AC-058B303 — OPTIMUM LT

AMENDMENT # 1

DODATEKE. 1

to the Clinical Trial Agreement

ke smlouvé o klinickém hodnoceni

This Amendment # 1 (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 €. 1 (dale jen ,dodatek”) Smlouvy o
klinickém hodnoceni (,smlouva“) je Gcinny k datu
uvefejnéniv Registru smluv Ceské republiky
(»datum Géinnosti*)

and is made by and between:

auzavira 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 nadmésti 329/1, 158 00 Praha 5 — Jinonice,
Czech Republic

ID Number: 27146928

VAT: CZ27146928

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

IC: 27146928

DIC: CZ27146928

entered in the Commercial Register kept by the | zapsanou v obchodnim rejstfiku vedeném M éstskym
Municipal Court in Prague, file number C 99837, | soudem v Praze, spisova znacka C 99837

represented by Vladimira Filipova, M.D., procurist | zastoupena MUDr. Vladimirou Filipovou, prokuristkou
(“Janssen”) (,Janssen®)

and a

Fakultni nemocnice Hradec Kralové

with registered offices at Sokolska 581, 500 05 Hradec
Kralové — Novy Hradec Krélové, Czech Republic
represented by : prof. MUDr. Vladimir Palicka, CSc., dr. h.
c., director

ID: No 00179906

Tax ID: CZ00179906

Account Name: Fakultni nemocnice Hradec Krélové
Account number: 24639511/0710

IBAN: CZ2307100000000024639511

Name of the Bank: Ceska narodni banka

Address of the Bank: Na Pfikopé 28, 115 03 Praha 1
SWIFT: CNBACZPP

Payment reference: bank account

(“Provider” or “Institution”)

Fakultni nemocnici Hradec Kralové

se sidlem na adrese Sokolska 581, 500 05 Hradec Krélové
— Novy Hradec Kralové, Ceska republika

Zastoupenou: prof. MUDr. Vladimirem Pali¢kou, CSc., dr.
h. c., feditelem

IC: 00179906

DIC: CZ00179906

Nézev Uctu: Fakultni nemocnice Hradec Kréalové

Cislo G¢tu: 24639511/0710

IBAN: CZ2307100000000024639511

Nazev banky: Ceska narodni banka

Adresa banky: Na Ptikopé 28, 115 03 Praha 1

SWIFT: CNBACZPP

Variabilni symbol: ¢éislo Gctu

(“Poskytovatel” nebo “Zdravotnické zafizeni”)
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and

a

Neurologicka klinika, Fakultni nemocnice Hradec
Kralové, Sokolska 581, 500 05 Hradec Krélové — Novy
Hradec Kralové, Czech Republic

(, Principal Investigator”)

Neurologicka klinika, Fakultni nemocnice Hradec
Kralové, Sokolska 581, 500 05 Hradec Kralové — Novy
Hradec Kralové, Ceska republika

(,ZkouSejici“)

Study number: AC-058B303

Cislo studie: AC-058B303

Study Drug: N

Hodnooeny pripravek: [

Protocol title: “Multicenter, non-comparative extension
to study AC-058B301, to investigate the long-term
safety, tolerability, and control of disease of ||
Il i subjectswith relapsing multiple sclerosis (RM S)”

Nazev protokolu : Multicentrické, nesrovnavaci rozsiteni
studie AC-058B301, hodnotici dlouhodobou bezpecnost,
snasenlivost a kontrolu onemocnéni pfipravkem

I . acientl s relabujici roztrousenou

skler6zou*”

EUdraCT number: 2016-004719-10

Cislo EudraCT : 2016-004719-10

Pracovisté studie: Neurologickd klinika, Fakultni
nemocnice Hradec Krélové, Sokolska 581, 500 05 Hradec

Kralové — Novy Hradec Kralové, Ceska republika

Pracovisté studie: Neurologickd klinika, Fakultni
nemocnice Hradec Krélové, Sokolska 581, 500 05 Hradec
Kralové — Novy Hradec Kralové, Ceska republika

W hereas, Actelion, Institution and Principal Investigator
have executed the Agreement on 09 July 2018.

Vzhledem k tomu,ze spole¢nost Actelion, zdravotnické
zafizeni a hlavni zkousejici uzavfeli smlouvu dne

9. Cervence 2018.

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

Vzhledem k tomu, zZe spolecnost Actelion uloZila
spolecnosti Janssen-Cilag s.r.0., Walterovo namésti
329/1, 158 00 Praha 5 — Jnonice, Ceska republika
provadét platby zdravotnickému

spolecnosti Actelion v souvislosti s touto studi.

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

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

1. Actelion has assigned to Janssen to perform all
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:

1. Soolecnost Actelion ulozila spole€nosti Janssen
provadét veskeré platby jménem spolecnosti Actelion v
ramci této smlouvy zdravotnickému zafizeni. Strany
proto chapou a souhlasi stim, Ze ke dni Gi¢innosti tohoto
dodatku budou vSechny platby v ramci této smlouvy
zdravotnickému  zafizeni provadény spolecnosti
Actelion prostiednictvim spolecnosti Janssen. Strany se
proto dohodly ke dni G¢innosti tohoto dodatku na tom,

ze:

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

(i) VSechny faktury budou zasilany na nasledujici
adresu:

Janssen-Cilag s.r.o.
P. O. Box 1358
111 21 Praha 1
Czech Republic

Janssen-Cilag s.r.o.
P. O. Box 1358
111 21 Praha 1
Ceska republika

(i)

company:

All invoices will be issued to the following

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

ID number: 27146928
VAT: CZ27146928

Czech Republic

(ii)

spolecnost:

V8echny faktury budou vystaveny na nasledujici

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

IC: 27146928

DIC: CZ27146928

Ceska republika

2. Section 3.1 (Obligations of Provider/ Investigator) is
extended asfollows:

2. Odstavec 3.1 (Povinnosti
Zkousejiciho) se doplfiuje nasledovné:

Poskytovatele /

Institution agree that eCRF shall be completed through
Principal Investigator within five (5) working days after
visit procedures have been completed or test resultsare

Zdravotnické zafizeni souhlasi stim, Zze zaznam eCRF
bude vyplnén prostiednictvim hlavniho zkousejiciho do

péti (5) pracovnich dnl od dokoncéeni postupl pfi
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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.

navstévé nebo od okamziku, kdy jsou k dispozici vysledky

testu, pokud neni vprotokolu uvedeno jinak.

Zdravotnické zafizeni také souhlasi stim, Ze do péti (5)
pracovnich dnd zodpovi prostfednictvim hlavniho
zkousejiciho pfijaté dotazy, pokud neni v protokolu

uvedeno jinak.

In the event Institution do not enter through
Principal 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
to,
screening/enroliment,

limited temporary suspension of

additional monitoring Vvisits,
consideration of site audit, and possible termination of

site participation in the Clinical Trial.

Pokud Zdravotnické zafizeni nezada prostfednictvim
hlavniho zkouSejiciho Udaje do zaznamu eCRF nebo
neodpovi na dotazy v Casovém rozpéti uvedeném vyse,
mUze spolecnost Actelion dle svého uvazeni ihned
podniknout napravné kroky. Tyto uUdkony mohou
zahrnovat mimo jiné docasné pozastaveni screeningu
nebo zapisu, dals$i monitorovaci navstévy, zvazeni auditu
pracovisté amozné ukonceni Ucasti pracovisté na

klinickém hodnoceni.

3. Adding of Section 13.12 [DATA PRVACY]

3. Pfidani Oddilu 13.12 [OCHRANA OSOBNiCH
UDAWN]]

13.12 Privacy and Data Security

13.12 Ochrana osobnich udaju a zabezpeéeni tidaja

13.12.1 Each party agrees that its collection, processing
and disclosure of any data relating to an identified or
identifiable individual (“Personal Information”) in
connection with this Agreement is and will be in
compliance with applicable data protection laws,
including, where applicable, the EU General Data
Protection Regulation (the “GDPR’), and that it has
obtained or will obtain all rights and consents necessary
the

Information. When collecting and processing Personal

to collect, process and disclose Personal
Information, the parties agree to take appropriate
measures to safeguard the Personal Information, to
maintain the confidentiality of Trial Subject related
health and medical information, to properly inform the
concerned data subjects about the collection and
processing of their Personal Information, to grant data
subjects their

Information, to address other data subject rights as per

reasonable access to Personal

13.12.1
shromazdovani,

Jednotlivé smluvni strany souhlasi, Ze

zpracovani asdélovani jakychkoliv

Gdajl tykajicich se identifikované ¢i identifikovatelné
osoby (,osobni informace®) v souvislosti s touto
smlouvou probihd a bude probihat ve shodé s platnymi
zédkony oochrané (dajl, podle potifeby vcetné
obecného nafizeni o ochrané udaji EU (,GDPR‘), a Ze
obdrzely nebo obdrzi véechna opravnéni a souhlasy
nezbytné ke shromazdovani, zpracovani a sdélovani
osobnich informaci. Smluvni strany souhlasi s tim, Ze pfi
shromazdovani azpracovani osobnich informaci
pfijmou vhodna opatfeni k ochrané osobnich informaci,
zachovani dlvérnosti informaci o zdravi alékarskych
informaci o subjektech hodnoceni, budou fadné
informovat dotyc¢né subjekty (dajl o shromazdovani
a zpracovani jejich osobnich informaci, poskytnou
subjektim (dajd pfiméfeny pfistup k jejich osobnim

informacim, budou vénovat pozornost dal§im pravim
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applicable law, and to prevent access by unauthorized
persons.

subjektl Gdajl v souladu splatnym zakonem a zabrani
v pfistupu neopravnénym osobam.

13.12.2 Institution  will appropriate

technical and organizational measuresto ensure a level

implement

of security for Personal Information processed in
connection with the Agreement that is appropriate to

the risk.

13.12.2 zarizeni uskutecni

odpovidajici technicka a organizacni opatfeni k zajisténi

Zdravotnické

takové Urovné zabezpecleni osobnich informaci

zpracovavanych v souvislosti stouto smlouvou, jaka
odpovida riziku.

13.12.3 Institution represents, warrants and
covenants that Personal Information related to Trial
Subjects, when supplied to Sponsor, will be

pseudonymized to replace any information that directly
identifies a Trial Subject with a subject identification
code. Institution will not provide Sponsor with the key
or code that enables Trial Subjects to be re-identified.
Institution through Principal Investigator will notify
Sponsor immediately if Institution and/or Principal
Investigator discovers that any Data (defined in Section
7.1) concerning Trial Subjects provided to Sponsor does
this
Principal Investigator will cooperate with all Sponsor

not satisfy requirement. Institution through

requests to mitigate any harm resulting from any such
disclosure of Data. In such an event, Institution through
Principal Investigator will deliver corrected Data to

13.12.3 Zdravotnické zafizeni vyjadfuje, zarucuje a
zavazuje se, Zze osobni informace tykajici se subjektu
hodnoceni, pokud jsou dodany zadavateli, budou
pseudonymizovany nahrazenim informaci, které pfimo
identifikuji subjekt hodnoceni, identifikacnim kédem
subjektu. Zdravotnické zafizeni neposkytne zadavateli
kli¢ nebo kéd, ktery umoznuje subjekty hodnoceniznovu
identifikovat. Zdravotnické zafizeni
prostfednictvim hlavniho zkousejiciho ihned vyrozumi
zadavatele, jestlize zdravotnické zatizeni a/nebo hlavni
zkousejici Zjisti, Ze tdaje (definované v bodé 7.1) tykajici

se subjektd hodnoceni poskytnuté zadavateli tento

pozadavek nesplniuji. Zdravotnické zatizeni
prostfednictvim hlavniho zkousejiciho bude
spolupracovat na uspokojeni v8ech poZadavki

zadavatele na zmirnéni Gjmy, ktera je dlsledkem

Spoonsor as promptly as possible at no extra expense to | takového  sdéleni  (dajd. Vtakovém pfipadé

Sponsor. zdravotnické zafizeni prostfednictvim hlavniho
zkousejiciho doda opravené Udaje zadavateli co nejdfive
bez dodatec¢nych vydaju.

13.12.4 In case of a breach of security leadingto | 13.12.4V pfipadé poruseni bezpecnosti vedouciho

the accidental or unlawful destruction, loss, alteration,
unauthorized disclosure of, or access to, Personal
Information data transmitted, stored or otherwise
processed

Principal Investigator will immediately after becoming

(“Privacy Incident”), Institution through
aware of a Privacy Incident notify Sponsor. Such
notification shall specify the nature of the Privacy
Incident, the categories and approximate number of
data subjects and Personal Information records
impacted by such Privacy Incident. Institution agrees to

fully cooperate with Sponsor, investigate and resolve

k neimysinému nebo nezdkonnému zniceni, ztréaté,

zméné, neopravnénému sdéleni nebo pfistupu

k osobnim informacim pfedavanym, uchovavanym nebo
jinak zpracovavanym (,incident tykajici se ochrany

osobnich Gdaja“) zdravotnické zafizeni

prosttfednictvim hlavniho zkousejiciho ihned po zjisténi
incidentu tykajiciho se ochrany osobnich Gdajl vyrozumi
Toto oznameni bude uvadét

zadavatele. povahu

incidentu tykajiclho se ochrany osobnich (dajd,
kategorie a pfiblizny pocet subjektl Gdajl a zaznamu
osobnich informaci dotlenych timto incidentem ty-

kajicim se ochrany osobnich (idajll. Zdravotnické zafizeni
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any such Privacy Incident and provide Sponsor any
information necessary to provide notifications.

souhlasi stim, Ze bude pIné spolupracovat se
zadavatelem, vySetfia vyresijakykolivincident tykajici se
ochrany osobnich (daji a poskytne zadavateli veskeré

informace nezbytné k poskytnuti oznameni.

13.12.5
respect to any data protection impact assessments

Institution agrees to fully cooperate with

and/or prior consultations that may be required with
respect to the processing of Personal Information under
the Agreement.

13.12.5 Zdravotnické zafizeni souhlasi stim, Ze bude
pIné spolupracovat, pokud jde o vyhodnoceni dopadu
a/nebo
konzultaci, které mohou byt vyzadovany v souvislosti se

zabezpedeni  (dajl pred uskutecnénim

zpracovanim osobnich informaci podle této smlouvy.

13.12.6
party, including any affiliate or subcontractor, as data

Institution shall not engage any third

processor (as defined under applicable data protection
law) for the performance of their respective activities
under this Agreement, without Sponsor’s prior written
approval. In the event Sponsor consents to such third
party data processor, Institution (i) shall be responsible
for ensuring that any permitted third-party data
processor complies with this Agreement, the applicable
dataprotection law and regulations, and (ii) shall be fully

liable to Sponsor for all actions of such third-party data

13.12.6
tfeti stranu vcetné pobocek nebo subdodavatell jako

Zdravotnické zafizeni nebude angaZovat

zpracovatele Udajl (jak jej definuje platny zékon o

zabezpeceni (dajl) za Ucelem provadéni jejich
pfislusnych cinnosti podle této smlouvy bez pfedchoziho
pisemného souhlasu zadavatele. V pfipadé, ze zadavatel
souhlasi se zapojenim zpracovatele Gdajl tfeti strany,
zdravotnické zatizeni (i) bude zodpovédné za zajisténi,
Ze povoleny zpracovatel (idaju tfeti strany dodrzuje tuto
smlouvu,_platné zakony apfedpisy pro zabezpeceni

Gdajq, a (i) budou vici zadavateli pIné odpovédni za

processors. vedkeré Cinnosti takovych zpracovatelll Udajd tretich
stran.
13.12.7 Personal Information related to Principal | 13.12.7 Osobni informace tykajici se hlavniho

Investigator and any investigational staff (e.g. name,
hospital or clinic address and phone number, curriculum
vitae) may be transferred to Johnson & Johnson’s One
Johnson & Johnson Plaza New Brunswick, New Jersey
08933 USA affiliates for purposes of drug monitoring,
implementation, documentation and control of clinical
trials, aswell asfor contactingthem and their respective
agencies around the world in case of other future
studies or investigations in which they may be involved.
The parties also agree to use Personal Information
provided by the Principal Investigator for managing
internal studies and ensuring that contact information is
contained in a faithful and complete way in other
systems, in compliance with this Section.

zkousejiciho a pfipadného zkousejiciho personalu (napf.
jméno, adresa nemocnice atelefonni islo, Zivotopis)
mohou byt pfedany pobockdm  spolecnosti
Johnson & Johnson, One Johnson & Johnson Plaza New
New Jersey 08933 USA za Gcelem
léku,

Brunswick,

monitorovani implementace, dokumentace
akontroly klinickych hodnoceni ataké kontaktovani
téchto osob nebo jejich pfislusnych agentur na celém
svété v pripadé dalsich budoucich studii nebo vyzkum{,
do kterych se mohou zapojit. Smluvni strany také
souhlasi stim, Zze budou pouzivat osobni informace
poskytnuté hlavnim zkousejicim pro Ucely fizeni
internich studii azajisténi toho, ze kontaktni Udaje
budou vérné auplné obsaZeny v ostatnich systémech

v souladu stimto bodem.
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13.12.8 Sponsor
Information to other affiliates of the Johnson & Johnson
respective agents
worldwide. Accordingly, Personal Information may be

may transmit  Personal

group of companies and their

transmitted to countries outside the FEuropean
Economic Area (EEA), such as the United States, which
the EU has determined currently lack appropriate
privacy laws providing an adequate level of privacy
protection. Notwithstanding the above, Sponsor and its
affiliates of the Johnson & Johnson group of companies
and respective agents will apply adequate privacy
safeguards to protect such Personal Information as
required in the EEA. Personal Information may also be
disclosed as required by individual regulatory agencies
or applicable law, such as to report serious adverse

13.12.8 Zadavatel muUze  predat  osobni
informace jinym pobockam skupiny Johnson & Johnson
a jejich prisludnym zastupclm na celém svété. V souladu
stim mohou byt osobni informace pfedavany do zemi
mimo Evropsky hospodarsky prostor (EHP), napf. do
Spojenych statd, o kterych EU rozhodla, Ze v soucasnosti
nemaji dostate¢né zdkony na ochranu osobnich Udaj,
které by zajistovaly odpovidajici Groven ochrany
osobnich Udajl. Bez ohledu na vy8e uvedené poufZiti
zadavatel ajeho pobocky skupiny Johnson & Johnson
a jejich pfrislusni zastupci uplatni odpovidajici opatreni
na ochranu osobnich Gdajl, aby tyto osobni informace
byly chranény tak, jak je to pozadovano v ramci EHP.
Osobni informace mohou byt také sdéleny na zadost
jednotlivych regulacnich Gradl nebo podle platného

events. zékona, napf. pro oznameni o zavaznych nezadoucich
pfihodach.
13.12.9 Sponsor has provided certain details | 13.12.9 Zadavatel poskytuje urcité podrobnosti tykajici

regarding its Personal Information handling practices,
concerning Personal Information related to Principal
Investigator and any investigational staff, including data
subject rights, in Annex D. Institution agrees to inform
through Principal Investigator all investigational staff
from who Personal Information is collected during the
course of the Clinical Trial in scope of this Agreement

se postupl nakladani s osobnimi informacemi ohledné
osobnich informaci tykajicich se hlavniho zkousSejiciho
a zkousejiciho persondlu véetné prav subjektd udajl
v pfiloze D. Zdravotnické zafizeni souhlasi s tim, Ze bude

prostfednictvim hlavniho  zkousejiciho  informovat

veskery zkousejici persondl, ktery se v prlabéhu

klinického hodnoceni podilel na shromazdovani

about Personal Information handling practices as | osobnich informacivrozsahu této smlouvy, o postupech

specified in Annex D. naklddani s osobnimi informacemi, jak je stanoveno
v pfiloze D.

4. Adding of section 13.13 [Healthcare Compliance | 4. Pfidani oddilu 13.13[Dodrzovani pravnich

with Anti-Corruption Laws and Foreign Corrupt
Practices Act (“FCPA”)], shall be amended by deleting it
in its entirety and replacing it with the following:

pfedpisti o boji proti korupci a zdkona o korupcnich
praktikach v zahranici (,,Foreign Corrupt Practices Act,
FCPA*) ze strany zdravotnickych subjekt{]

13.13. Compliance with Applicable Laws

13.13. Dodrzovani platnych zakonu

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

Smluvni strany souhlasi stim, Zze budou provadét toto
klinické hodnoceni a vést zdznamy a (daje béhem doby
platnosti této smlouvy apo ni vsouladu se vSemi
platnymi zédkonnymi aregulatnimi pozadavky ataké
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accepted conventionssuch asthe Declaration of Helsinki
and ICH-GCP guidelines.

sobecné pfijatymi konvencemi, napt. Helsinskou

deklaraci a pokyny ICH smérnice pro spravnou klinickou
praxi.

Institution and Principal Investigator acknowledge that
Sponsor and Janssen needsto assure that partners are
comply with Healthcare Compliance with Anti-
Corruption Laws and Foreign Corrupt Practices Act
(“FCPA”)

Zdravotnické zafizeni a Zkousejici berou na védomi, ze
Zadavatel a Janssen musi zajistit u svych partner(

dodrzovani zdravotnich predpisG v souladu s

protikorupénimi pravnimi predpisy a zdkonem o

zahrani¢nich korup&nich 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 regulationsapplicableto either one or all partiesof the
Agreement (collectively the “Anti-Corruption Laws”).

Zdravotnické zafizeni prohlasuje a zarucuje se, Ze ani on,
ani zadné z jeho pfidruzenych spolecnosti, ani zadny z
jeho feditell, vedoucich pracovnikll, zaméstnanc(, nebo
zastupcll a hlavni zkousejici (v8echny vy$e uvedené
subjekty, véetné pfidruzenych spolecnosti spole¢né dale
“zastupci zadavatele”) nebudou podnikat Ukony,
lokdlnich a/-nebo

jen
které by vyustily v poruseni
mezinarodnich protikorupénich zakond, predpisli nebo
narizeni, které by se mohly vztahovat na jednu nebo
vSechny smluvnistrany této smlouvy (dale souhrnné jako
»protikorupéni zakony*).

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 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

value,

violate Anti-Corruption Laws.

Zdravotnické zatizeni nesmi pfimo ani nepfimo provést

zaddnou platbu, ani nabidku ani pFedani ¢&ehokoli
hodnotného nebo souhlasit nebo pfislibit, ze uskutecni
jakoukoli platbu nebo nabidku nebo prevod Cehokoli
hodnotného ve prospéch vladniho Cinitele nebo statniho
zaméstnance, Cinitele politické strany, kandidata na
politickou funkci nebo jiné tfetistrané zdlvodu ovlivnéni
zadavatele a / nebo

rozhodnuti jeho podnikéni

zpUsobem, ktery by porusoval protikorupéni zakony.
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Institution and Institution’s Representatives have
their businesses in
the Anti-Corruption Laws,

Institution will have necessary procedures in place to

conducted and will conduct

compliance with and
prevent bribery and corrupt conduct by Institution
Representatives, which includes anti-corruption training.

Zdravotnické zafizeni a jeho zastupci provadi a budou

provadét svou obchodni ¢innost v souladu s
protikorupcnimi zédkony a budou postupovat podle
zavedenych postup(, které budou predchazet tplatk{m
a korup¢nimu jednani zastupcl Zdravotnického zafizent,

véetné skoleni zamérenych proti korupci.

Institution and Institution’s Representatives have
conduct their businesses in
the Anti-Corruption Laws,
Institution will have necessary procedures in place to
prevent bribery and corrupt conduct by Institution

Representatives, which includes anti-corruption training.

conducted and will

compliance with and

Zdravotnické zafizeni a jeho zastupci provadi a budou
souladu s
protikorupcnimi zédkony a budou postupovat podle

provadét svou obchodni ¢&innost v
zavedenych postup(, které budou predchazet tplatk{im
a korupénimu jednéani zastupcll Poskytovatele, vcetné

$koleni 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 recordsin 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

Zdravotnické zafizeni bude provadét ucinné interni
Gcetni kontroly a zajisti, Ze vSechny Gcetni operace
vztahujici se ke klinickému hodnoceni jsou fadné, upiné
a pravdivé zaznamenany v GCetnich knihach stejné jako
podplrna dokumentace vztahujici se k nim. Za Gcelem
doloZeni nebo ovéfeni tohoto ¢lanku maze byt
poskytovatel pozaddan zadavatelem o predlozeni a o
poskytnutitéchto zaznamu (finanénich i jinych) spoleéné
se souvztaznou podplrnou dokumentaci k nahlédnuti
Zadavateli, jeho auditorlm a jinym pracovnikim s

opravnénym pfistupem.

Notwithstanding any other provisions of the Agreement
if Institution failsto 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 Zdravotnické zafizeni nedodrzi nékterd z
ustanoveni tohoto ¢lanku, bude to povazovano za
podstatné poruseni nélezitosti smlouvy a pfi takovém
poruSeni ma zadavatel pravo vypovédét smlouvu s
okamzitym uacéinkem na zékladé pisemné vypovédi
zaslané zadavateli bez jakékoliv financni ¢&i jiné
odpovédnosti vyplyvajici z vypovézeni smlouvy a to bez

ohledu na ostatni ustanoveni smlouvy.
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5. The notice addressfor Actelion in the Agreement
shall be updated and revised as indicated below:

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

To Sponsor: ACTELION PHARM ACEUTICALSLTD

Attention: GTL/ GTM for AC-058B303 — OPTIMUM LT

Zadavateli: ACTELION PHARM ACEUTICALSLTD

Krukam: GTL/ GTM pro studii AC-058B303 — OPTIMUM
LT

Copy To: Jassen-Cilag s.r.o.

Attention: LTM for AC-058B303 — OPTIMUM LT
Walterovo namésti 329/1, 158 00 Praha 5 —

Jnonice, Czech Republic

V kopii pro: Jassen-Cilag s.r.o.

Krukam: LTM pro studii AC-058B303 — OPTIMUM LT
Walterovo namésti 329/1, 158 00 Praha 5 —

Jnonice, Ceska republika

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 provisionsof the Agreement except as specifically set
forth above.

VSechna vyse uvedend ustanoveni jsou U¢inna ode dne
Gcéinnosti. S vyjimkou ptipadl, které jsou zde vyslovné
stanoveny, zUstavaji v8echny ostatni podminky smlouvy
nezménény av plné platnosti a t¢innosti atento dodatek
nebude vykladan tak, Zze by ménil jakakoli ustanoveni
smlouvy nebo od nich upoustél, s vyjimkou ptipadu
uvedenych vySe.

This amendment is drawn up in the Czech language
version and in the English language version, with the
Czech language version prevailing.

Tento dodatek je vyhotoven v Ceském jazykovém znéni a
v anglickém jazykovém znéni, pficemz v pfipadé rozporu

mezi jednotlivymi verzemi bude rozhodujici Ceské

jazykové znéni.

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 zastupcl v niZze uvedenych
dnech, s G€innosti ke dni Gcinnosti, pfitemz kazda ze
stran potvrzuje pfijeti jednoho stejnopisu.

Appendices:
Annex D - Personal Information concerning Principal

Investigator and any Investigational Staff

Prilohy:
PfilohaD - Osobni informace tykajici se hlavniho
zkousSejiciho a zkousejiciho personalu
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On behalf of/ Za spole¢nost ACTELION PHARM ACEUTICALSLTD

Signature/ Podpis

Janssen-Cilag s.r.o.,
Represented by Vladimira Filipova, M.D., Authorized Signatory, GCO Country Head/
zastoupena M UDr. Viadimirou Filipovou prokuristkou, GCO Country Head

Done at Prague date 17. 2. 2021

On behalf of/ Za Fakultni nemocnice Haradec Kralové

Signature/ podpis

Executive Director/ reditel

Done at Hradec Krélové date/ Podepsano v Hradci Kralové dne 22. 2. 2021

On behalf of/ za I

Pl Signature/ Podpis ZkouS$ejiciho

Done at Hradec Kralové date/ Podepsano v Hradci Kralové dne 22. 2. 2021
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ANNEX D
Personal Information concerning Principal Investigator
and any Investigational Staff

PRILOHA D
Osobni informace tykajici se hlavniho zkousejiciho
a zkousejiciho personalu

This notice explains the personal information handling
practices of Janssen with respect to information about
Principal Investigator and any investigational staff. It
explains how Janssen collects personal information, and
with whom Janssen may share it. It also explains the
rights the Principal Investigator and any investigational
staff have with regard to this personal information. This
notice applies to all personal information, regardless of
whether the information is stored electronically or in
hard copy.

Toto oznadmeni vysvétluje postupy nakladani s osobnimi
informacemi spolecnosti Janssen ve vztahu k informacim
o hlavnim  zkouSejicim  a zkouSejicim  personélu.
Vysvétluje, jakym zplisobem spole¢nost Janssen
shromazduje osobni informace a s kym je spolecnost
Janssen muUZe sdilet. Rovnéz vysvétluje prava hlavniho
zkousejiciho a zkousejiciho persondlu tykajici se téchto
osobnich informaci. Toto ozndmeni se vztahuje na
v8echny osobni informace bez ohledu na to, zda jsou
informace uchovavany elektronicky nebo v tisténé
podobé.

This privacy notice should be provided by the Principal
Investigator to any investigational staff.

Toto ozndmeni o ochrané osobnich Gdaji musi byt
hlavnim zkouS$ejicim poskytnuto veskerému zkouS$ejicimu
personalu.

Privacy Notice — Principal Investigator and investigational
staff

Oznéameni o ochrané osobnich Gdajl — hlavni zkousejici
a zkou8ejici personal

Personal Information Collection

Shromazdovani osobnich informaci

Janssen, and agents processing personal information on
behalf of Janssen, collect and process personal
information about you. This information may come
directly from you, from the Institution that you are
affiliated with for purposes of this clinical research, or
from public or third-party information sources.

Sooleénost Janssen a zastupci zpracovavajici osobni
informace jménem spole€nosti Janssen shromazduji
a zpracovavaji osobni informace o vas. Tyto informace
mohou pochézet pfimo od vas, poskytovatele, pro kterého
pracujete pro Ucely tohoto klinického vyzkumu, nebo z
vefejnych zdroju informaci nebo zdroju informaci tfetich
stran.

The types of personal information that Janssen collects
depends on the role you have with Janssen and/or its
affiliates, as well as applicable laws, but may include the
following categories of information:

. Name;

. Contact information (e.g. address, telephone
number, e-mail address);

. Age and/or date of birth;

. Government identification number (if
applicable);

. Training and qualifications, including information

that you have a valid, active medical or professional
license, asapplicable, and isnot debarred by acompetent
health authority;

. Organizational or institutional affiliations;

. Professional programs and activitiesin which you
may have participated;

. Financial information relating to, among other

matters, compensation and reimbursement payments
for clinical trial activities;

. Engagement or interaction with Janssen or its
affiliates, or their products and services;

Typy osobnich informaci, které spoleCnost Janssen
shromazduje, jsou zavislé na roli, kterou zastavate vUci
spole€nosti Janssen a/nebo jejim pobockam, stejné jako
na platnych zdkonech, mohou vS8ak zahrnovat nasledujici
kategorie informaci:

. Jméno;

. Kontaktni Gdaje (tj. adresa, telefonni Cislo, e-
mailova adresa);

. Vék a/nebo datum narozenf;

. Cislo socialniho poji&téni (v pFipadé potfeby);

. Soleni a kvalifikace véetné informaci o tom, Ze

jste vlastniky platné, aktivni |ékafské nebo (pfipadné)
profesni licence a nejste kompetentnim zdravotnickym
Gradem vylouceni z vykonu ¢innosti;

. Spojeni s organizaci nebo poskytovatelem;

. Profesni programy a ¢innosti, kterych jste se mohli
Gcastnit;

. Finan¢ni informace tykajici se, mimo jiné, nahrad

a proplacenych plateb za cinnosti v ramci klinického
hodnoceni;
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. Information obtained via surveys and other
direct interactions with you.

. Zavazek vUCi spoleCnosti Janssen nebo jejim
pobockam nebo interakce s nimi nebo s jejich produkty a
sluzbami;

. Informace ziskané prostfednictvim prizkumi a
jinych pfimych interakci s vami

How Janssen Uses and Discloses Personal Information

Jak spole€nost Janssen vyuziva a sdéluje osobniinformace

Personal information about you will be processed for the
following purposesto meet Janssen’s and/or its affiliates’
obligations under applicable laws and regulations, and as
necessary to fulfill the Clinical Trial Agreement:

. To assessif you are suitable for acting as Principal
Investigator or investigational staff in relation to the
clinical trial;
. To provide training, and accessto tools and other
resources that may be required for the execution of the
clinical trial;

. To manage the clinical trial, including to monitor
and audit clinical trial activities;
. To prepare and submit regulatory filings,

correspondence, and communications to government
authorities concerning the clinical trial;

. To conduct safety reporting and
pharmacovigilance activities relating to the clinical trial;

. To publish results of the clinical trial as defined in
the Clinical Trial Agreement;
. To disclose payments and other transfers of

value to the institution, Principal Investigator or other
investigational staff in order to comply with transparency
reporting laws, including but not limited to the US
Physician Payments Sunshine Act and implementing
regulations, as well as industry codes of practice or
standardsto which Janssen and/or Janssen’s affiliates are
subject or

. As otherwise required under applicable law, or
necessary to fulfill the Clinical Trial Agreement.

Osobni informace o vas budou zpracovany pro nasledujici
Ucely, aby umoznily spinit povinnosti spolecnosti Janssen
a/nebo jejich pobocéek stanovené platnymi zakony a
predpisy a nezbytné ke splnéni smlouvy o klinickém
hodnoceni:

. K vyhodnoceni, zda jste zpUsobili k plsobeni jako
hlavni zkousSejici nebo zkouSejici personal v souvislosti s
klinickym hodnocenim;

. K poskytnuti Skoleni a pfistupu k néstrojim a
dal8im zdrojim, které mohou byt vyzadovany pro
uskutecnéni klinického hodnocent;

. K  fizeni  klinického  hodnoceni  vcetné
monitorovani a auditu ¢innosti klinického hodnocent;
. K pfipravé a predavani podani regulacnim

organim, korespondence a zprav statnim organtm
tykajicich se klinického hodnoceni;

. K podavani zprav o bezpecnosti a provadéni
Cinnosti farmakovigilance tykajicich se klinického
hodnoceni;

. Ke zverejnéni vysledkd klinického hodnoceni, jak
je definovano ve smlouvé o klinickém hodnoceni;

. Ke zvefejnéni plateb a dalSich prevodd hodnot
poskytovateli, hlavnimu zkouSejicimu a dalSimu
zkousejicimu personélu za ucelem dodrzeni souladu se
zakony o transparentnosti podavani zprav v€etné, mimo
jiné, zdkona USA o platbach poskytnutych Iékarim
(Physician Payments Sunshine Act) a provadécich nafizeni,
stejné jako s kodexy chovani a standardy odvétvi, kterym
podléha spolecnost Janssen a/nebo pobocky spolecnosti
Janssen nebo

. Jak je jinak pozadovano platnymi zakony nebo jak
je nezbytné ke spinéni smlouvy o klinickém hodnoceni.

Personal information about you will be processed for the
following purposes based on Janssen’s and its affiliates’
legitimate interest under law:

. To consider, from time to time, potential sites
and investigators for future clinical trials; and
. To conduct surveys, manage internal studies,

improve processes and practicesrelated to the execution
of clinical trials and other activities related to medical
research.

Osobni informace o vas budou zpracovany pro nasledujici
Gcely podle legitimnich zajm U spoleénosti Janssen a jejich
pobocek podle zakona:

. K (obCasnému) zvaZzeni moznych pracovist
a zkousejicich pro budouci klinicka hodnoceni; a
. K provadéni prlzkum, fizeni internich studii,

zlepSovani procesli a postupl tykajicich se vykonavani
klinickych hodnoceni a dalSich cinnosti tykajicich se
Iékarského vyzkumu.

To accomplish the abovementioned purposes, personal
information ismade available to:

. Other affiliates of the Johnson & Johnson Family
of Companies and their respective agents. A list of the

K dosazeni vy$e uvedenych cill jsou osobni informace
poskytnuty k dispozici:

. Dals$im pobockam rodiny spolecnosti Johnson &
Johnson a jejich pfislusnym zastupclm. Seznam pobocek
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affiliates is available at
http://www.investor.jnj.com/sec.cfm;

. Government Authorities and ethics committees
in jurisdictions around the world;

. Agents, such as contract research organizations
or other third-party service providers, processing
Personal Information on behalf of Janssen.

je k dispozici na adrese
http://www.investor.jnj.com/sec.cfm;

. Statnim organlim a etickym komisim v jurisdikcich
po celém svété;

. Zastupcim, jakymi jsou smluvni vyzkumné
organizace nebo dalsi poskytovatelé sluzeb tfetich stran,
ktefi zpracovavaji osobni informace jménem spolecnosti

Janssen.

Cross Border Transfer

Pfedavani pres hranice

Your personal information may be stored and processed
in any country where Janssen and its affiliates have
facilities or agents, including the United States. Some
non-European Economic Area (EEA) countries are
recognized by the European Commission as providing an
adequate level of data protection according to EEA
standards (the full list of these countriesis available here:
https://ec.europa.eu/info/law/law-topic/data-
protection/data-transfers-outside-eu/adequacy-
protection-personal-data-non-eu-countries_en. For
transfers from the EEA to countries not considered
adequate by the European Commission, Janssen has
ensured that adequate measures are in place, including
by ensuring that the recipient is bound by the EU
Standard Contractual Clauses, or hasimplemented an EU-
approved code of conduct or certification, to protect
personal information. You may obtain a copy of these
measures by contacting our EU Data Protection Officer in
accordance with the “Contacting Janssen” section below.

Vase osobni informace mohou byt uchovévany
a zpracovavany v zemi, kde ma spolecnost Janssen a jeji
pobocky sva zatizeni nebo zastupce, véetné USA. Nékteré
zemé, které nejsou Cleny Evropského hospodaiského
prostoru (EHP), jsou Evropskou komisi uznavany jako zemé
poskytujici dostateCnou Uroven zabezpeceni (dajl v
souladu se standardy EHP (Uplny seznam téchto zemi je k
dispozici zde: https://ec.europa.eu/info/law/law-
topic/data-protection/data-transfers-outside-
eu/adequacy-protection-personal-data-non-eu-
countries_en.) Za i¢elem pfedavani ze zemi EHP do zemi,
které nejsou Evropskou komisi povazovany za zemé
sdostateCnou Urovni zabezpeceni U(dajl, spolecnost
Janssen zajistila, Ze jsou zavedena dostate¢na opatreni
vCetné zajisténi, Zze je pfijemce vazan standardnimi
smluvnimi doloZzkami EU nebo zaved| kodex chovani nebo
certifikaci schvalené EU pro ochranu osobnich informaci.
Kopii téchto opatfeni muzete ziskat kontaktovanim
referenta ochrany dajl v EU podle bodu , Kontaktovani
spolecnosti Janssen® nize.

Data Subject Rights

Prava subjektu Udajd

If you would like to review, correct, update, restrict, or
delete personal information that Janssen may have in its
systems, or if you would like to request to receive an
electronic copy of your personal information for
purposes of transmitting it to another company (to the
extent these rights are provided to you by applicable
law), you may contact Janssen as specified in the
“Contacting Janssen” section. Janssen will respond to the
request in accordance with applicable law. Please note,
however, that certain personal information may be
exempt from requests pursuant to applicable data
protection laws, or other laws and regulations.

Pokud chcete zkontrolovat, opravit, aktualizovat, omezit
nebo vymazat osobni informace, které mlze spolecnost
Janssen uchovévat ve svych systémech, nebo pokud si
chcete vyzadat zaslani elektronické kopie svych osobnich
informaci za Ucelem jejich predani jiné spolecnosti (v
rozsahu téchto prav, které jsou vdm poskytnuty platnym
zdkonem), mlzete kontaktovat spole¢nost Janssen, jak je
popsano v bodé ,Kontaktovani spolecnosti Janssen.
Spolecnost Janssen bude na pozadavek reagovat v souladu
splatnym zakonem. Upozoriujeme vsak, Ze urcité osobni
informace mohou byt z pozadavk( vynaty na zakladé
platnych zékon(l o zabezpeceni (idajd nebo jinych zakonl
a predpisu.

Retention Period

Retencni obdobi

Janssen will retain your personal Information for as long
as needed or permitted considering the purpose(s) for
which it was obtained. The following criteria are used to
determine the proper retention period: (i) the length of
time Janssen has an ongoing relationship with you; (ii)
whether there is alegal obligation to which Janssen or its
affiliates are subject; and (iii) whether retention is

Soolecnost Janssen bude vase osobni informace
uchovavat tak dlouho, jak bude tfeba nebo jak je pfipustné
sohledem na Ucel(y), pro ktery (které) byly ziskany. K
uréeni ndlezitého retenéniho obdobi se uplatfiuji
nasledujici kritéria: (i) délka obdobi, po které trva vztah
spolec€nosti Janssen svami; (ii) zda existuje pravni zavazek,
kterému spole¢nost Janssen nebo jeji pobocky podléhaji;
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advisable in light of Janssen’s legal position (such as in
regard to applicable statutes of limitations, litigation, or
regulatory investigations).

a (iii) zda je uchovavani vhodné s ohledem na pravni pozici
spolecnosti Janssen (napf. co se tyka platnych zakonnych
Ihdt, soudnich spori nebo regulacnich Setreni).

Contacting Janssen

Kontaktovani spole¢nosti Janssen

Janssen ID No.: 27146928, which isthe data
Controller,can be contacted as specified below:
Walterovo namésti 329/1, Praha 5 - Jinonice, PSC 158 00
nebo elektronicky na e-mailovou adresu
infocz@its.jni.com You may also contact the Data
Protection Officer responsible for the relevant country or
region, if applicable, at emeaprivacy@its.jnj.com. In case
of contacting the Data Protection Officer, information
such as country location, as well as clinical trial
number/name should be included to allow the request to
be managed appropriately.

Spolecnost Janssen IC: 27146928

, ktera je spravcem vyse uvedenych osobnich Gdajd, lze
kontaktovat, jak je uvedeno nize:

Walterovo namésti 329/1, Praha 5 - Jnonice, PSC 158 00
nebo elektronicky na e-mailovou adresu
infocz@its.inj.com V pfipadé potieby muZete rovnéz
kontaktovat povérence pro ochranu osobnich Gdajl
zodpovédného za pfislusnou zemi nebo region na adrese
emeaprivacy@its.jnj.com. V  pfipadé kontaktovani
referenta ochrany Udaju je tfeba do pozadavku zahrnout
informace, jako je zemé a lokalita, stejné jako cislo/nazev
klinického hodnoceni, aby mohl byt pozadavek nélezité
vyfizen.

Lodging and Complaint with a Regulator

Podani stiznosti u regulatora

You may lodge a complaint with a supervisory authority
competent for your country or region. Contact
information can be located here:
http://ec.europa.eu/justice/data-protection/article-
29/structure/data-protection-authorities/index _en.htm

M Uzete podat stiznost u organu dozoru kompetentniho
pro vasi zemi nebo region. Kontaktni informace lze nalézt
zde: http://ec.europa.eu/justice/data-protection/article-
29/structure/data-protection-authorities/index_en.htm
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