AC-055H301/RUBATO ICD ¢.: 1375501

AMENDMENT # 3

DODATEK €. 3

to the Clinical Trial Agreement

ke smlouvé o klinickém hodnoceni

This Amendment # 3 (hereinafter called the
“Amendment”) to the Clinical Trial Agreement
(“Agreement”) shall enter into effect on and effective as
of the date of publication into the Register of Contracts in
the Czech Republic (“Effective Date”)

Tento dodatek €. 3 (dale jen ,, dodatek”) Smlouvy o
klinickém hodnoceni (,smlouva“) je ucinny k datu
uveiejnéni v registru smluv Ceské republiky
(,datum ucinnosti“)

and is made by and between:

a uzavira se mezi:

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

(“Actelion” nebo “Sponsor”),
represented by

Janssen-Cilag s.r.o.

Walterovo namésti 329/1, 158 00 Praha 5 — lJinonice,
Czech Republic

ID Number: 27146928

VAT: CZ27146928

entered

in the Commercial kept by the

Municipal Court in Prague, file number C 99837,

represented by _., procurist

Register

spolec¢nosti Actelion Pharmaceuticals Ltd., se sidlem na
adrese Gewerbestrasse 16, 4123 Allschwil, Svycarsko

(dale jen , Actelion” nebo ,Zadavatel”),
zastoupenou

Janssen-Cilag s.r.o.

Walterovo ndmésti 329/1, 158 00 Praha 5 — lJinonice,
Ceska republika,

IC: 27146928

DIC: CZ27146928
zapsanou Vv obchodnim rejstiiku vedeném Meéstskym

soudem v Praze, spisova znacka C 99837

zastoupend _, prokuristkou

(“Janssen”) (,Janssen”)
and a
Fakultni nemocnici v Motole (statni prispévkova | Fakultni nemocnici v Motole (statni prispévkova

organizace)

with registered offices at V Uvalu 84, 150 06, Praha 5,
Czech Republic

represented by panem _, na
zakladé povéreni

ID No 00064203

Tax ID: CZ00064203

(“the Institution”)

organizace)
se sidlem na adrese V Uvalu 84, 150 06, Praha 5, Ceska

republika
I -

Zastoupena panem
zakladé povéreni
IC0 00064203

DIC: CZ00064203

(“Poskytovatel zdravotnich sluzeb nebo poskytovatel”)
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Study number: AC-055H301/RUBATO

Cislo studie: AC-055H301/RUBATO

study Drug: [N

Hodnoceny pfipravek: -

Protocol title: “Prospective, multi-center, double-blind,
randomized, placebo-controlled, parallel-group study

assessing the efficacy and safety of _ in
Fontan-palliated adult and adolescent subjects. ”

Ndazev protokolu
zaslepena,

: ,Prospektivni, multicentricka, dvojité
randomizovand, placebem kontrolovana
studie s paralelnimi skupinami, k porovnani ucinnosti a
bezpecnosti _ u dospélych a mladistvych

pacientl po Fontanovské paliativni operaci.”

EUdraCT number: 2016-003320-23

Cislo EudraCT : 2016-003320-23

Pracovisté studie:

P [

Fakultni nemocnice v Motole, Klinika kardiovaskularni
chirurgie 2. LF UK a FN v Motole, V Uvalu 84, 150 06,
Praha 5, Czech Republic

Pracovisté studie:

4

Fakultni nemocnice v Motole, Klinika kardiovaskularni
chirurgie 2. LF UK a FN v Motole, V Uvalu 84, 150 06,
Praha 5, Ceska republika

Whereas, Actelion and Institution have executed the
Agreement on 29 May 2019.

Vzhledem k tomu,Ze spole¢nost Actelion a poskytovatel
uzavreli smlouvu dne 29. kvétna 2019.

Whereas, Actelion has assigned Janssen-Cilag s.r.o.,
Walterovo namésti 329/1, 158 00 Praha 5 — lJinonice,
Czech Republic to perform payments to institution, on
behalf of Actelion for this Study.

Vzhledem k tomu, Ze spole¢nost Actelion uloZila
spole¢nosti Janssen-Cilag s.r.o., Walterovo namésti
329/1, 158 00 Praha 5 — lJinonice, Ceskd republika
provadét platby poskytovateli jménem spolecnosti

Actelion v souvislosti s touto studii.

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

Nyni proto, s ohledem na vzdjemné Umluvy stanovené v
tomto dokumentu, se smluvni strany dohodly takto:

1. Actelion has assigned to Janssen to perform all

1. Spole¢nost Actelion uloZila spolecnosti Janssen
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payments on behalf of Actelion under this Agreement to
Institution. Therefore, Parties understand and agree that
as of the Effective Date of this Amendment all payments
made under the Agreement to Institution will be made
by Actelion through Janssen. Consequently, Parties
agree that as of the Effective Date of this Amendment:

provadét veskeré platby jménem spole€nosti Actelion v
ramci této smlouvy poskytovateli. Strany proto chdpou a
souhlasi s tim, Ze ke dni ucinnosti tohoto dodatku budou
vSechny platby v rdmci této smlouvy poskytovateli
provadény spolecnosti Actelion prostiednictvim
spolecnosti Janssen. Strany se proto dohodly ke dni

ucinnosti tohoto dodatku na tom, Ze:

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

(i) Vsechny faktury budou zasildny na nasledujici
adresu:

Janssen-Cilag s.r.o.
P. O. Box 1358
11121 Prahal
Czech Republic

Janssen-Cilag s.r.o.
P. 0. Box 1358
11121 Prahal
Ceska republika

All invoices will be issued to the following

(ii)

company:

Janssen-Cilag s.r.o.
Walterovo namésti 329/1,
158 00 Praha 5 — Jinonice,
Czech Republic

ID number: 27146928
VAT: CZ27146928

Vsechny faktury budou vystaveny na nasledujici

(ii)

spole¢nost:

Janssen-Cilag s.r.o.
Walterovo namésti 329/1,
158 00 Praha 5 — Jinonice,
Ceska republika

IC: 27146928

DIC: CZ27146928

2. Adding of Section 4.10 (Obligations of Institution) is
extended as follows:

2. Pridani Odstavce 4.10 (Povinnosti Poskytovatele) se
doplnuje nasledovné:

Institution agree that eCRF shall be completed through
Principal Investigator within five (5) working days after
visit procedures have been completed or test results are
available, unless otherwise specified in the Protocol.
Institution also agree to provide through Principal
Investigator appropriate responses to queries received
within five (5) working days of receipt, unless otherwise
specified in the Protocol.

Poskytovatel souhlasi stim, Ze zaznam eCRF bude
vyplnén prosttednictvim hlavniho zkousSejiciho do péti (5)
pracovnich dnli od dokonceni postupt pti navstévé nebo
od okamziku, kdy jsou k dispozici vysledky testu, pokud
také

souhlasi stim, Ze do péti (5) pracovnich dnl zodpovi

neni v protokolu uvedeno jinak. Poskytovatel

prostfednictvim hlavniho zkousejictho pfrijaté dotazy,
pokud neni v protokolu uvedeno jinak.

In the event Institution do not enter through Principal

Pokud Poskytovatel nezada prostrfednictvim hlavniho
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Investigator Data into the eCRF or respond to queries in
the timeframe set forth for each above, Actelion may, in
its sole discretion, immediately take corrective actions.
These actions may include but are not limited to,
temporary  suspension  of  screening/enrollment,
additional monitoring visits, consideration of site audit,
and possible termination of site participation in the

Clinical Trial.

zkousejiciho udaje do zaznamu eCRF nebo neodpovi na

dotazy v c¢asovém rozpéti uvedeném vySe, mdlZe
spole¢nost Actelion dle svého uvazeni ihned podniknout
napravné kroky. Tyto ikony mohou zahrnovat mimo jiné
dalsi

pracovisté

docCasné pozastaveni screeningu nebo zapisu,

monitorovaci ndvstévy, zvazeni auditu

amozné ukonceni Ucasti pracovisté na klinickém

hodnoceni.

3. Article 8.4 Anti-Bribery and Anti-Corruption
(“FCPA”), shall be amended by deleting it in its entirety
and replacing it with the following:

3. Clanek 8.4 ProtitUplatkaiskd a protikorupéni
opatieni (,Foreign Corrupt Practices Act, FCPA“) se
méni tak, Ze je v celém rozsahu odstranén a nahrazen
nasledovné:

8.4 Compliance with Applicable Laws

8.4. Dodrzovani platnych zakont

The Parties agree to conduct the Clinical Trial and
maintain records and data during and after the term of
this Agreement in compliance with all applicable legal
and regulatory requirements, as well as with generally
accepted conventions such as the Declaration of Helsinki
and ICH-GCP guidelines.

Smluvni strany souhlasi stim, ze budou provadét toto
klinické hodnoceni a vést zaznamy a Udaje béhem doby

platnosti této smlouvy apo ni vsouladu se vsemi
platnymi zakonnymi aregulacnimi poZadavky a také
sobecné prfijatymi konvencemi, napf. Helsinskou

deklaraci a pokyny ICH smérnice pro spravnou klinickou
praxi.

Healthcare Compliance with Anti-Corruption Laws and
Foreign Corrupt Practices Act (“FCPA”)

Dodrzovani zdravotnickych predpisG v souladu s

protikorupcnimi prdvnimi predpisy a zdkonem o

zahranicnich korupcnich praktikach.

Institution represents and warrants that neither the
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 one or all parties of
the Agreement (collectively the “Anti-Corruption Laws”).

Poskytovatel prohlasuje a zarucCuje se, Ze ani on, ani
zadna z jeho pfidruzenych spolecnosti, ani Zadny z jeho
feditell, vedoucich pracovnikli, zaméstnancl, nebo
zastupcl a hlavni zkousejici (vSechny vySe uvedené
subjekty, véetné pridruzenych spole¢nosti spolecné dale
jen “zastupci Poskytovatele”) nebudou podnikat ukony,
které by wvyuastily v poruseni lokdlnich a/-nebo
mezindrodnich protikorupénich zakon(, predpisti nebo
nafizeni, které by se mohly vztahovat na jednu nebo
vsechny smluvni strany této smlouvy (dale souhrnné jako

»protikorupcni zakony“).
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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 the
Sponsor and/or its business in a manner that would

violate Anti-Corruption Laws.

Poskytovatel nesmi pfimo ani nepfimo provést Zadnou
platbu, ani nabidku ani pfedani ¢ehokoli hodnotného
nebo souhlasit nebo pfislibit, Ze uskutecéni jakoukoli
platbu nebo nabidku nebo prevod cehokoli hodnotného
Cinitele nebo  statniho

ve prospéch vladniho

zameéstnance, Cinitele politické strany, kandiddta na
politickou funkci nebo jiné tieti strané z divodu ovlivnéni
rozhodnuti nebo

zadavatele a / jeho podnikani

zpUsobem, ktery by porusoval protikorupcni zakony.

Institution and Institution’s Representatives have

their
compliance with the Anti-Corruption Laws, and Institution

conducted and will conduct businesses in
will have necessary procedures in place to prevent
conduct by

Representatives, which includes anti-corruption training.

bribery and  corrupt Institution

Poskytovatel a jeho zastupci provadi a budou provadét
svou ¢innost v souladu s protikorupénimi zakony a budou
postupovat podle zavedenych postupl, které budou
predchazet dplatkdm a korupénimu jednani zastupcu
Poskytovatele, véetné Skoleni zamérenych proti korupci.

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
aspects accurate, complete and true. Institution shall
maintain and provide Sponsor 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
Sponsor in order to document or verify compliance with

the provisions of this Section; and

Poskytovatel bude provadét ucinné interni uacetni
kontroly a zajisti, Ze vSechny ucetni operace vztahujici se
ke klinickému hodnoceni jsou rfadné, uplné a pravdivé
zaznamenany v Ucetnich knihach stejné jako podpurna
dokumentace vztahujici se k nim. Za ucelem doloZeni
nebo ovéreni tohoto c¢lanku mize byt Poskytovatel
pozadan zadavatelem o predloZeni a o poskytnuti téchto
zdznam( (financnich i jinych) spolecné se souvztainou
podplrnou dokumentaci k nahlédnuti Zadavateli, jeho
auditordm a

jinym  pracovnikim s opravnénym

pristupem.

Notwithstanding any other provisions of the Agreement
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, Sponsor shall have the right to terminate the
Agreement with immediate effect upon written notice to
Institution without Sponsor having any financial liability
or other liability of any nature whatsoever resulting from

any such termination

Pokud Poskytovatel nedodrzi néktera z ustanoveni tohoto
¢lanku, bude to povaziovdno za podstatné poruseni
naleZitosti smlouvy a pfi takovém poruseni ma zadavatel
pravo vypovédét smlouvu s okamzitym ucinkem na
zakladé pisemné vypovédi zaslané zadavateli bez
jakékoliv financni ¢i jiné odpovédnosti vyplyvajici z
ohledu na ostatni

vypovézeni smlouvy a to bez

ustanoveni smlouvy.
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4. The notice address for Actelion in the Agreement
shall be updated and revised as indicated below:

4. Adresa pro vyrozumivani spolecnosti Actelion
uvedend ve smlouvé bude aktualizovana a zménéna, jak
je uvedeno nize:

To Sponsor: ACTELION PHARMACEUTICALS LTD
Attention: GTL/GTM for AC-055H301/RUBATO

Zadavateli: ACTELION PHARMACEUTICALS LTD
K rukdm: GTL/GTM pro studii AC-055H301/RUBATO

Copy To:
Jassen-Cilag s.r.o.
Attention: LTM for AC-055H301/RUBATO

Walterovo ndmeésti 329/1, 158 00 Praha 5 — lJinonice,
Czech Republic

V kopii pro:
Jassen-Cilag s.r.o.
K rukdm: LTM pro studii AC-055H301/RUBATO

Walterovo ndameésti 329/1, 158 00 Praha 5 — Jinonice,
Ceska republika

All above stated provisions shall be effective as from the
Effective Date of this Amendment. 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.

Vsechna vysSe uvedena ustanoveni jsou U¢innd ode dne
ucinnosti tohoto dodatku. S vyjimkou pfipad(, které jsou
zde vyslovné stanoveny, zlstavaji vSechny ostatni
podminky smlouvy nezménény a v plné platnosti a
ucinnosti a tento dodatek nebude vykladan tak, Zze by
ménil jakakoli ustanoveni smlouvy nebo od nich upoustél,

s vyjimkou pfipad( uvedenych vyse.

IN WITNESS WHEREOF, the parties hereto have caused
this Amendment to be executed in three original copies
by their duly authorized representatives on the dates set
forth below, effective as of the Effective Date, each party
acknowledging receipt of one original copy.

NA DUKAZ TOHO, smluvni strany podepsaly tento
dodatek ve tfech stejnopisech prostfednictvim svych
radné zplnomocnénych zastupcld v nize uvedenych
dnech, s Ucinnosti ke dni uUcinnosti, pficemz kazda ze

stran potvrzuje pftijeti jednoho stejnopisu.
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On behalf of/ Za spoleénost ACTELION PHARMACEUTICALS LTD

Signature/ Podpis

Janssen-Cilag s.r.o.,

Represented by _., Authorized Signatory, GCO Country Head/
zastoupenad _prokuristkou, GCO Country Head

Done at Prague date

On behalf of/ Za Fakultni nemocnici v Motole

Signature/ Podpis

I - z3kiadé povéreni

Done at Prague date/ Podepsano v Praze dne

Pro uznani a prijet!: |

PI Signature/ Podpis Zkousejici

Done at Prague date/ Podepsano v Praze dne
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