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AMENDMENT # 2

DODATEK €. 2

to the Clinical Trial Agreement

ke smlouvé o klinickém hodnoceni

This
“Amendment”) to

the
Agreement

Amendment # 2 (hereinafter called
the Trial

(“Agreement”) shall enter into effect on and effective as

Clinical

of the date of publication into the Register of Contracts
in the Czech Republic (“Effective Date”)

Tento dodatek ¢. 2 (dale jen ,dodatek”) Smlouvy o
klinickém hodnoceni (,smlouva“) je ucinny kdatu
uverejnéni 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”),

represented by

Janssen-Cilag s.r.o.

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

ID Number: 27146928

VAT: CZ27146928

entered in the Commercial Register kept by the
Municipal Court in Prague, file number C 99837,

represented by XXXXXXX, XXXXXXX (“Janssen”)

spole¢nosti Actelion Pharmaceuticals Ltd., se sidlem na
adrese Gewerbestrasse 16, 4123 Allschwil, Svycarsko
(dale jen , Actelion),

zastoupenou

Janssen-Cilag s.r.o.

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

IC: 27146928

DIC: CZ27146928

zapsanou v obchodnim rejstfiku vedeném Méstskym
soudem v Praze, spisova znacka C 99837

zastoupend XXXXXXX, XXXXXXX (,,Janssen”)

and

Nemocnice Pardubickeho kraje, a.s.
with a place of business at
Kyjevska 44

53203 Pardubice

Czech Republic

Identification No: 27520536

Tax Identification No: CZ27520536
represented by

XXXXXXX

XXXXXXX

and

XXXXXXX

XXXXXXX

Nemocnici Pardubického kraje, a.s.
se sidlem

Kyjevska 44

53203 Pardubice
Ceska republika

IC: 27520536

DIC: CZ27520536
Zastoupena panem
XXXXXXX

XXXXXXX

a XXXXXXX
XXXXXXX

(,,zdravotnické zarizeni“)
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(,,Institution “)

and a
XXXXXXX XXXXXXX
MS centrum MS centrum

Neurologicka klinika Pardubicke nemocnice
Nemocnice Pardubickeho kraje, a.s.
Kyjevska 44

53203 Pardubice

Czech Republic

(“Principal Investigator”)

Neurologicka klinika Pardubické nemocnice
Nemocnice Pardubického kraje, a.s.
Kyjevska 44

53203 Pardubice

Ceska republika

(,,hlavni zkousejici)

Study number: AC-058B303

Cislo studie : AC-058B303

Study Drug: ACT-128800 (Ponesimod)

Hodnoceny ptipravek : ACT-128800 (Ponesimod)

Protocol title: “Multicenter, non-comparative extension
to study AC-058B301, to investigate the long-term
safety, tolerability, and control of disease of ponesimod
20 mg in subjects with relapsing multiple sclerosis
(RMS)”

Nazev protokolu »Multicentrické, nesrovnavaci
rozsifeni studie AC-058B301, hodnotici dlouhodobou
bezpecnost, snasenlivost a kontrolu onemocnéni
pfipravkem ponesimod 20 mg u pacientt s relabuijici

roztrousenou sklerézou”

EudraCT number: 2016-004719-10

Cislo EudraCT : 2016-004719-10

Study Site:

MS centrum

Neurologicka klinika Pardubicke nemocnice
Nemocnice Pardubickeho kraje, a.s.
Kyjevska 44

53203 Pardubice

Czech Republic

Pracovisté studie:

MS centrum

Neurologicka klinika Pardubické nemocnice
Nemocnice Pardubického kraje, a.s.
Kyjevska 44

53203 Pardubice

Ceska republika

Whereas Actelion, Institution and Principal Investigator
have executed the Agreement on 06-Feb-2018 as
amended.

Vzhledem k tomu, Ze spolecnost Actelion, zdravotnické
zafizeni a hlavni zkouSejici uzavieli smlouvu dne 06.
Unora 2018 ve znéni nasledného dodatku.
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Whereas, the Parties have expressed their wish to
amend certain provisions of the Agreement, as set out
below;

Vzhledem k tomu, Ze smluvni strany vyjadftily své prani
zménit néktera ustanoveni Smlouvy, jak je uvedeno nize;

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:

Section 6.1 (Monitoring and Audits by ACTELION) is
extended as follows:

The Study will be monitored by ACTELION or the
designated CRO,
authorization, its representatives will be allowed access

upon presentation of a written

to all information resulting from this Study and ACTELION
or the designated CRO will have an unrestricted right to
use Study generated information. ACTELION or the
designated CRO has to have access according to
INSTITUTION's local ethics guidelines to laboratory test
reports, Source Data (as defined by GCP) and any other
patient record needed to verify the entries on the eCRF
including Trial Subject’s information and records kept
in the INSTITUTION s electronical system, in accordance
with the signed Informed Consent form (“random over
the shoulder control”). This inspection will be allowed
exclusively with the presence of Principal Investigator,
Sub-Investigator or a Coordinator who has access to the
system. This inspection has to be agreed in advance
with Principal Investigator for purposes of monitoring
or audit.

Bod 6.1 smlouvy (Monitoring a audity provadéné
spolecnosti ACTELION) se dopliiuje takto:

Pribéh studie bude monitorovan spole¢nosti ACTELION
nebo ji ustanovenou smluvni vyzkumnou organizaci
(,,CRQO"). Jejich zastupcim bude umozZnén pfistup ke
véem informacim vzeSlym z této Studie a spolecnost
ACTELION CRO budou
neomezené pravo vyuzivat informace vzeslé ze Studie.
Spole¢nost ACTELION nebo ji ustanovena CRO budou
mit v souladu s mistnimi etickymi smérnicemi platnymi
ve ZDRAVOTNICKEM ZARIZEN[ pFistup k vysledkiim
laboratornich

nebo ji ustanovena mit

vySetfenim, zdrojovym datdm

(definovanym podle GCP) a jakymkoli dal$im zaznamdm
ktere budou

o subjektu hodnoceni, potfebné k

ovérovani zaznaml ve formulafich eCRF véetné

informaci a zaznamim vedenych v elektronickém

systému ZDRAVOTNICKEHO ZARIZENI o
subjektech hodnoceni v souladu s podepsanym
Informovanym  souhlasem Subjektu hodnoceni

(,namatkova kontrola nahlizenim pres rameno“), a to

vyhradné za pfitomnosti hlavniho zkousejiciho,

spoluzkousejiciho nebo koordinatora, ktery ma do
systému pristup. Tato kontrola bude vidy predem
dohodnuta s hlavnim pro

zkousejicim ucely

monitoringu, pfipadné auditu.

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.

VSechna vysSe uvedend ustanoveni jsou Uc¢inna ode dne
ucinnosti. S vyjimkou pripad(, které jsou zde vyslovné
stanoveny, zUstavaji vSechny ostatni podminky smlouvy
nezménény a v plné platnosti a u¢innosti a tento dodatek
nebude vykladan tak, Ze by ménil jakdkoli ustanoveni
smlouvy nebo od nich upoustél, s vyjimkou pfipadd
uvedenych vyse.

IN WITNESS WHEREOF, the parties hereto have caused
this Amendment to be executed in three original copies

NA DUKAZ TOHO, smluvni strany podepsaly tento
dodatek ve tfech stejnopisech prostfednictvim svych
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by their duly authorized representatives on the dates set | fadné zplnomocnénych zastupcl v niZze uvedenych
forth below, effective as of the Effective Date, each party | dnech, s Ucinnosti ke dni Ucinnosti, pfiéemz kazda ze

acknowledging receipt of one original copy. stran potvrzuje pfijeti jednoho stejnopisu.

On behalf of/ Za spoleénost ACTELION PHARMACEUTICALS LTD

Signature/ Podpis
Janssen-Cilag s.r.o.,

Represented by XXXXXXX, XXXXXXX, XXXXXXX /
zastoupend XXXXXXX, XXXXXXX, XXXXXXX

Done at Prague date / Podepsano v Praze dne 23.2.2022

On behalf of/ Za Nemocnici Pardubického kraje, a.s.

Signature/ Podpis
XXXXXXX
XXXXXXX / XXXXXXX

Done at Pardubice date/ Podepsano v Pardubicich dne 15. 3. 2022

Signature/ Podpis
XXXXXXX
XXXXXXX / XXXXXXX

Done at Pardubice date/ Podepsano v Pardubicich dne 15. 3. 2022

On behalf of P1/ Za hlavniho zkousejiciho: XXXXXXX

Signature/ Podpis

Done at Pardubice date/ Podepsano v Pardubicich dne 17. 3. 2022
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