
bude mat spoloc¢nost ACTELION pravo
s okamzitou platnostou vypovedat dohodu na
zaklade pisomneho ocznamenia institlcii bez

akejkolvek financnej zodpovednosti
spolocnosti ACTELION alebo inej
zodpovednosti akejkolvek povahy

vyplyvajucej z takéhoto ukonéenia.

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.

VSetky vy$Sie uvedené ustanovenia su uéinné
odo dna uc€innosti. Pokial nie je vtomto
dokumente vyslovne uvedené inak, vSetky
ostatné podmienky tejto zmiluvy zostanu
nezmenené av plnej platnosti a uc¢innosti.
Tento dodatok sa nebude vykladat tak, aby
pozmerioval alebo sa vzdal akychkofvek
ustanoveni zmluvy, pokial nie je vyslovne
uvedeneé vyssie.

Counterparts. This Agreement may be
executed in counterparts, each of which shall be
an original and all such counterparts together
shall constitute the entire Agreement.
Electronically  transmitted and facsimile
transmitted signatures shall have the full force
and effect of an original signature.

Rovnopisy. Tuto zmluvu je mozné vyhotovit
v rovnopisoch, zktorych kazdy musi byt
original a vSetky tieto rovnopisy tvoria cell
zmluvu.  Elektronicky afaxom prenasané
podpisy maju Uplnd platnost a Géinnost
originalneho podpisu.

All other terms and conditions of the
Agreement shall remain in full force.

V&etky ostatné podmienky zmluvy zostavaju
v pinej platnosti.

Template EU Assignment and Amendment MMY1001 /
Sabldna pre EU, Zmeny ustanoveni a prenos prév a povinnostf, MMY1001

Page 5 of 6 /Strana5z6



IN WITNESS WHEREOF, the parties hereto have
caused this Amendment to be executed by their
duly authorized representatives as of the Effective
Date.

NA DOKAZ TOHO zmluvné strany zvolili, aby bol
tento dodatok vykonany ich riadne
splnomocnenymi zastupcami k datumu uginnosti.

Syneos on behalf of ACTELION / Syneos v mene snolotnosti ACTELION

Signature / Podpis:

Name / Meno:

Ing. lva Hlobilova, PhD.

Title / Titul:

Date / Datum:

CRO/CRO

Signature / Podpis:

Name / Meno:

Ing. Iva Hlobilov4, PhD.

Manager, SSU & Reaulatory

Title / Pozicia:

Manager, SSU & Regulatory

Date / Datum:

INSTITUTION / INSTITUCIA

Signature / Podpis:

Name / Meno:

Ing. Mongi Msolly, MBA

Title / Pozicia:

Chairman and CEO / predseda predstavenstva a generalny riaditel

Date / Datum:

INSTITUTION / INSTITUCIA

Signature / Podpis:
Name / Mena:

doc. MUDr/Juraj Mad,éﬁc PhD., MPH

Title / Pozicia:

VIC8~Ch/ rman of the Board of Directors / podpredseda predstavenstva

7
Date / Datum:
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