Amendment No. 3 to the
Institution/Investigator
Agreement dated 03 June 2010
for the Ponesimod study /AC-
058B202

between

ACTELION Pharmaceuticals Ltd
Gewerbestrasse 16
4123 Allschwil
Switzerland
(hereinafter “ACTELION”)

and
Fakultni nemocnice Olomouc
Czech Republic
with seat |.P.Pavlova 185/6, 779 00
Olomouc
Identification No: 00098892
Tax ldentification No: CZ00098892
Account number: 2934392/0800
Variable symbol: 1781
represented by
.Prof. Roman Havlik, M.D., Ph.D.
(hereinafter “INSTITUTION”)

and

XXXXX
Neurologicka klinika
Fakultni nemocnice Olomouc
I.P.Pavlova 185/ 6
779 00 Olomouc
Czech Republic
(hereinafter referred to as the
‘INVESTIGATOR?”)

(jointly referred as to the “Parties”)

Dodatek €. 3 ke Smlouvé se
Zdravotnickym zafizenim /
Zkousejicim ze dne 03. €ervna
2010 ohledné klinického
hodnoceni ponesimodemu /AC-
058B202

uzavieny mezi témito smluvnimi
stranami

ACTELION Pharmaceuticals Ltd
Gewerbestrasse 16
4123 Allschwil
Svycarsko
(dale jen ,ACTELION®)

a

Fakultni nemocnici Olomouc
Ceska republika
se sidlem |.P.Pavlova 185/6, 779 00
Olomouc
IC: 00098892
DIC: CZ00098892
€. uctu: 2934392/0800

v.s. 1781

jednajici feditelem

Prof..MUDr. Roman Havlik, Ph.D.
(dale jen ,ZDRAVOTNICKE ZARIZENI")

a

XXXXX
Neurologicka klinika
Fakultni nemocnice Olomouc
|.P.Pavlova 185/6
779 00 Olomouc
Ceska republika (dale jen
~ZKOUSEJICi*)

(dale spole¢né jen ,Smluvni strany®)
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This Amendment 3 (the
‘“Amendment”) to the Agreement on
Conducting a Clinical Study] dated 03
June 2010 (the “ Agreement”) for the
clinical study conducted in
accordance with the Protocol AC-
058B202  titled: “  Multicenter,
randomized, double-blind, parallel-
group extension to AC-058B201 to
investigate the long-term safety,
tolerability, and efficacy of 10, 20 and
40mg/day ACT-128800, an oral S1P1
receptor agonist, in patients with
relapsing-remitting multiple sclerosis.”
and following amendments:
Amendment No. 1. entered on 13
August 2012 and Amendment No. 2.
Entered on 25 March 2015 thereto
(the “Study”), has been concluded by
and between:

ACTELION Pharmaceuticals Ltd
Gewerbestrasse 16
4123 Allschwil
Switzerland

("ACTELION")

and

Tento Dodatek 3 (dale jen ,Dodatek®)
ke ke Smlouvé o provedeni klinické
studieuzaviena ke dni 03. cervna
2010 (dale jen ,Smlouva®) o
klinickém hodnoceni provadénéem
vsouladu s Protokolem ¢&.  AC-
058B202 nazvanym: ,Multicentrické,
randomizovaneé, dvojité zaslepené
roz8ifeni klinického hodnoceni AC-
058B201 probihajici v paralelnich
skupinach k vyhodnoceni douhodbé
bezpecCnosti, snasenlivosti a ucinnosti
dennich davek 10, 20 a 40mg
pfipravku  ACT-128800, agonisty
pfipravku S1P1 podavaného peroralné
u pacientt s relaps-remitentni
roztrousenou  sklerézou.”  v€etné
nasledujicich dodatkd: Dodatek €. 1
uzavien 13. sprna 2012 a Dodatek ¢.
2. uzavien 25. bfezna 2015 k ni (dale

jen Klinické hodnoceni“), byla
uzaviena mezi témito smluvnimi
stranami:

Spoleénosti ACTELION
Pharmaceuticals Ltd
Gewerbestrasse 16
4123 Allschwil
Switzerland

(dale jen ,ACTELION®)
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Fakultni nemocnice Olomouc
Czech Republic
with seat |.P.Pavlova 185/6, 779 00
Olomouc

(“INSTITUTION”)

and

XXXXX
Neurologicka klinika
Fakultni nemocnice Olomouc
I.P.Pavlova 6
775 20 Olomouc
Czech Republic

(the “INVESTIGATORY)

(Each a “Party” and collectively the
“‘Parties”)

The Parties hereby agree to amend
the Agreement as follows:

1. Addition of section “Debarment”:
‘Debarment” shall have the meaning
given to it under the Applicable Law.
Institution and Investigator hereby
represent, warrant and covenant to
Actelion that:

-Investigator has not been Debarred.

-Institution and Investigator shall not,
in the course of performing the Study,
use in any capacity any person or
entity who has been Debarred.

-Institution and Investigator shall i)

Fakultni nemocnici Olomouc
Ceska republika
se sidlem |.P.Pavlova 185/6, 779 00
Olomouc

(dale jen ,ZDRAVOTNICKE
ZARIZENI*)

a

XXXXX
Neurologicka klinika
Fakultni nemocnice Olomouc
I.P.Pavlova 6
775 20 Olomouc

Ceska republika
(dale jen ,ZKOUSEJICI¥)

(Kazdy znich dale jen ,Smluvni
strana“ a spole¢né jen ,Smluvni
strany®)

Smiluvni strany se timto dohodly na
Upravé Smilouvy takto:

1. Zmény ¢lanku ,Vyloudeni z
cinnosti®: ,Vylou€eni z Cinnosti® ma
vyznam mu pfifazeny v PfisluSnych
pravnich predpisech. Zdravotnické
zarizeni a Zkousejici“ timto prohladuiji,
zarucuji a zavazuji se vici spole¢nosti
Actelion takto:

- ZkousSejici nebyl Vylouc€en z Cinnosti.

- Zdravotnické zafizeni a ZkouSejici
v pribéhu  provadéni  Klinického
hodnoceni nevyuZije v Zadné pozici
zadnou osobu ani subjekt, ktery/a
byl/a Vylou€en/a z €innosti.
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promptly notify Actelion in writing
upon becoming aware of any
Debarment as outlined in this Section
if or proceedings have been initiated
with respect to Debarment whether
each Debarment or initiation of
proceedings occurs during or after the
performance of the Study and i)
certify in writing that Institution,
Investigator and any persons or
entities involved in the Study have not
been Debarred, if requested by
Actelion in connection with any
certification Actelion may make to a
Regulatory Authority.”

2. Addition of “Equipment” clause:

“Actelion or a third party vendor, as
the case may be, owns and shall
retain all right, title and interest in and
to any equipment, materials, or
devices supplied to or purchased by
Actelion or the third party vendor for
Institution and/or Investigator to use in
the conduct of the Study (the
“‘Equipment”). Institution and
Investigator shall not use the
Equipment for any purposes except
for the performance of the Study as
set forth in the Protocol, and shall
restrict access to and use of the
Equipment to those members of the

- Zdravotnické zafizeni a ZkouSejici i)
urychlené pisemné uveédomi
spoleC¢nost Actelion, jakmile se dozvi
o jakémkoli VylouCeni z €innosti, jak
je tento vyraz definovan v tomto
Clanku, jestlize bylo zahajeno fizeni
souvisejici s Vylou€enim z ¢innosti, at
jiz VyloucCeni z €innosti nebo zahajeni
fizeni nastane v prubéhu provadeéni
Klinického hodnoceni nebo po ném, a
i) pisemné potvrdi, Ze Zdravotnické
zafizeni, ZkousSejici ani Zzadné osoby
nebo subjekty zapojené do Klinického
hodnoceni nebyly Vylou€eny
z Cinnosti, jestlize si  spoleCnost
Actelion vyzada toto potvrzeni v
souvislosti s jakoukoli  certifikaci
spole¢nosti  Actelion smérem Kk
Regulaénimu organu.*

2. Zmény ¢lanku ,Vybaveni*:

~opoleCnost Actelion, pfipadné jeji
nezavisly dodavatel vlastni a ponecha
si ve8kera prava, vlastnicka prava a
podily na jakémkoli vybaveni,
materialu nebo zafizenich, které
spoleCnost Actelion nebo nezavisly
dodavatel dodal/a nebo zakoupil/a pro
Zdravotnické zafizeni a/nebo
ZkousSejiciho pro ucely vyuziti v rdmci
provadéni Klinického hodnoceni (dale
oznaCované jen jako ,Vybaveni®).
Zdravotnické zafizeni a ZkouSejici
nevyuZziji Vybaveni pro Zadny jiny
ucCel, nez je provadéni Klinického
hodnoceni, jak je uvedeno Vv
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Study Personnel for whom such
access and use is required to conduct
the Study. Institution or Investigator
shall return the Equipment to Actelion,
the third party vendor or their
designee, in working order with
normal wear and tear expected, within
twenty (20) days upon the earlier of
the termination of the Agreement or
completion of the Study, as Actelion’s
reasonable expense. Return will occur
at the Institution’s address. If
Institution requests the donation of the
Equipment in writing within thirty (30)
days after early termination of this
Agreement or completion of the
Study, Actelion may at its own sole
discretion, transfer the ownership of
Actelion-owned Equipment to
Institution in the condition “as is”.

3. Addition of section “Data Privacy”:

For the purpose of the Agreement,
personal data shall mean any
information relating to an identified or
identifiable individual that is received
or processed by Institution and/or
Investigator in connection with the
Agreement (the “Personal Data”).

Protokolu, a omezi pfistup k tomuto
Vybaveni a jeho wuzivani na ty
Pracovniky podilejici se na klinickém
hodnoceni, ktefi k nému museji mit
pro ucely provadéni Klinického
hodnoceni pfistup a mozZnost je
uzivat. Zdravotnické zafizeni nebo
Zkousejici vrati v sidle zdravotnického
zarizeni Vybaveni spolecnosti
Actelion, nezavislému dodavatel
nebo jim jmenovanému zastupci, a to
ve funkénim stavu s ohledem na
bézné opotiebeni, do dvaceti (20) dnl
od ukonceni platnosti této Smlouvy,
pfipadné od dokonceni Klinického
hodnoceni, podle toho, co nastane
dfive, pficemz pfiméfené naklady na
toto vraceni hradi  spole¢nost
Actelion.. Jestlize si Zdravotnické
zarizeni pisemné vyzada do fficeti
(830) dnu od predCasného ukonceni
této Smlouvy nebo od dokonceni
Klinického hodnoceni darovani
Vybaveni, mize spolecnost Actelion
dle svého vlastniho uvazeni prevest
vlastnictvi ~ Vybaveni  spole€nosti
Actelion v aktualnim stavu na
Zdravotnické zafizeni.

3. Zmény c¢lanku ,Ochrana osobnich
udaja*:

Pro dcCely této Smlouvy znamena
vyraz osobni Udaje jakékoli informace
tykajici se identifikovaného nebo
identifikovatelného jednotlivce, které
obdrzi Zdravotnické zafizeni a/nebo
Zkousejici vV souvislosti s touto
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The Parties shall comply with the
applicable data protection principles.

In particular, Institution and
Investigator shall only process
Personal data pursuant to the

instructions provided by Actelion and
shall adopt the appropriate technical
and organizational security measures
in order to protect the Personal data
against accidental or  unlawful
destruction or accidental loss,
alteration, unauthorized disclosure or
access and against all other unlawful
forms of processing.

In case the Investigator is approached
by a subject with inquires and/or
requests related to his/her Personal

data, Investigator shall answer in
compliance with applicable data
protection laws. In case the

Investigator consults Actelion in this
regard, the Investigator shall ensure
that subject’s identity is not disclosed
to Actelion.

Smlouvou (dale oznaCované jen jako
,Osobni adaje”).

Smluvni strany dodrzuji
zasady ochrany osobnich

prislusné
udaju.

Zejména plati, ze Zdravotnické
zafizeni a ZkouSejici zpracovavaji
Osobni  ddaje pouze v souladu
s pokyny poskytnutymi spole¢nosti
Actelion a prijimaji prislusna
technicka a organizacné
bezpeCnostni opatreni, ktera zajisti
ochranu  Osobnich  udaju  proti
ndhodnému nebo  nezédkonnému
zniCeni  nebo nahodné  ztraté,
pozmeéneéni, neopravnénému
uvefejnéni nebo pfistupu a proti vSem
jinym nezakonnym formam
zpracovani.

V pfipadé, ze ZkousSejiciho oslovi

néktery subjekt sdotazy a/nebo
pozadavky souvisejicimi s jeho
Osobnimi udaji, reaguje ZkouSejici
v souladu s pfislusnymi zakony na
ochranu osobnich udaju. V pfipadé,
Ze se ZkouSejici dotaze na danou véc
spolecnosti Actelion, zajisti
ZkousSejici, aby totoznost Subjektu
nebyla spole¢nosti Actelion odhalena.

4. Addition of section “Anti-Bribery 4. Zmény ¢&lanku ,Protiuplatkaiska a
and Anti-Corruption”: protikorupéni opatreni*:
Institution and Investigator hereby Zdravotnické zafizeni a ZkouSejici

represent and warrant that neither
themselves nor their representatives,
including but not limited to the study
personnel, have offered, promised,

timto prohlasuji a zarucuji, ze zadny

znich ani Zadny jejich Zastupce,
zejména vcetné Pracovnikd
podilejicich se na klinickém
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given, authorized, solicited or
accepted any undue pecuniary or
other advantage of any kind (or
implied that they will or might do any
such thing at any time in the future) in
any way connected with this
Agreement, and that it has taken
reasonable measures to prevent
subcontractors, representatives or
any other third parties, subject to its
control or determining influence, from
doing so. Institution and the
Investigator shall immediately notify
Actelion in case they learn that any
activities related to the Study
constitute a violation of the applicable
anti-bribery and anti-corruption laws.”

5. Replacement: xxxxx Exhibit B of
the Agreement shall be amended and
fully replaced by the one attached
hereby as Annex 1.

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.

Done in 3 originals, each party having
received one original copy.

hodnoceni, nenabidl, nepfislibil,
neposkytl, neschvalil, nevyzadal ani
nepfijal zadnou nepfislusejici penézni
ani jinou odménu zadného charakteru
(ani nenaznadcil, Ze cokoli takového
kdykoli v budoucnu ucini nebo by
mohl ucinit) jakkoli souvisejici s touto
Smlouvou, a dale ze ucinil pfiméfena
opatfeni k tomu, aby zabranil svym
subdodavatelim, Zastupcim nebo
jakymkoli jinym tfetim osobam, které
jsou pod jeho kontrolou nebo
rozhodujicim vlivem, aby tak ucinili.
Zdravotnické zafizeni a ZkouSejici
okamzité uvédomi spole¢nost Actelion
v pfipadé, Ze se dozvi, Ze jakekoli
Cinnosti  souvisejici s Klinickym
hodnocenim  pfedstavuji  poruSeni
pfislusnych pravnich pfedpist proti
uplatkarstvi a proti korupci.*

5. Nahrazeni: xxxxx se Pfiloha B
Smlouvy méni a plné se nahrazuje
pfilohou, ktera se timto Dodatkem
pfipojuje ke Smlouvé jako Pfiloha 1.

Tento Dodatek je soucasti Smlouvy a
je  kni pfilozen. Kromé& zmén
uvedenych v tomto Dodatku zUstavaji
veskeré podminky Smlouvy piné
platné a ucinné.

Vyhotoveno ve tfech originalnich
vyhotovenich, znichz kazda ze
smluvnich stran obdrZi jeden original.
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ACTELION / Spoleénost ACTELION INSTITUTION / ZDRAVOTNICKE
ZARIZENI
By / Podpis:

By / Podpis:

Name / JIméno:

Name / Jméno:

Title / Funkce:

Title / Funkce:

Date / Datum:

Date / Datum:

ACTELION / Spoleénost ACTELION INVESTIGATOR / ZKOUSEJiCi
By / Podpis: By / Podpis:

Name / Jméno: Name / JIméno:

Title / Funkce: Title / Funkce:

Date / Datum: Date / Datum:
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Annex 1 Priloha 1

Exhibit B: Payment Schedule Priloha B: Harmonogram plateb

XXXXX XXXXX
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