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AGREEMENT SMLOUVA

on conducting a clinical study made in compliance

with the provision of § 1746, paragraph 2, Act No.
89/2012 Caoll., Civil Code, as amended and in

o provedeni klinické studie uzavfena dle ustanoveni
§ 1746 odstavec 2 zakona €. 89/2012 Sb., ob&ansky
zakonik, v platném znéni a dle zakona €. 378/2007 Sb.,

compliance with Act No. 378/2007 Coll. on
Pharmaceuticals, as amended

between

Actelion Pharmaceuticals Ltd
Gewerbestrasse 16
CH - 4123 Allschwil
Switzerland

(herein referred to as “ACTELION”)
and

Fakultni nemocnice u sv. Anny v Brné
with a place of busines at
Pekarska 664/53
656 91 Brno
Czech Republic

ID: 00159816
VAT ID: CZ00159816

represented by

MUDr- Martin Pavlik, Ph.D., DESA, EDIC Director

(herein referred to as “INSTITUTION?)

and

(herein referred to as “INVESTIGATOR”)

(jointly referred to as “the Parties”)

1. Purpose of this Agreement

o léCivech, v platném znéni

mezi

Actelion Pharmaceuticals Ltd
Gewerbestrasse 16
CH - 4123 Allschwil
Svycarsko

(dale ,ACTELION* nebo ,spole¢nost ACTELION®)
a
Fakultni nemocnici u sv. Anny v Brné
se sidlem
Pekafska 664/53
. 656 91 Brno
Ceska republika

IC: 00159816
DIC: CZ00159816

jednajici reditelem
MUDr. Martinem Pavlikem, Ph.D., DESA, EDIC

(dale ,ZDRAVOTNICKE ZARIZENI“)

(dale ,ZKOUSEJiCi*)
(dale spolec¢né ,smluvni strany*)

Ugel této smlouvy

1.1.  INVESTIGATOR is prepared to participate in 1.1.  ZKOUSEJICI je ochoten podilet se na nasledujici
the following ACTELION sponsored clinical
study: ACTELION:

klinické studii, jejimZ zadavatelem je spoleCnost
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I  Vulticenter, nor

comparative extension to study AC
058B301, to long-terr

safety, tolerability, and control of disease c

investigate the
ponesimod 20 mg in subjects wit
relapsing multiple sclerosis (RMS)”

(hereinafter referred to as the “Study”).

The Study will be conducted at INSTITUTION. 1.2.
INSTITUTION  will

facilities and equipment and will support the

provide appropriate
recruitment activities and conduct of the
Study at the INSTITUTION.

INSTITUTION represents and warrants that
it is a due and legitimate runner of a 1.3
pharmacy located at the INSTITUTION's
address. The INSTITUTION undertakes to
ensure receiving, taking over, checking,
storage and supply of the Study drug
through its above presented pharmacy in
Good

relevant

compliance with the terms of

Pharmaceutical Practice,
instructions of the State Institute of Drug
Control and may allow the physicial handling
of the Study drug only to persons duly
qualified for such performance. The study
drug will be delivered to the INSTITUTION's
pharmacy,
226/2008 Coll., as amended, in terms and

supplies so that the Study can be performed

pursuant to regulation No.

in a due and continuous manner according
to the terms set forth in the Protocol.
INSTITUTION undertakes to
keep records of any and all handling with the
Good

Pharmaceutical Practice and instruction’s of

record and

Study drug according to the

IV ulticentrické,

nesrovnavaci rozsSifeni studie AC-058B301,
hodnotici dlouhodobou bezpecénost, snasen-
livost a kontrolu onemocnéni pfFipravkem
ponesimod 20 mg u pacienta s relabujici
roztrousenou sklerézou

(dale jen ,Studie®).

Studie bude provadéna ve ZDRAVOTNICKEM
ZARIZENI, které poskytne vhodné prostory a
vybaveni a bude podporovat Cinnosti souvisejici
se ziskavanim uc¢astnikd a provadénim studie ve
ZDRAVOTNICKEM ZARIZENI.

ZDRAVOTNICKE ZARIZENI zavazné prohladuje,
Ze je fadnym a opravnénym provozovatelem
lékarny umisténé na adrese ZDRAVOTNICKE-
HO ZARIZENI. ZDRAVOTNICKE ZARIZENI se
zavazuje zaijistit pfijeti, prevzeti, kontrolu,
skladovani a vydej hodnoceného léciva prostred-
nictvim své vySe uvedené lékarny za podminek
spravné lékarenské praxe, pfislusnych pokyn(
Statniho ustavu pro kontrolu I€Civ a smi umoznit
zachazet s hodnocenym Ié€ivem pouze osobam
pro tuto €innost fadné kvalifikovanym. Hodnoce-
né légivo bude do Iékarny ZDRAVOTNICKEHO
ZARIZENI dodavano v souladu s vyhlaskou &.
226/2008 Sb., v platném znéni, v terminech a
dodavkach tak, aby Studie mohla byt provedena
fadné a plynule za podminek stanovenych
ZDRAVOTNICKE ZARIZENI se

zavazuje vést a uchovavat zaznamy o veSkerém

v Protokolu.

zachazeni s hodnocenym Iékem v souladu se
spravnou Iékarenskou praxi a pokyny spole¢nosti
ACTELION, budou-li takové, a na pozadani tyto

kdykoli pfedlozit jakou souc€ast studijni dokumen-
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ACTELION, if applicable, and submit such
records as part of the Study file to
ACTELION upon its request. Unused Study

drug to be returned to Actelion.

Expected number of patients enrolled into
the Study at INSTITUTION is ||}

n

Protocol

The protocol of the Study (hereinafter
“Protocol”) will be strictly adhered to and will
be performed under the supervision and
responsibility of INVESTIGATOR.

The Protocol (including any amendments
thereof) is an integral part of this Agreement
(Exhibit A). In the event of contradictions
between the Protocol and this Agreement, the
provisions of this Agreement shall prevail,
except in scientific matters, where the Protocol

shall take precedence.

Obligations of INVESTIGATOR
[INSTITUTION
INVESTIGATOR represents and warrants that

he/she is appropriately qualified and
experienced to conduct the Study in the
INSTITUTION in accordance with the Protocol
and by exercising due care, further that he/she
has been provided with the Protocol and the
Investigator’'s  brochure and other Study
related documents by ACTELION and that

tace spolec¢nosti ACTELION. Nepouzity hodno-
ceny lék bude vracen spole¢nosti ACTELION.

1.4. Predpokladany pocet pacientd, ktefi budou do
Studie ve ZDRAVOTNICKEM ZARIZENI zaraze-

ni, je [

I -
|
]

2. Protokol

2.1. Protokol Studie (dale ,Protokol”) bude pFisné
dodrZzovan a Studie bude podle tohoto Protokolu
provadéna pod dohledem ZKOUSEJICIHO, ktery
bude za dodrzovani protokolu zodpovidat.

2.2. Protokol je (vEetné veskerych dodatk() nedilnou
soucasti této smlouvy (Pfiloha A). V pfipadé
rozpord mezi Protokolem a touto smlouvou maji
pfednost ustanoveni této smlouvy, vyjma

védeckych zaleZitosti, kdy ma prednost Protokol.

3. Povinnosti ZKOUSEJICIHO/ ZDRAVOTNICKE-
HO ZARIZENI
3.1. ZKOUSEJICi zavazn& prohladuje, Ze je tadné

kvalifikovany a zku3eny k provadéni Studie ve
ZDRAVOTNICKEM ZARIZENI s odbornou pééi a
v souladu s Protokolem, Zze mu ACTELION
poskytnul Protokol a soubor dokumentt zkouS$eji-
ciho a dal$i dokumenty vztahujici se ke Studii, a

Ze se s témito dokumenty seznamil.
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he/she has familiarized himself with them.

INVESTIGATOR will conduct the Study in
accordance with the Protocol and all its future
amendments, if applicable, the approval of the
Study performance issued by the State
Institute for Drug Control and the statement of
the respective Ethics Committees, the ICH
Good Clinical Practice (hereinafter “GCP”),
health authority requirements as well as all
legislation in force in the Czech Republic .
Moreover, if requested by ACTELION,
INVESTIGATOR and/or INSTITUTION will
ACTELION in obtaining all

documentation required for compliance with

assist

FDA-specific requirements, whereby such

assistance and documentation to be in
accordance with valid Czech Republic

legislation at all times.

his/her
INVESTIGATOR will
efforts to assist ACTELION with a view to

function as [INVESTIGATOR,

provide his/her best
achieving the aims of this Agreement,
including, but not limited to, conducting the
Study in the Study period as outlined in the
Protocol.

ACTELION will ensure at its expense that
written approval for the Protocol as well as
any amendments thereto, the conduct of the
Study, the content of the patient information
sheet (as well as any amendment thereto),

and informed consent forms (as well as any

amendment thereto) from a properly
constituted Institutional Review
Board/Independent Ethics Committee

3.2.

3.3.

3.4.

ZKOUSEJICI bude Studii

s Protokolem a v8emi jeho budoucimi dodatky,

provadét v souladu

budou-li néjaké, s povolenim Statniho Ustavu pro
kontrolu léCiv a stanoviskem pfislusnych etickych
(dale
.GCP*), pozadavky Statniho ustavu pro kontrolu

komisi, pravidly spravné Kklinické praxe

[éCiv jakoz i veSkerymi pravnimi pfedpisy platnymi

na Uzemi Ceské republiky. Navic, bude-li to

spole¢nosti ACTELION vyzadano, budou
ZKOUSEJICI a ZDRAVOTNICKE ZARIZENI
spole¢nosti  ACTELION napomocni pfi ziskavani

veSkeré dokumentace potiebné pro dodrzeni

specifickych pozadavki FDA, pficemz takova
pomoc a dokumentace budou vzdy v souladu s

platnymi pravnimi predpisy Ceské republiky.

V ramci vykonu své funkce bude ZKOUSEJICI
vynakladat maximalni Usili k tomu, aby spole€nosti
ACTELION pomohl dosahnout cild této smlouvy,
véetné - nikoli vSak vyluéné - provedeni Studie

v hodnoticim obdobi stanoveném v Protokolu.

Pfed zahgjenim Studie stejné
ACTELION

aby byly ziskany pisemné

jako v jejim
pribéhu spoleénost na vlastni
naklady zajisti,
souhlasy s Protokolem a vSemi jeho dodatky,
zplsobem provadéni Studie, obsahem formulara,
informaci pro pacienta a informovaného souhlasu
(a vSemi jejich dodatky) od Fadné ustavené etické
komise zdravotnického zafizeni (dale eticka
komise), multicentrické etické komise a Statniho
ustavu pro kontrolu IéCiv, a to pfed zahajenim
Studie — vsouladu sterminy stanovenymi
Protokolem - stejné jako bé&hem celého trvani

této smlouvy. Tento souhlas musi obsahovat
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(hereinafter “IRB/IEC”) multicentric Ethics
committee and the State Institute for Drug
Control prior to the commencement of the
Study - in accordance with the timelines set
by the Protocol - as well as throughout the
duration thereof will be obtained. Such
approval must indicate the date it was given,
the name and signature of the Chairman or
Secretary of the IRB/IEC as well as the
names and professions/positions of the

members of the IRB/IEC.

INVESTIGATOR will obtain written informed
consent from each patient enrolling in the
Study prior to the commencement of any
Study procedure.ACTELION will provide the
INVESTIGATOR with the Informed Consent
Form well in advance. The Informed Consent
Form, the method of explanation to the
patient and the obtaining of their consent
ICH-GCP

legislation of the

have to comply with the

Guidelines, with valid
Czech Republic and/or the ethical principles
in the Declaration of Helsinki (then current
version), whichever represents the greater
protection for the individual. INVESTIGATOR
will only use patient information sheets and
informed consent forms approved by
ACTELION and by the IRB/IEC. The Parties
will adhere to all legislation in force in the
Czech Republic concerning Patient Privacy
legislation including legislation in force in the
Czech Republic related to data protection

laws.

INVESTIGATOR will forward any information,
which is foreseen to advertise the Study or
the Study to

encourage recruitment for

3.5.

3.6.

datum jeho vydani, jméno a podpis predsedy
nebo tajemnika pfisludné etické komise a jména

a profese/funkce ¢lenu této etické komise.

Pfed zahajenim jakéhokoli vykonu v ramci studie
ZKOUSEJICIi
souhlas od kazdého pacienta zafazeného do
ACTELION s dostateénym predstihem
dodd ZKOUSEJICIMU formuléF informovaného

Formular

ziska podepsany informovany

studie.
souhlasu. informovaného souhlasu,
zplUsob podani vysvétleni pacientovi a ziskani jeho
souhlasu musi byt v souladu se smérnicemi ICH-
GCP, s platnymi pravnimi predpisy Ceské repubili-
ky a/nebo etickymi zasadami stanoveny-
mi Helsinskou deklaraci v poslednim dopInéném
znéni, pficemz musi byt zvolen ten z uvedenych
postupll, ktery predstavuje vys$s8i miru ochrany
jednotlivce. ZKOUSEJICI bude pouzivat pouze
formulafe Informace pro pacienta a Informova-
ného souhlasu, které byly schvéleny spole€nosti
ACTELION a etickou komisi. Smluvni strany
budou dodrZzovat veskerou legislativu platnou na
Ceské

soukromi

uzemi republiky tykajici se ochrany
pacientd vCetné platnych pravnich
predpisti Ceské republiky tykajicich se ochrany

osobnich udaju.

ZKOUSEJICI  bude ACTELION

predem predkladat veskeré informace, které bude

spolec¢nosti

chtit pouzit k propagaci studie nebo k podporeni

oPTIMUM-LT/I 1 ripartite Clinical Trial Agreement/Trojstrana smlouva o klinickém
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ACTELION prior to its use. INVESTIGATOR
agrees to use the information only with the
prior written approval of ACTELION and after
IRB/IEC approval has been obtained.

All material provided to INVESTIGATOR or to
INSTITUTION for the purpose of carrying out
the Study (including, but not limited to, Study
drug and Study material) are supplied only for
the purpose of the Study and must not be
used for any other purpose. INVESTIGATOR,
or his/her delegate, is responsible for the
security and accountability of all material. At
the completion or early termination of the
Study, INVESTIGATOR will arrange to have
an accounting of all material provided by
ACTELION. Unless the material has to be
INVESTIGATOR for Study

such material shall be

retained by

documentation,
returned to ACTELION. However, the Parties
may agree to have such material disposed of
(including destruction of Study drug) in
accordance with ACTELION’s SOPs or in
Study

requirements.Any and all expenses incurred in

accordance with specific
connection with the supply, installation, and
return of the material shall be borne by
ACTELION. ACTELION undertakes to provide
for acceptance or removal of the material from
the Clinical Trial Site or provide for its disposal
at its own expense at the earliest possible and
convenient date. The costs of any and all
repairs and servicing of the borrowed material,
its common maintenance and the required
spare parts as well as the prescribed
checkups, inspections, and reviewing of the
be borne by ACTELION.

material shall

3.7.

ziskavani Ugastnikd studie. ZKOUSEJICI souhlasi
s tim, Ze tyto informace bude pouzivat pouze po
pfedchozim pisemném schvaleni spole¢nosti

ACTELION a po ziskani souhlasu etické komise.

Veskery material poskytnuty ZKOUSEJiCIMU
nebo ZDRAVOTNICKEMU ZARIZENI za ugelem
provadéni studie (v€etng, nikoli v3ak vyluéné
v€etné, hodnoceného IéCiveho pfipravku a
studijnich materialtl) bude dodan pouze pro ucely
studie a nesmi byt pouzivan k zadnému jinému
Ugelu. ZKOUSEJICI a/nebo jim povéfena osoba
zodpovida za zabezpeceni a inventarizaci veske-
rého materidlu. Po dokonceni studie nebo pfi jejim
ZKOUSEJICI
provedeni evidence vedkerého materialu poskytnu-
tého spolec¢nosti ACTELION. Pokud se nebude
jednat o material, ktery musi byt ZKOUSEJICIM

archivovan pro uc€ely dokumentace studie, ma byt

pfed€asnému ukoncéeni zajisti

tento material vracen spole¢nosti ACTELION.
Smluvni strany se vS8ak mohou dohodnout na tom,
Ze tento materidl bude zlikvidovan ¢i skartovan
(v€etné zni€eni hodnoceného IéCivého pfipravku) v
souladu se smérnicemi spolecnosti ACTELION
nebo v souladu se specifickymi poZzadavky studie.

ACTELION ponese veskeré vydaje v souvislosti s
dodanim, instalaci a vracenim materia-
lu. ACTELION se zavazuje, zZe zajisti prevzeti Ci
odvoz materialu z Mista vykonu klinického
hodnoceni &i zajisti jeho likvidaci na své naklady, a
to nejdfive jak to bude mozné a vhodné. Veskeré
opravy a servis zapUjéeného materialu, jeho
bé&Znou udrzbu a potfebné nahradni dily, jakozZ i
predepsané kontroly, prohlidky a revize materiélu
bude hradit spole¢nost ACTELION. ACTELION
neni povinen hradit opravu Vybaveni v pfipadé, ze
dojde k poskozeni Vybaveni z divodu nedbalosti

ZKOUSEJICIHO nebo  ZDRAVOTNICKEHO

oPTIMUM-LT/I 1 ripartite Clinical Trial Agreement/Trojstrana smlouva o klinickém
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ACTELION will not pay costs related to
repairs in the events resulting from negligence
or wilful misconduct by INVESTIGATOR or
INSTITUTION. At the time of delivery of the
devices to the INSTITUTION or the
INVESTIGATOR, an employee of the
Instrument Technology Department or the
Information Department (depending on the
type of the device) of the INSTITUTION must
be present, who shall be involved in the
drawing up of the delivery and acceptance
protocol and to which ACTELION shall deliver
any and all related documents (for instance,
the CE certificate and the instructions for

operation).

ACTELION provides equipment (hereinafter
“Equipment”) listed in Exhibit | to
INSTITUTION and/or INVESTIGATOR., The
Equipment shall remain the sole and
exclusive property of ACTELION or Third
Party Vendor as the case may be. The
Equipment shall be used exclusively by
INSTITUTION, INVESTIGATOR and/or the
designated Study Staff. The Equipment shall
only be used for the conduct of the Study in
accordance  with the Protocol and
ACTELION’s instructions.

INSTITUTION and INVESTIGATOR remain
responsible for the security and the use of
the Equipment with due care, and shall
return the Equipment in working order either
to the Third Party Vendor or to ACTELION
as the case may be. Any damage or loss of
the Equipment shall be compensated by
INSTITUTION and INVESTIGATOR if
caused by negligence or willful misconduct
of the INSTITUTION, INVESTIGATOR

ZARIZENI. Pfi predani pristroji ZDRAVOTICKE-
MU ZARIZENI nebo ZKOUSEJICIMU musi byt
pritomen pracovnik Oddéleni pfistrojové techniky
nebo Useku informatiky (dle typu pfistroje)
ZDRAVOTNICKEHO ZARIZENI, se kterym bude
sepsan predavaci protokol a kterému budou ze
strany spole¢notsi ACTELION pFedany veSkeré
souvisejici dokumenty (napf. certifikat CE a navod

k obsluze).

3.8 Spole¢nost ACTELION poskytne ZDRAVOT-
NICKEMU ZARIZENI a/nebo ZKOUSEJICIMU
zafizeni (dale jen ,zafizeni") uvedeno v pfiloze I.
Zafizeni zlstane vyhradnim majetkem spolec-
nosti ACTELION nebo daného Nezavislého
dodavatele. Zafizeni bude pouzivat vyhradné
ZDRAVOTNICKE  ZARIZENi, ZKOUSEJICI
a/nebo ureny studijni personal a bude pouziva-
no pouze k provadéni Studie v souladu s
Protokolem a s pokyny spoleénosti ACTELION.
ZDRAVOTNICKE ZARIZENi a ZKOUSEJICI
nadale odpovidaji za bezpelnost a za uZivani
zarizeni s fadnou péci, a vrati zafizeni ve
funkénim stavu bud Nezavislému dodavateli
nebo spolegnosti ACTELION. ZDRAVOTNICKE
ZARIZENi a ZKOUSEJICi nahradi veskerou
Skodu na Zafizeni nebo jeho ztratu v pfipadé, ze
byla zpusobena nedbalosti nebo Umysinym
protipravnim  jednanim  ZDRAVOTNICKEHO
ZARIZENI, ZKOUSEJICIHO a/nebo studijniho
personadlu. ZDRAVOTNICKE ZARIZENI a
ZKOUSEJICI timto berou na védomi, Ze néklady
zpusobené Skodou nebo ztratou jsou tvofeny

naklady na nahradu nebo opravu zafizeni.

oPTIMUM-LT/I 1 ripartite Clinical Trial Agreement/Trojstrana smlouva o klinickém
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and/or Study Staff. INSTITUTION and
INVESTIGATOR hereby acknowledge that
the cost in case of damage or loss shall
consist of the cost for replacement or repair.
ACTELION is obliged to provide manual in
Czech language and supporting
documentation especially Declaration of
Conformity according to law No. 268/2014
Coll., about medical devices and also the
latest Protocol from Safety Maintenance
Control according to applicable law (Safety

Maintenance Control Protocol).

During the term of the Study, INSTITUTION
and/or INVESTIGATOR shall be responsible
for immediately notifying ACTELION of any

malfunctioning Equipment.

If ACTELION has no further need for the
Equipment provided to INSTITUTION and
INVESTIGATOR and INSTITUTION
requests the donation of any Equipment in
writing within thirty (30) days after the
termination of this Agreement, ACTELION
may at its sole discretion, transfer the
ownership of the
INSTITUTION in the condition “as is”. Upon

transfer of ownership, any liability arising

Equipment to

from defects or faults of the Equipment is
waived. ACTELION shall not be liable for
any direct, indirect, or other damage,
resulting from the use of the Equipment. No
particular support, service or update in
connection with the Equipment is implied as
part of the donation. In accepting such
donation, INSTITUTION agrees to the

knowledge of these factors and hereby 3.9.

accepts the conditional donation.

ACTELION se zavazuje k pfistroji dodat navod k
obsluze v ¢eském jazyce a dalSi dokumentaci,
kterou vyzaduji pravni predpisy, zejména
prohlaseni o shodé dle zakona ¢&. 268/2014 Sb.,
o zdravotnickych prostfedcich, ve znéni pozdéj-
Sich predpisu a pfislusnych provadécich predpi-
sU a také nejaktualnéjsi protokol o provedeni
odborné udrzby ve smyslu zakona (protokol o
BTK)

ZDRAVOTNICKE ZARIZENI a/nebo ZKOUSEJICI
budou po dobu provadéni Studie odpovédni za to,
7ze budou okamzité informovat spole¢nost

ACTELION o jakékoli poruse na zafizeni.

Jestlize spoleCnost ACTELION jiz nebude
pottebovat zafizeni poskytnuté ZDRAVOTNICKE-
MU ZARIZENi A ZKOUSEJICIMU a ZDRAVOT-
NICKE ZARIZENI pozada pisemné do tficeti (30)
dnu pfed ukonéenim této Smlouvy o to, aby mu
bylo zafizeni darovano, muze spolec¢nost
ACTELION na zakladé vlastniho uvazeni prevést
ZDRAVOTNICKEMU ZARIZENI

zafizeni ve stavajicim stavu. Po pfevodu vlastnictvi

vlastnictvi

zanika veSkera odpovédnost vyplyvajici z vad
nebo poruch zafizeni. ACTELION nebude od
uCinnosti darovaci smlouvy odpovidat za zadnou
pfimou, nepfimou nebo jinou Skodu vyplyvajici z
uzivani zafizeni. Darovani nezahrnuje Zzadnou
konkrétni podporu, servis ani aktualizaci souviseji-
ci se zafizenim. Pfijetim takového daru ZDRA-
VOTNICKE ZARIZENI vyjadfuje souhlas s tim, Ze
jsou mu tyto faktory znamy, a timto pfijima takto

podminény dar.

ZDRAVOTNICKE ZARIZENi nebo ZKOUSEJiCi

budou udrzovat, uchovavat a fadné archivovat kopie

oPTIMUM-LT/I 1 ripartite Clinical Trial Agreement/Trojstrana smlouva o klinickém
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INVESTIGATOR INSTITUTION  will

maintain, retain and appropriately archive

or

copies of all electronic Case Report Forms
(“eCRFs”) as well as any other Essential
Documents (as defined by the GCP) in
accordance with any applicable rules and
the GCP
ACTELION’S instructions.

regulations, as well as

INSTITUTION and INVESTIGATOR agrees
to keep the medical records of patients
enrolled into the Study as well as all data
generated as a result of conducting the
Study, relevant source documents and any
other essential documents or materials as
required by the Study protocol (“Study Data”)
in a safe and secure location during conduct
of the Study and for the period of twenty-five
(25) years following completion of the Study.

The INVESTIGATOR and/or INSTITUTION
undertake to notify ACTELION immediately on
knowledge that an audit or inspection is
planned by any health authority or other
authorized body. INVESTIGATOR and/or
INSTITUTION  must

documentation pertaining to the Study for any

make available all

such audit or inspection.

ACTELION shall be entitled to demand that a
particular person is prevented from further
the
provided that ACTELION presents reasonable

participation in Study performance

grounds for such a demand.

Neither INSTITUTION nor any person

employed thereby in the performance of the

3.10.

3.11.

3.12

vSech elektronickych formulafd zaznamO o

(,eCFR®),

Podstatné dokumenty (dle definice GCP) v souladu

pacientech jakoz i vSechny ostatni
se vSemi pfislusnymi predpisy, GCP a pokyny

spole¢nosti ACTELION.

ZDRAVOTNICKE ZARIZENi a ZKOUSEJICi se
zavazuji uchovavat zdravotnické zaznamy pacientt
zafazenych do Studie, jakoz i udaje vytvofené
v disledku provadéni Studie, pfislusné zdrojové
dokumenty a veskeré ostatni podstatné dokumenty
nebo materialy vyzadované protokolem Studie (dale
jen ,Udaje o Studii‘) na bezpe¢ném a zabezpede-
ném misté bé&hem provadéni Studie a po dobu

dvaceti péti (25) let po jejim dokonceni.

ZKOUSEJICI a/nebo ZDRAVOTNICKE ZARIZENI
ACTELION

neprodlené na védomi, Ze jakykoli zdravotni nebo

se zavazuji, Ze daji spole€nosti
spravni organ planuje provedeni auditu nebo
kontroly. ZKOUSEJICi a/nebo ZDRAVOTNICKE
ZARIZENI musi pro jakykoli takovy audit nebo
veSkerou  dokumentaci

kontrolu  zpfistupnit

vztahujici se ke Studii.

ACTELION je opravnén poZadovat, aby nebylo
umoznéno vdalSi uc€asti na provadéni Studie
konkrétni osobé, pokud ACTELION pro tuto svou

zadost uvede pfiméfené divody.

ZDRAVOTNICKEMU ZARIZENI ani Zadné z osob,
ZDRAVOTNICKE  ZARIZENI

k provadéni Studie, nebylo odebrano opravnéni k

které pouziva
provadéni klinickych hodnoceni, nebyla diskvalifi-
kovana, ani ji nebylo zakazano provadét klinicka
hodnoceni, a ZDRAVOTNICKE ZARIZENI béhem

oPTIMUM-LT/I 1 ripartite Clinical Trial Agreement/Trojstrana smlouva o klinickém
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Study has been debarred, disqualified or
banned from conducting clinical trials and
INSTITUTION will not, during the term of this
Agreement, employ any debarred,
disqualified or banned person in connection
with any work on the Study. If at any time
after execution of this
INSTITUTION  becomes

INSTITUTION or

Agreement,
aware  that
any person employed
thereby is, or is in the process of being
debarred, INSTITUTION hereby certifies that
so notify ACTELION
immediately.

it will in  writing

Confidentiality

INVESTIGATOR and INSTITUTION will treat

as confidential any information (in tangible or

intangible form) received from ACTELION

and/or on ACTELION’s behalf and will make

no use of such information for any purpose

other than the conduct of the Study under

this Agreement,

a) unless such information is in the public
domain at the time of disclosure; or

b) unless such information becomes part of
the public domain after the time of
disclosure, except by breach of this
Agreement or breach by any third party
being under an  obligation  of
confidentiality to ACTELION; or

¢) unless such information is or was in the
possession of INVESTIGATOR and/or
INSTITUTION at the time of disclosure by

ACTELION as evidenced by written

doby platnosti této Smlouvy nezaméstna zadnou
osobu, které bylo odebrano toto opravnéni nebo
ktera byla takto diskvalifikovana nebo na ni byl
uvalen takovy zakaz, k provadéni jakychkoli praci
na Studii. Pokud se ZDRAVOTNICKE ZARIZENI
kdykoli po uzavfeni této Smlouvy dozvi, Zze jemu
samotnému nebo jakékoli osobé, kterou zameést-
nava, bylo odebrano toto opravnéni nebo je s ni
vedeno fizeni o odebrani tohoto opravnéni,
ZDRAVOTNICKE ZARIZENI timto potvrzuje, Ze o
tom bude okamzité pisemné informovat spole¢nost

ACTELION.

Ochrana davérnych informaci
ZKOUSEJIiCI a ZDRAVOTNICKE ZARIZENI

budou s veSkerymi informacemi (v hmotné i

nehmotné formé&) ziskanymi od spoleCnosti

ACTELION a/nebo v jejim zastoupeni nakladat

jako s duavérnymi informacemi a nebudou tyto

informace vyuzivat pro zadné jiné ucely kromé

Ucell pro vedeni Studie podle této smlouvy.

a) ledaze by takové informace byly v dobé ziskani
ve vefejném vlastnictvi, nebo

b) ledazZe by se takové informace po datu ziskani
staly soucasti informaci ve vefejném vlastnictvi,
vyjma pfipadu, Ze by se tak stalo porusenim
této smlouvy nebo porusenim smiuvnich povin-
nosti jakékoli tfeti strany zavazané micenlivosti
vUuci spole¢nosti ACTELION, nebo

c) ledaze by takové informace jiz v dobé poskyt-
nuti spoleCnosti ACTELION byly ve vlastnictvi
ZKOUSEJICIHO a/nebo ZDRAVOTNICKEHO
ZARIZENI, coz by bylo mozno dolozit pisem-
nymi zaznamy, pfi¢emz by do tohoto vlastnictvi
nebyly ziskany pfimo i nepfimo od spole¢nosti
ACTELION nebo od jakékoli tieti strany smluv-
né zavazané micenlivosti vi¢i spole¢nosti AC-
TELION, nebo

oPTIMUM-LT/I 1 ripartite Clinical Trial Agreement/Trojstrana smlouva o klinickém
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records and was not acquired directly or
indirectly from ACTELION or from any
other third party under an agreement of
confidentiality to ACTELION; or
d) unless such information is or was
developed by INVESTIGATOR and/or
INSTITUTION independently of receipt
hereunder, as shown by appropriate
proof; or

e) unless such information is required to be

disclosed by law, governmental
regulation, or court order; provided,
however, that INVESTIGATOR/
INSTITUTION shall use their best

efforts to provide ACTELION with
immediate notice thereof in order to

oppose or limit such disclosure.

Subject to Publication Clause contained
hereinafter, any data and/or results arising
Study
confidential information.

from the shall be considered

INVESTIGATOR and INSTITUTION will
the Study staff (i.e.
study coordinators,

ensure that sub-

investigators, study
nurses, etc.) (hereinafter “Study Staff’) is
bound by the

same obligations of

confidentiality.

The provisions of this Clause shall survive

termination of this Agreement.

Financial Terms

ACTELION will pay INSTITUTION and

4.2.

4.3.

4.4,

d) ledaze by takové informace byly prokazatelné
vysledkem vlastni &innosti ZKOUSEJICIHO
a/nebo ZDRAVOTNICKEHO ZARIZENI neza-
visle na jejich obdrzeni podle této smiouvy,
nebo

e) ledaze by takové informace bylo zapotiebi
poskytnout na zakladé ustanoveni zakona,
spravniho predpisu nebo nafizeni soudu, avSak
za predpokladu, Ze ZKOUSEJICi
ZDRAVOTNICKE ZARIZENI vynaloZi své nej-
lepsi Usili k tomu, aby spole¢nost ACTELION o

a/nebo

této situaci neprodlené uvédomili, a ta mohla
proti poskytnuti informaci podat odpor nebo

omezit jeho rozsah.

S vyhradou dolozky o zvefejhiovani obsazené
dale v této smlouvé, budou veskeré udaje a/nebo
vysledky majici plvod ve Studii povazovany za

ddvérné informace.

ZKOUSEJICI a ZDRAVOTNICKE ZARIZENI
zajisti, Ze personal ucastnici se Studie (tj. subin-
vestigatofi, koordinatofi, studijni sestry atd.) (dale
»studijni persondl”) bude vazan stejnou povinnosti

ml&enlivosti.

Ustanoveni tohoto d&lanku smlouvy zUstavaji

ucinna i po ukonceni této smlouvy.

Finanéni podminky
Spoleénost ACTELION zaplati ZDRAVOTNICKE-
MU ZARIZENi a ZKOUSEJICIMU ¢gastky stano-

vené vrozvrhu plateb obsazeném v Pfiloze B,

ktera je nedilnou soudasti této smlouvy. Céastky
stanovené v Pfiloze B zahrnuji vSechny poplatky a

naklady souvisejici s provadénim Studie (tj.

oPTIMUM-LT/I 1 ripartite Clinical Trial Agreement/Trojstrana smlouva o klinickém
hodnoceni_17Jan2018



- Page 12 of 12 —

INVESTIGATOR the amounts as set forth in
the payment schedule (Exhibit B), such Exhibit
B to be an integral part of this Agreement. The
amounts set forth in Exhibit B cover all Study-
related fees and costs (i.e. INVESTIGATOR
fees, INSTITUTIONal overhead costs, local
laboratory fees, pharmacy fee, IT costs, etc.),
unless explicitly stated otherwise in Exhibit B.
IRB/IEC costs are not included.

Payment will be made upon correct
completion of all eCRF pages, verification of
such pages by ACTELION monitor against
the source documents and satisfactory
resolution of any possible queries. In case of
serious non-compliance with the Protocol,
GCP, and/or
applicable

INVESTIGATOR, ACTELION has the right to

withhold part or all payments.

health authority and other

requirements by th
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honorafe  ZKOUSEJICIHO, reZijni  naklady
ZDRAVOTNICKEHO ZARIZENI, poplatky za
pouzivani mistnich laboratofi, platby Iékarne,

naklady na IT podporu, atd.), neni-li v Pfiloze B

vyslovné uvedeno jinak. N&klady souvisejici
s Cinnosti etické komise nejsou v téchto Eastkach

zahrnuty.

Platba bude provedena po spravném vyplnéni
vSech formulafi eCRF, ovéfeni téchto formulari
monitorem spole¢nosti ACTELION v porovnani se
zdrojovymi dokumenty a uspokojivém vyfizeni
vSech potencialnich dotazud. V pfipadé zavazného
nedodrzeni Protokolu, zasad GCP a/nebo poza-
davkd zdravotnich organl ¢&i jinych opodstatné-
nych pozadavkil ze strany ZKOUSEJICIHO ma
ACTELION pravo na pozdrzeni ¢asti plateb nebo
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to use Electronic Data Capturing system
“EDC”) in accordance to any written 5.8. ZKOUSEJICi/ZDRAVOTNICKE ZARIZENI timto

—

specification and instructions provided by potvrzuji, ze maji v drzeni vSechnu a jakoukoliv
ACTELION if those wont be in conflict with potfebnou infrastrukturu k pouziti EDC.  Dale
applicable Czech law and INSTITUTION ZKOUSEUJICi / ZDRAVOTNICKE ZARIZENI zajisti,
internal regulations Ze takova infrastruktura bude k dispozici b&éhem
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INVESTIGATOR/INSTITUTION

confirms to be in the possession of any and all

herewith

infrastructure necessary for the use of EDC.
Moreover, INVESTIGATOR/INSTITUTION will
ensure that such infrastructure is available
throughout the duration of Study (i.e., until
acceptance of the final Study report by
ACTELION), especially in order to fully meet

the Study timelines.

INVESTIGATOR/INSTITUTION will ensure to
have appropriate procedures and measures in
place in order to ensure controlled access to
the physical and electronic resources used in
connection with the EDC. Especially, such
procedures and measures must be adequate
to prevent any violation of any applicable
patient privacy CZ legislation and/or applicable

data protection laws.

After acceptance of the final Study report by
ACTELION, ACTELION will the
INVESTIGATOR/INSTITUTION with a pdf-
version of all e-CRFs completed by the
INVESTIGATOR/INSTITUTION for archiving.

provide

Monitoring and Audits by ACTELION

6.1. The Study will be monitored by ACTELION or

the designated CRO. Its representatives will
be allowed access to all information resulting
from this Study and ACTELION or the
designated CRO will have an unrestricted right
Study
ACTELION or the designated CRO has to

to use generated information.

celého trvani Studie (t.j. do schvaleni Zavérecné
Zpravy o Studii spole¢nosti ACTELION), zejnéna
proto, aby bylo mozné plné dodrzet harmonogram
Studie.

5.9. ZKOUSEJICi/ ZDRAVOTNICKE ZARIZENI zajisti

zavedeni pfislusnych postupl a opatfeni s cilem
zaijistit kontrolovany pfistup fyzickych a elektronic-
kych zdroji pouzivanych v souvislosti s EDC.
Zejména tyto postupy a opatieni musi byt pfimére-
né, aby se zabranilo jakémukoliv poruSeni vSech
platnych pravnich pfedpisli o ochrané soukromi
pacienta a / nebo platnych zakont CR na ochranu

osobnich udajl .

5.10 Po schvaleni Zavére¢né Zpravy o Studii spole¢nosti

6.1.

ACTELION, spole¢nost ACTELION poskytne
ZKOUSEJICIMU / ZDRAVOTNICKEMU ZARIZENI
pdf. verze
ZKOUSEJICIM/ ZDRAVOTNICKYM ZARIZENIM

pro potfeby archivace.

vSech vyplnénych stranek eCRF

Monitoring _a audity provadéné spolecnosti
ACTELION

Pribéh Studie bude monitorovan spolecnosti

ACTELION nebo ji ustanovenou smluvni vyzkum-
nou organizaci (,CRO"). Jejich zastupcim bude
umoznén pfistup ke vSem informacim vzeSlym
ztéto Studie a spoleCnost ACTELION nebo ji
ustanovena CRO budou mit 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 ZARIZENi pfistup k
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have access according to INSTITUTION’s
local ethical guidelines to laboratory test
reports, Source Data (as defined by the GCP)
and any other patient records needed to verify

the entries on the eCRF.

ACTELION may appoint individuals who are
independent of the Study to conduct audits.
INVESTIGATOR and/or INSTITUTION must
make available all documentation pertaining to
the Study for any such audit.

ACTELION shall be obliged to inform the
INSTITUTION (Clinical Trials Department) of
the dates of scheduled initiation and monitor-
ing visits by email to the address
I / CTELION shall be obliged to
inform the INSTITUTION of such data at least
three day before the
ACTELION agrees that in the event of need,

scheduled visit.

another authorized employee of the INSTITU-
TION shall be present during such visits in
addition to the INVESTIGATOR.

Liability and Indemnification

ACTELION assumes liability for and will
indemnify and hold
INVESTIGATOR, INSTITUTION, Study Staff

and affiliated, participating hospitals from and

harmless

against any and all injuries, including death,
that occur to Study patients whenever a
causal relationship can be established
between the event and the Study procedure or
the Study drug if the following can be

demonstrated:

6.2.

vysledkim laboratornich vySetfeni, zdrojovym
datim (definovanym podle GCP) a jakymkoli
dals$im zaznamUm o subjektu hodnoceni, které
k ovéfovani zaznaml ve

budou potiebné

formularich CRF.

Spolec¢nost ACTELION mdze jmenovat nezavislé
osoby, které budou povéfeny provadénim auditd
Studie. ZKOUSEJICI a/nebo ZDRAVOTNICKE
ZARIZENI musi dat pro uéely jakéhokoli takového
auditu k dispozici veSkerou dokumentaci vztahuijici
se ke Studii. ACTELION je povinen informovat
ZDRAVOTNICKE ZARIZENI (Oddéleni klinickych
studii) o datech planovanych iniciacnich, uzavira-
cich (tzv. close-out) a monitorovacich navstév, a to
na adresu |G 1.
je Spolec¢nost ACTELION povinna
ZDRAVOTNICKEMU  ZARIZENI
alespori 3 dny pfed planovanou navstévou.
Spole¢nost ACTELION souhlasi, ze se téchto
navstév bude v pfipadé potfeby ucastnit kromé
ZKOUSEJICIHO i povéfeny pracovnik
ZDRAVOTNICKEHO ZARIZENI.

e-mailem
informaci

poskytnout

dalsi

Odpovédnost a odSkodnéni

Spole¢nost ACTELION se zavazuje nahradit Ujmu
na zdravi v€éetné smrti, ktera vznikne subjektim
hodnoceni v disledku Gc€asti v klinickém hodno-
ceni, kdykoli bude mozno zjistit pfi¢inny vztah
mezi udalosti a postupem pouzitym pfi Studii
nebo hodnocenym lécivym pfipravkem, a k uhradé
této Ujmy, ke které bude povinen ZKOUSEJICI,
ZDRAVOTNICKE ZARIZENI a studijni personéal a
pridruzena zu€astnéna zdravotnicka zafizeni,
pokud bude mozno prokazat nasledujici skutec-
nosti:

a) Udalost byla zplsobena hodnocenym IéCivym

pfipravkem, pficemz hodnoceny léCivy pfipra-
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a) The event resulted from the Study drug,
provided that the Study drug was
administered according to the Protocol.

b) The event arose in association with the
use of comparative substances used
legitimately as part of the Protocol.

c) The event occurred as a consequence of
diagnostic procedures performed
according to the Protocol.

d) The event resulted from therapeutic or
diagnostic measures legitimately required
as a consequence of unexpected events
caused by the Study drug, by

comparative substances, or by diagnostic

procedures called for by the Protocol.

ACTELION is not liable for events that occur
solely as a consequence of the underlying

illness of the Study patient.

Moreover, ACTELION shall not be liable for
events resulting from diagnostic or therapeutic
measures not specifically required by the
Protocol, or for events resulting from
negligence (including failure to act according
to accepted medical practice, or to comply
strictly with the Protocol or the terms of this
Agreement), or wilful misconduct of
INVESTIGATOR, INSTITUTION, Study Staff

or any other involved and/or related clinical

staff and facilities. In such event,
INSTITUTION and INVESTIGATOR shall
assume liability and indemnify and hold

harmless ACTELION and/or its affiliates.

7.2.

7.3.

7.4,

vek byl podavan podle Protokolu.
b) Udalost

srovnavacich pfipravkd, jejichz podavani bylo

nastala v souvislosti s pouzitim
odlvodnénou soucasti Protokolu.
¢) Kudalosti doslo v dusledku pouziti diagnostic-

kych vykont provadénych podle Protokolu.

d) Udalost byla zplsobena terapeutickymi nebo
diagnostickymi opatfenimi, jejichz provedeni
bylo odlivodnéné a potfebné v disledku neo-
¢ekavanych Gc¢inka zkoumaného pfipravku,
srovnavacich pfipravk nebo diagnostickych

postupli poZzadovanych Protokolem.

Spole¢nost ACTELION nenese odpovédnost za
udalosti, ke kterym dojde vyluéné v dusledku

zakladniho onemocnéni subjektu hodnoceni.

ACTELION

odpovédnost za udalosti zplsobené diagnostic-

Mimoto spole¢nost nenese
kymi nebo terapeutickymi opatfenimi, ktera nejsou
vyslovné pozadovana Protokolem, nebo za
pfipady zplsobené nedbalosti (vCetné jednani
VvV rozporu s uznavanymi lékafskymi postupy nebo
jakéhokoli nedodrZeni Protokolu ¢€i podminek této
smlouvy) di
ZKOUSEJICIHO, ZDRAVOTNICKEHO ZARIZENI,

studijniho  personalu

védomé nespravnym pocinanim

nebo jakéhokoli jiného
spolupracujiciho a/nebo spfiznéného klinického
personalu &i zdravotnického zafizeni. V takovém
pfipadé prebiraji odpovédnost ZDRAVOTNICKE
ZARIZENI a ZKOUSEJICI, ktefi nahradi $kodu a
ujmu vzniklou spole¢nosti ACTELION a/nebo jejim

pfidruZzenym spole€nostem.

Narok na uvedenou nahradu Skody poskytnutou
spole¢nosti ACTELION bude navic mozno uplatnit

pouze tehdy, budou-li spinény nasledujici podmin-
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This Indemnity provided by ACTELION shall

further apply as follows:

a) ACTELION is to be informed as soon as
possible of any complaint, action or suit of
proceeding giving rise to the right of
indemnification, and INVESTIGATOR and
INSTITUTION agree to co-operate fully
with  ACTELION in

disposition of all such cases.

the defence or

b) ACTELION will be permitted, at its costs
and discretion, to handle and control the
defence or dispositon of all such

cases.However Actelion is not authorized to

acknowledge Institution’s or Investigator’s
failure without the prior written consent of
the Institution regarding the Third parties

claims.

c) No case will be settled without the prior
written consent of ACTELION.

Insurance
ACTELION hereby represents that pursuant
to the provisions of Section 52 of Act No.
378/2007 Coll,, on

amended and supplemented, it has purchased

Pharmaceuticals, as

liability insurance for the Investigator and the
Sponsor for the entire term of the Study,
through which insurance also indemnification
shall be provided for in the event of decease
of a subject of the trial or indemnification in the
event of damage to the health of a subject of

the trial as a consequence of the conducting of

8.2.

ky:

a) Spole¢nost ACTELION ma byt co nejdfive
informovana o jakékoli stiznosti, zalobé nebo
soudni pfi, ze kterych vyplyva pravo na nahra-
du Gjmy, pficemz ZKOUSEJICi a ZDRAVOT-
NICKE ZARIZENI souhlasi s tim, Ze spole¢nos-
ti ACTELION ve vSech takovych pfipadech
poskytnou plnou soucdinnost pfi obrané proti
nebo postupu ve v§ech takovych pfipadech.

b) Spole¢nosti ACTELION bude umoznéno, aby
na vlastni naklady a dle vlastniho uvazeni vedla
obranu nebo rozhodovala o postupu vSechny
takové pfipady stim vS8ak, Zze se spole¢nost
Actelion neni opravnéna bez predchoziho pi-
semného souhlasu Zdravotnického zafizeni pfi
vyfizovani narok( tfetich stran pfiznat pochy-
beni Zdravotnického zafizeni €i ZkouSejiciho.

c) Zadny pripad nebude urovnan bez predchoziho

pisemného souhlasu spole¢nosti ACTELION.

Pojisténi

ACTELION prohlaSuje, ze vsouladu sust. §52
zak. €. 378/2007 Sb., o léCivech, ve znéni pozdéj-
Sich predpisl, zajistii na celou dobu provadéni
studie pojisténi odpovédnosti za 3kodu pro
zkouS$ejiciho a zadavatele, jehoZ prostfednictvim je
zajisténo i oddkodnéni v pfipadé smrti subjektu
hodnoceni nebo v pfipadé Skody vzniklé na zdravi
subjektu hodnoceni v disledku provadéni studie.
ZDRAVOTNICKE ZARIZENI prohladuje, Ze ma dle
§ 45 odst. 2 pis. n) zakona &. 372/2011 Sb., o
zdravotnich sluzbach uzavienu pojistnou smlouvu
na pojisténi odpovédnosti za Skodu zplsobenou
pfi poskytovani zdravotni péle. Tato pojistna
smlouva je uzaviena v zakonem pozadovaném
rozsahu a neobsahuje pojisténi odpovédnosti za
Skodu klinického

zplUsobenou pfi provadéni

hodnoceni. Dle § 45 odst. 2 pis.n) zakona &.
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9.3.
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such Study.

INSTITUTION represents that pursuant to the
provisions of Section 45 (2) (n) of Act No.
372/2011 Coll,, on health services, it has

concluded an insurance policy for liability

insurance for damage caused in providing of 9

health care. Such insurance policy has been
entered into to the extent required by law and
contains no liability insurance for damage
caused during the conductance of the Clinical
Trial. Pursuant to the provisions of Section 45
(2) (n) of Act No. 372/2011 Caoll., such insur-
ance shall be concluded for the entire period
of time during which the INSTITUTION

provides health care.

Publication
In accordance with standard editorial and
ACTELION

publication (including, but not limited to,

ethical practice, supports

manuscripts, abstracts, posters etc.) of

Study results in reputable scientific and

medical journals and at scientific
conferences.
ACTELION shall co-ordinate the

presentation and publication of the Study
results, in collaboration with the Steering or

Publication Committee of the Study, if any.

Any and all publications (including, but not
limited to, manuscripts, abstracts, posters
etc.) must fulfil the following prerequisites:

a) the Study was conducted in compliance

with the Protocol; and

9.2.

9.3.

372/2011 Sbh. musi byt pojisténi uzavieno po celou
dobu, po kterou zdravotnické zafizeni poskytuje

zdravotni péci.

Zverejiiovani

V souladu se standardni vydavatelskou a etickou
praxi poskytne spole¢nost ACTELION podporu pfi
zvefejiovani (v€etné, nikoli vSak vyluéné vcetné,
rukopisu, abstrakt, sdéleni atd.) vysledkd studie
v uznavanych védeckych a |ékarskych Casopisech

a na védeckych konferencich.

ACTELION  bude

prezentaci a zvefejhovani vysledkd studie ve

Spole¢nost koordinovat
spolupraci s fidicim nebo publikaénim vyborem

studie, bude-li tento zfizen.

Vedkeré publikace (v€etn&, nikoli v8ak vyluéné

véetné, rukopisl, abstrakt, sdéleni atd.) musi

splfiovat nasledujici nezbytné pfedpoklady:

a) studie byla provadéna v souladu
s protokolem,

b) navrhovana publikace uvadi veSkeré zaveéry
v souladu s platnymi statistickymi postupy a

metodami interpretace vysledku a

c) autorstvi a posudky splfuji kritéria stanovené

Mezinarodnim vyborem vydavateld Iékaf-
skych periodik (ICMJE). Podle téchto smérnic
je pfiznani autorstvi zaloZzeno pouze na kritéri-
ich, kterymi jsou (i) podstatné pfispéni pfi
vytvareni koncepce a navrhu nebo pfi shro-

mazdovani dat nebo pfi analyzovani a inter-
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b) the proposed publication states any
conclusions relative to valid statistical
techniques and interpretations; and

¢) authorship and acknowledgements follow

established by the

International Medical

Journal Editors (ICMJE). According to

these guidelines, authorship credit is

the criteria

Committee  of

based only on (i) substantial contribution
to concept and design, or acquisition of
data, or analysis and interpretation of
data;

(i) drafting or revising the

manuscript for essential intellectual
content; (iii) approval of the final version
to be published and (iv) agreement to
be accountable for all aspects of the
work in ensuring that questions related
to the accuracy or integrity of any part of
the work are appropriately investigated
and resolved. All four aforementioned
criteria must be fulfilled. Consistent with
these and major journal guidelines, those
individuals who meet all authorship
criteria should be named as authors and
should be

acknowledged elsewhere, if appropriate.

those who do not
It is understood that enrolment of patients
into the Study and/or data collection,
alone, is not adequate to qualify for

authorship.

9.4. Multicenter studies may only be published in

their entirety and not as individual center
data. Notwithstanding the foregoing, in the
event that (i) the multi-center study has been
terminated prior to completion and no joint
is to be made, or

publication (i) no

publication of the study results has been

9.4.

pretaci dat, (ii) vypracovani nebo recenzovani
rukopisu s podstatnym mysSlenkovym obsa-
hem, (iii) schvaleni kone¢né verze uréené ke
zvefejnéni a (iv) souhlas s tim, zZe autor pone-
se odpovédnost za vSechny aspekty dila pfi
zajiStovani fadného pfezkoumani a vyfeSeni
otazek souvisejicich s pfesnosti nebo pravosti
dila.

v8echna Ctyfi vySe uvedena kritéria. Ve sho-

vesSkerych Casti Spinéna musi byt
dé stémito a dalS§imi zasadnimi vydavatel-
skymi smérnicemi by jako autofi mély byt
uvadény ty osoby, které spliuji vSechna krité-
ria pro pfiznani autorstvi, a pfipadné ty osoby,
jejichz autorstvi nebude uznano jinde. Pfitom
se ma za to, ze samotny vybér a zafazovani
pacientll do studie a/nebo samotné shromaz-
dovani dat nejsou dostateéné predpoklady
pro pfiznani autorstvi.
Multicentrické studie smeéji byt zvefejiovany
pouze v celém rozsahu a nikoli jako data shro-
mazdéna v jednotlivych centrech. Nehledé na
toto pravidlo smi ZDRAVOTNICKE ZARIZENI
alnebo ZKOUSEJICI

vysledky studie a/nebo data ziskana v ramci

zvefejnit své vlastni
dil€ich studii definovanych v protokolu v pfipadé,
Ze (i) multicentricka studie bude pred&asné
ukontena a nema se uskuteCnit zvefejnéni
souhrnnych vysledk( nebo (ii) do 12 mésiclt od
podepsani zavérecné zpravy o studii spole¢nosti
ACTELION nedojde ke zvefejnéni

studie a sou€asné nebude projednavano zadné

vysledki

navrhované zvefejnéni s fidicim nebo publikag-

nim vyborem, a to za pfedpokladu, Ze:

a) ZDRAVOTNICKE ZARIZENI a/nebo ZKOUSE-
JICi vyda jednozna&né prohlaseni, Ze studie
provadéna ve ZDRAVOTNICKEM ZARIZENI

byla soucasti multicentrické studie a uvede
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made within 12 month of signature of the
final Study report by ACTELION and no
proposed publication is under discussion by
the Steering or Publication Committee,
INSTITUTION and/or INVESTIGATOR may
publish his/her/its own study results and/or
data on sub-studies defined in the Protocol,

provided that:

a) INSTITUTION and/or INVESTIGATOR
clearly states that the study conducted
at INSTITUTION was part of a multi-
center study and shall reference the

multi-center publication, if any; and

b) INSTITUTION and/or INVESTIGATOR
clearly states that the data presented in
the publication represents a subset of
the total data collected in the multi-
center study, and shall state the
percentage of the total data and the
related reduction of statistical power;
and

c) INSTITUTION and/or INVESTIGATOR
clearly states that the interpretation of
the data in the publication represents
the view of INVESTIGATOR and not of
any other investigator participating in
the multi-center study; and

d) INSTITUTION and/or INVESTIGATOR
clearly states that the data interpretation
and conclusions of INVESTIGATOR in
the publication from the INSTITUTION
and/or INVESTIGATOR applies only to
the data collected at the INSTITUTION;
and

e) the prerequisites of Sub-Clause 9.3 are

given.

9.5.

odkaz na zvefejnéni zahajeni multicentrické
studie, pokud toto bylo provedeno,

b) ZDRAVOTNICKE ZARIZENI a/nebo ZKOUSE-
JICI vyda jednoznaéné prohlaseni, ze udaje
pfedlozené v jeho publikaci pfedstavuji pod-
mnozinu Udaji shromazdénych v pribéhu celé
multicentrické studie a uvede procentualni podil
na celkovém objemu Udajl a souvisejici snize-
ni sily statistické analyzy,

c) ZDRAVOTNICKE ZARIZENI a/nebo ZKOUSE-
JICI vyda jednoznaéné prohlaseni, Ze interpre-
tace udaju v jeho publikaci predstavuje nazor
ZKOUSEJICIHO a nikoli

jiného vyzkumného pracovnika podilejiciho se

nazor kteréhokoli

na provadéni multicentrické studie,

d) ZDRAVOTNICKE ZARIZENI a/nebo ZKOUSE-
JICI vyda jednoznaéné prohlaseni, Ze interpre-
tace udaju a zavéry ZKOUSEJICIHO uvedené
v publikaci vydané ZDRAVOTNICKYM ZARI-
ZENIM a/nebo ZKOUSEJICIM se tykaji pouze
udaji shromazdénych ve ZDRAVOTNICKEM
ZARIZENI, a

e) jsou splnény nezbytné piedpoklady podle
podclanku 9.3.

Ridici a publikaéni komise, bude-li ustanovena,
jakoz i ZKOUSEJICi a/nebo ZDRAVOTNICKE
ZARIZENI souhlasi s tim, Ze jakoukoli zamyslenou
publikaci obsahujici vysledky studie (v€etné, nikoli
vS8ak vyluéné vcetné, rukopisu, abstrakt, sdéleni
atd.), at' individualni nebo multicentrické, predlozi
spolegnosti ACTELION vZdy nejméné Sedesat (60)
dnu pfed predanim vydavateli nebo jakékoli treti
osobé. Béhem tohoto obdobi v délce Sedesati (60)
ACTELION pisemné
pozadat o to, aby fidici a publikacni komise, bude-
li ustanovena, nebo ZKOUSEJICI a/nebo ZDRA-

dnd muze spole¢nost
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The Steering or Publication Committee, if
any, INVESTIGATOR and/or
INSTITUTION agree to submit any intended

publication (including, but not limited to,

as well as

manuscripts,  abstracts, posters etc.),

whether individual or multi-center, to
ACTELION at least sixty (60) days prior to
submission to a publisher or disclosure to
any third party. Within this sixty (60) day
period, ACTELION may request in writing
that the Steering or Publication Committee, if
any, or INSTITUTION
INVESTIGATOR delay such publication in

order to protect the potential patentability of

and/or

any invention/improvements  described
therein. Moreover, ACTELION shall notify
the Steering or Publication Committee, if
any, or INSTITUTION
INVESTIGATOR of any comments to the

proposed publication as well as comments

and/or

on data interpretation and/or conclusions
and the Steering or Publication Committee, if
any, INSTITUTION and/or INVESTIGATOR
shall consider in good faith any changes
reasonably requested by ACTELION. 1t is
understood that no confidential information —
other than data and results, which may be
published as set forth in this Clause - and/or
ACTELION’s
shall be

information on proprietary

rights published  without

ACTELION’s prior written consent, such
consent not to be unreasonably withheld or

delayed.

Notwithstanding aforestated, ACTELION may

9.6.

9.7.

VOTNICKE ZARIZENI takovou publikaci pozdrzeli
a umoznili tak zajisténi potencialni patentové
ochrany jakéhokoli vynalezu / zlep$eni popsaného
v pfislusnych podkladech.
ACTELION uvédomi fidici a publikaéni komisi,
bude-li ustanovena, nebo ZKOUSEJICIHO a/nebo
ZDRAVOTNICKE ZARIZENI o jakychkoli pfipo-

minkach k navrhované publikaci jakoz i o pfipo-

Mimoto spole¢nost

minkach Kk interpretaci dat a/nebo k zavérum,
nacez Fidici a publikaéni komise, bude-li ustanove-
na, nebo ZKOUSEJICI a/nebo ZDRAVOTNICKE
ZARIZENI veskeré zmény opravnéné pozadované
spolec¢nosti ACTELION v dobré vife zvazi. Pfitom
se ma za to, Zze bez predchoziho pisemného
ACTELION

zvefejnény zadné dlvérné informace - kromé

souhlasu  spole¢nosti nebudou
udaju a vysledka, které sméji byt zverejnény podle
ustanoveni tohoto &lanku - a/nebo informace ve
ACTELION,

pficemz udéleni takového souhlasu nema byt

vyluéném vlastnictvi spole€nosti

neodlGivodnéné odepfeno nebo pozdrzeno.

Nehledé na vySe uvedena ustanoveni smi
spole¢nost ACTELION z ¢lankl volné citovat za
pfedpokladu, Ze pfitom bude uvadét védecky zdroj
udaji (napf. védecka konference nebo védecky

Casopis).

ZKOUSEJICI a ZDRAVOTNICKE ZARIZENI
udéluji spole€nosti ACTELION vyluéné pravo na
uvadéni odkazd na jakékoli publikace ZKOUSEJi-
CiHO a/nebo ZDRAVOTNICKEHO ZARIZENI
vytvofené v souvislosti se Studii a na vyuzivani
téchto publikaci za ucelem podporeni zadosti o
registraci nového |écivého pfipravku, predklada-
nych spolec¢nosti ACTELION nebo jejim jménem
jakémukoli

regulanimu organu, a spole¢nost

ACTELION si toto pravo vyhrazuije.
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freely quote from articles, provided that the
scientific source of data (e.g. scientific

conference or scientific  journal) is

mentioned.

INVESTIGATOR and INSTITUTION grant to
ACTELION, and ACTELION the
exclusive right of reference to and use of any
publications of INVESTIGATOR
INSTITUTION made in connection with the
Study in support of new drug applications
submitted by or on behalf of ACTELION to

any regulatory authority.

retains,

and/or

Without INVESTIGATOR’s
INSTITUTION’s prior written consent, such

consent not to be unreasonably withheld,

and/or

ACTELION may not make reference, either
directly or indirectly, in any commercial
activities (e.g.
INVESTIGATOR’s, INSTITUTION’s, or any

of the Study Staff's names or use the same

advertisements etc.), to

as recommenders of the quality, efficacy,
and/or safety of the finished product and/or

drug.

INSTITUTION and INVESTIGATOR will
ensure that adequate provisions are in place
with the Study Staff in order to guarantee

compliance with this Clause.

Intellectual Property Rights

Any data and results arising from this Study
shall be the exclusive property of ACTELION.

9.8.

9.9.

10.
10.1.

10.2.

Bez pfedchoziho pisemného souhlasu
ZKOUSEJICIHO ZDRAVOTNICKEHO

ZARIZENI, pfi¢emz takovy souhlas nema byt

a/nebo

neodlvodnéné odepfen, nesmi spole¢nost
ACTELION pfi jakychkoli komerenich €innostech
(napf. v inzerci atd.) zmifovat, at' pfimo &i nepfimo,
jméno ZKOUSEJICIHO, nazev ZDRAVOTNICKE-
HO ZARIZENI nebo jméno kteréhokoli z &len(i
studijniho personalu ani tato jména ¢&i nazvy
vyuzivat k doporucovani kvality, u¢innosti a/nebo
bezpecnosti kone¢ného produktu a/nebo Iécivého

pFipravku.

ZKOUSEJiCi a ZDRAVOTNICKE ZARIZENI zajisti
prijeti odpovidajicich opatfeni, ktera zarudi, ze se
ustanovenimi tohoto ¢lanku bude fidit také veskery

studijni personal.

Prava k predmétiim dusevniho vlastnictvi

Veskera data a veSkeré vysledky vzeSlé ztéto
Studie budou ve vyluéném vlastnictvi spole€nosti
ACTELION.

Pokud by vtéto Studii
vynalezy / zlepSeni, bude spole¢nost ACTELION
opravnéna, aniz by tim ZKOUSEJICIMU a/nebo
ZDRAVOTNICKEMU ZARIZENI vznikl narok na

dalsi platbu, podat patentové pfihlasky vlastnim

meély puvod jakékoli

jménem, pfi¢emz se uvedené vynalezy a zlepSeni
stanou a zUstanou vylu¢nym vlastnictvim spolec-
nosti ACTELION. ZKOUSEJICi a ZDRAVOTNIC-
KE ZARIZENI
ACTELION

podporu, ktera bude nezbytna k ziskani jakychkoli

souhlasi stim, Ze spole€nosti

poskytnou veSkerou vyZzadanou
patentd, v€etné vyhotoveni pravnich listin. Pfitom
se ma za to, ze jakékoli zvefejnéni bude pozdrze-

no, dokud nebude podana prislusna patentova
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Should any inventions/improvements result
from this Study ACTELION shall be entitled,
without further payment to INVESTIGATOR
and/or INSTITUTION, to file in its own name
patent applications, and the said inventions
and improvements will become and remain
the property of ACTELION.
INVESTIGATOR and INSTITUTION agree to
ACTELION with all

assistance

exclusive
provide requested
necessary for obtaining any
execution  of

that

patents, including legal

documents. It is understood
withheld

application is filed.

any

publication is unti a patent

These obligations shall continue beyond the
termination of this Agreement and shall be
binding upon the INVESTIGATOR’s and/or
INSTITUTION’s
administrators and other legal representatives.
INSTITUTION and INVESTIGATOR will

ensure that adequate provisions are in place

assigns, Successors,

with the Study Staff in order to guarantee

compliance with this Clause.

Transparency

INSTITUTION and INVESTIGATOR confirm
and give hereby their consent that ACTELION
may disclose any terms and conditions of this
Agreement and in particular the identity of the
INSTITUTION and the INVESTIGATOR (such
as name, address, person in charge) to
governmental authorities and to the public by
any medium irrespective of the territory,
provided that such disclosure shall be required

by applicable laws, governmental regulations

10.3.

11.
111

pfihlaska.

Tyto povinnost zUstavaji v platnosti i po ukonéeni

této smlouvy, pfiéemz budou zavazné i pro

nabyvatele prav, pravni nastupce, spravce
pozlstalosti a dalSi zakonné zastupce ZDRA-
VOTNICKEHO ZARIZENi a ZKOUSEJICIHO.
ZDRAVOTNICKE ZARIZENI a ZKOUSEJICI zajisti
prijeti odpovidajicich opatfeni, ktera zaruci, ze se
ustanovenimi tohoto ¢lanku bude fidit také veskery

studijni personal.

Transparentnost
ZDRAVOTNICKE ZARIZENi a ZKOUSEUJICI timto

potvrzuji a davaji svij souhlas s tim, ze ACTELI-
ON muze zpfistupnit jakékoli
smlouvy a zejména identitu ZDRAVOTNICKEHO
ZARIZEN| a ZKOUSEJICIHO (udaji jako je jméno,

adresa, odpovédna osoba) statnim organim a

podminky této

zverejnit je jakymkoli zpisobem bez ohledu na
Uzemi za predpokladu, ze takové zvefejnéni je
poZadovano pfislusnymi pravnimi  predpisy,
vladnimi nafizenimi a/nebo pokyny ¢&i guideliny
EFPIA v ramci pfislusného uzemi.

Actelion bere na védomi, Ze v souladu s platnymi
pravnimi predpisy Ceské republiky, ZDRAVOT-
NICKE ZARIZENI
smlouvu a jeji pfipadné dodatky v Registu smluv.
Jakeékoli
smlouvé nebudou publikovany. Za zvefejnéni této
smlouvy je odpovédné ZDRAVOTNICKE ZARI-
ZENI. Pokud ZDRAVOTNICKE ZARIZENi

smlouvu nezvefejni v zakonné Ihité tficeti (30)

je povinné zvefejnit tuto

davérné informace Actelionu v této

tuto

dnu, toto bude povazovano za poruseni dohodody
a v pfipadé nezbytnosti mize byt tato Smlouva

zvefejnéna spoleCnosti  Actelion dle platnych
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and/or orders and EFPIA guidelines in the
respective territory.

Actelion acknowledges that, with regard to
applicable local law, the INSTITUTION is
obliged to publish this Agreement and its
amendments (if any) in the Register of

contract. Any Confidential Information of
Actelion, as per this Agreement, will not be
subject to such publication. The INSTITUTION
is responsible for the publication of this
Agreement. If the Institution fails to publish this
Agreement within the statutory time limit of
thirty (30) days, that would consitutte a breach
and ACTELION, if

necessary, will take care of such publication in

of the Agreement

accordance with applicable local law.

Term and Termination

This Agreement is entered as of the date of
the last signature of the Parties and is effective
on day of publication in Contract register and
shall remain in effect for the duration of the
Study (i.e. until acceptance of the final report
by ACTELION).

This Agreement may be terminated by either
Party for good reason (e.g. patient safety) at
any time by giving one month prior written
notice to the other Party. For the purposes
hereof the INSTITUTION the
INVESTIGATOR shall represent one Party.

and

INVESTIGATOR agrees that during the term
of this he/she
ACTELION of any conflicting mandates with

Agreement will  notify

third parties in writing and ACTELION may
decide to accept such situation or not. In the
ACTELION has the

negative, right to

12.
12.1.

12.2.

12.3.

12.4.

pravnich predpisti Ceské republiky.

Trvani a ukonéeni

Tato smlouva je uzaviena od data pfipojeni
posledniho podpisu smluvnich stran a stave se
uginnou okamzikem zvefejnéni této smlouvy
v Registru smluv, zUstane v platnosti po dobu
trvani Studie (t. do prijeti zavére¢né zpravy
spole¢nosti ACTELION)..

Tato smlouva muGze byt kteroukoli ze smluvnich

stran kdykoli ze =zavazného dudvodu (napf.
zddvodu bezpeénosti pacientl) ukonéena
podanim pisemné vypovédi s jednomésicni

vypovédni dobou druhé strané. Pro ucely tohoto
ustanoveni predstavuji ZDRAVOTNICKE ZARI-
ZENI a ZKOUSEJICI jednu stranu.

ZKOUSEJICI souhlasi s tim, Ze b&hem trvani této
smlouvy bude spole¢nost ACTELION pisemné
informovat o jakychkoli kolidujicich zmocnénich
udélenych tfetimi stranami a spole¢nost ACTELI-
ON se muze rozhodnout, zda takovou situaci bude
akceptovat Ci nikoli. Rozhodne-li se spole€nost
ACTELION, Ze je pro ni takova situace nepfijatel-
na, ma pravo ukoncit tuto smlouvu vypovédi ve
Ihaté uréené spolecnosti ACTELION ve vypovédi.
V ptipadé, ze ZKOUSEJICI v priib&hu provadéni
Studie z jakéhokoli divodu prestane zastavat svoji
funkci ve ZDRAVOTNICKEM ZARIZENI, musi to
byt spole€nosti ACTELION neprodlené oznameno
ZKOUSEJICIM nebo ZDRAVOTNICKYM ZARI-
ZENIM a spole¢nost ACTELION ma pravo bud
ukonéit tuto smlouvu, nebo jmenovat jiného
zkous$ejiciho zfad zaméstnanci ZDRAVOTNIC-
KEHO ZARIZENI.
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terminate the Agreement in a period set out in
ACTELION's notice on termination.

In the event that INVESTIGATOR leaves
his/her with  INSTITUTION for
whatever reason during the course of the
Study, ACTELION must be notified thereof
immediately by the INSTITUTION or the
INVESTIGATOR and ACTELION has the right

to either terminate this Agreement or to

position

appoint a different investigator from within
INSTITUTION.

In case monitoring and/or auditing identifies
serious and/or persistent non-compliance with
the obligations as outlined in this Agreement
on the part of the INVESTIGATOR and/or
INSTITUTION, ACTELION will have the right
to terminate the INVESTIGATOR’s
(INSTITUTION’s) participation in the Study

with immediate effect. If this occurs,
ACTELION will notify the regulatory
authority(ies).

If ACTELION, unilaterally terminates this

Agreement, ACTELION will pay
INSTITUTION a per visit compensation per
Study patient enrolled and any related
additional reasonable, non-cancelable costs
INVESTIGATOR or INSTITUTION
applicable) provided however,
ACTELION will not be obligated to pay such

non-cancelable costs to the extent the

(as
incurred,

termination is due to the material breach by
INSTITUTION or INVESTIGATOR.

12.5.

12.6.

13.
13.1.

13.2.

V pfipadé, Zze vramci monitoringu a/nebo auditu
bude zjisténo zavazné a/nebo pretrvavajici
nedodrzovani povinnosti shrnutych v této smlouvé
ze strany ZKOUSEJICIHO a/nebo ZDRAVOTNIC-
KEHO ZARIZENI, bude mit spole¢nost ACTELION
pravo ukoncit s okamzitou Ucinnosti ucast ZKOU-
SEJICIHO (ZDRAVOTNICKEHO ZARIZENI) ve
Studii.
ACTELION o ni uvédomi spravni organ(y).

Nastane-li takova situace, spolecnost

Jestlize spole¢nost ACTELION jednostranné
ukongi tuto Smlouvu, zaplati Zdravotnickému
zafizeni nahradu za jednotlivé navstévy pacientt
zafazenych do Studie a vSechny souvisejici
dodatecné ucelné vynalozené nezbytné naklady
vynalozené ZKOUSEJICIM nebo ptipadné
ZDRAVOTNICKYM ZARIZENIM. Spole&nost
ACTELION vs$ak nebude povinna hradit tyto
nezbytné naklady v rozsahu, v némz je takové
ukonéeni zplsobeno zavaznym porusenim ze
strany ZDRAVOTNICKEHO ZARIZENI nebo
ZKOUSEUJICIHO.

Razné
Kontaktni osobou spole¢nosti ACTELION bude: .
Susanne Baumann, nebo kterakoli dalSi osoba,

kterou spole€nost ACTELION pfipadné ustanovi.

ZKOUSEJICI nebo ZDRAVOTNICKE ZARIZENI
bez pfedchoziho pisemného souhlasu spole€nosti
ACTELION nepostoupi nebo nepfevede zadné ze
svych prav nebo povinnosti vyplyvajicich ztéto
smlouvy. Jakékoli postoupeni nebo prevedeni
kterychkoli z téchto prav nebo povinnosti ucinéné
bez pfedchoziho pisemného souhlasu spole¢nosti
ACTELION bude od pocCatku neplatné a bude

povazovano za duvod kokamzitému ukonceni
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13.3.
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Miscellaneous

The contact person at ACTELION will be:
Susanne Baumann or any other person
ACTELION may designate.

INVESTIGATOR or INSTITUTION will

assign or transfer any of their rights or

not

obligations hereunder without prior written
consent of ACTELION. Any assignments or
transfer of any obligations or rights hereunder
the prior
ACTELION, shall be null and void and render
this

termination

without written consent  of

Agreement subject to immediate
by ACTELION without any
obligation or liability attached to ACTELION as
a result of such termination. ACTELION may
assign or otherwise transfer this Agreement
and/or any or all of its rights and obligations
hereunder (i) to Affiliates or (i) to a
successor in interest in connection with any
merger, consolidation,

acquisition, re-

organization, sale, or other transaction
relating to all or substantially all of its assets
or sale of the business unit to which this
Agreement relates. ACTELION will provide
INSTITUTION with written notification of any

such assignment or transfer.

This Agreement and its attached Exhibits A to
D, which constitute integral parts hereof,
constitute the entire and complete agreement
between the Parties about the subject matter
hereof and all matters the Parties had and
wished to agree upon herein and which the
Parties consider important. At the same time
the Parties represent and warrant to have
provided to each other all information they

deem important and substantial for entering

13.3.

13.4.

13.5.

smlouvy spole¢nosti ACTELION, ktera tim bude
zpro$téna jakéhokoli zavazku nebo odpovédnosti,
jez by pro ni z takového ukoné&eni jinak vyplyvaly.
Spole¢nost ACTELION muze postoupit nebo jinak
prevést tuto Smlouvu a/nebo kterakoli nebo
vedkera sva prava a povinnosti podle ni (i) svym
Spfiznénym svému

spole€nostem nebo (i)

nastupci v souvislosti s jakoukoli fuzi, akvizici,
konsolidaci, reorganizaci, prodejem nebo jinou
transakci souvisejici se vSemi nebo s podstatnou
Casti jeho majetku nebo s prodejem obchodniho
Utvaru, jehoz se tyka tato Smlouva. Spole¢nost
ACTELION poskytne ZKOUSEJICIMU pisemné

oznameni o takovém postoupeni nebo pfevodu.

Tato smlouva a k ni pfipojené pfilohy A az D, které
tvori jeji nedilnou soucast, tvofi uplné a konecné
ujednani mezi smluvnimi stranami o predmétu
smlouvy a vSech nalezitostech, které smluvni
strany mély a chtély ve smlouvé ujednat, a které
povazuji za dilezité. Soucasné smluvni strany
prohladuji, ze se navzajem sdélily vSechny
informace, které povazuji za dulezité a podstatné

pro uzavfeni této smlouvy.

Jakékoli podminky, které jsou svym smyslem nebo
obsahem definovany tak, ze by mély platit i po
vyprseni trvani této smlouvy nebo po jejim
ukonceni, zlGstavaji Ucinné i po vyprSeni trvani
této smlouvy nebo po jejim ukongeni.

Smluvni strany, kazda samostatné, zavazné
prohlasuji, ze na sebe berou nebezpeli zmény
okolnosti, a proto vsouladu s § 1765 odst. 2

obdanského zakoniku zadné ze stran nevznikne
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13.5.

13.6.

13.7.

13.8.
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into this Agreement.

Any terms and conditions, which by their intent
or content are meant to have validity beyond
expiry or termination, shall survive the expiry

or termination of this Agreement.

The Parties, each separately, represent and
warrant that they accept the risk of change of
circumstances and therefore neither party
shall become entitled to claim renegotiation
of the Agreement in case of any change of
circumstances occurs. Sections 1765(2) and
1766 of the Civil Code shall not apply.

The Parties do not wish that any rights or
obligations of the Parties are derived from
the current or future practice introduced
between the Parties or from business
practice observed generally or in the field
related the subject matter of this Agreement,

unless explicitly agreed in the Agreement.

In the event of any discrepancies between
the Czech and English version hereof, the
Czech version shall prevail.

The contractual parties agree that this
agreement shall be entered into exclusively
in writing and that they shall not be bound by
the agreement if it is not executed in writing.
The Parties agree to negotiate in good faith if
any alteration, modification or amendment to
this Agreement is required in order to
complete the Study. Any alteration, modifica-

tion, or amendment to this Agreement must

13.6.

13.7.

pravo domahat se obnoveni jednani o smlouvé
v pfipadé jakékoli zmény okolnosti. Ustanoveni U
1765 odst. 1 a § 1766 obCanského zakoniku se
nepouziji.
Smluvni strany si ramec

nepreji, aby nad

vyslovnych ustanoveni této smlouvy Dbyla
jakakoliv prava a povinnosti stran dovozovany
z dosavadni ¢&i budouci praxe zavedené mezi
stranami ¢&i zvyklosti zachovavanych obecné di
v odvétvi tykajicim se pfedmétu plnéni této
smlouvy, ledaze je ve smlouvé vyslovné sjedna-

no jinak.

V pfipadé jakychkoli rozpori mezi ¢eskou a
anglickou verzi smlouvy ma pfednost Ceska

verze.

13.8. Smluvni strany se dohodly, ze pro uzavreni této

smlouvy uziji vyhradné& pisemnou formu a Zze

nechtgji byt vazany, nebude-li tato
forma dodrzena. Smluvni strany se zavazuji
jednat v dobré vife, bude-li k dokonleni této
Studie vyZzadovana jakékoli uprava, zména nebo
doplnéni této Smlouvy. Jakoukoli tUpravu, zménu
nebo doplnéni této Smlouvy musi schvalit
spole¢nost ACTELION a musi byt pisemna a

podepsana viemi Smluvnimi stranami.

13.9. ACTELION se timto zavazuje, Ze v souvislosti

13.10.

s touto studii neuzavie Zadnou jinou smlouvu s

za4dnym zaméstnancem ZDRAVOTNICKEHO
ZARIZENI.
Tato smlouva je vyhotovena ve tfech
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be approved by ACTELION and must be in

writing and signed by all Parties.

ACTELION hereby undertakes not to enter
into any other agreement with an employee
of the INSTITUTION in

Clinical Trial.

respect of this

This agreement shall be executed in three
counterparts, of which each contractual party

shall receive one.

With ACTELION’s prior written consent in
each instance, INSTITUTION / INVESTIGA-
TOR may subcontract the performance of
certain of its activities under this Agreement
to qualified third parties, provided that (a)
such third parties perform such activities in a
manner consistent with the terms and
conditions in this Agreement, (b) INSTITU-
TION remains fully liable for such third
parties’ performance, and (c) INVESTIGA-
TOR has not any direct or indirect financial

interest in any such third parties.

INSTITUTION’s and INVESTIGATOR’s
relationship with ACTELION under this
Agreement shall be that of independent
contractors and not as an agent, joint
venture, or partner of ACTELION. Nothing in
this Agreement shall be construed as
implying the
er/employee between
INVESTIGATOR on

ACTELION on the other hand.

relationship  of
INSTITUTION and

the one hand and

employ-

13.11

13.12

14.
14.1.

14.2.

stejnopisech, pfiCemz kazda ze smluvnich stran

obdrzi po jednom stejnopisu.

ZDRAVOTNICKE ZARIZENI / ZKOUSEJICi maze
s pfedchozim pisemnym souhlasem spole¢nosti
ACTELION danym vkazdém takovém pfipadé
subdodavatelsky zadat provadéni urcitych svych
¢innosti dle této Smlouvy kvalifikovanym tfetim
osobam, pokud (a) tyto tfeti osoby provadéji tyto
¢innosti  zplisobem, ktery je v souladu
s ustanovenimi a podminkami této Smlouvy, (b)
ZDRAVOTNICKE ZARIZENI ponese nadale plnou
odpovédnost za plnéni téchto tfetich osob a (c)
ZKOUSEJICI nema zadny pfimy ani nepfimy
finanéni zajem na kterychkoli takovych tretich

osobach.

Vztah ZDRAVOTNICKEHO ZARIZENI
spole¢nosti ACTELION dle této Smlouvy bude

vztahem nezavislych zhotoviteltd a nikoli zastupcu,

se

spole¢ného podniku nebo spole¢nika spole€nosti
ACTELION. Z&dné ustanoveni této Smlouvy se
nevyklada tak, Zze naznacuje existenci pracovniho
poméru mezi ZDRAVOTNICKYM ZARIZENIM a
ZKOUSEJICIM na jedné strané a spolegnosti
ACTELION na druhé strané.

Pouzitelné zakony a mistni soudni prisluSnost

Interpretace a vyklad této smlouvy podléhaji
zakonim Ceské Republiky. V pfipadé rozporu se
zadkonnymi normami jsou nadfazena ustanoveni
pfisluSného zakona.

V pfipadé vzniku spornych bodu, které se nepodafi
urovnat smirmnym narovnanim, bude zalezitost
predlozena soudim

k projednani  pfisluSnym
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14. Applicable Law and Venue

14.1. This Agreement shall be interpreted and
construed in accordance with the laws of the
Czech Republic, under exclusion of its
conflicts of laws rules.

14.2. In case of controversies, which cannot be
settled amicably, the matter shall be brought
before the competent courts of the Czech
Republic

Annexes of this agreement:

Exhibit A: Protocol of Study No. AC 058B303
Exhibit B: Schedule of Payments

Exhibit C: Supplier Master Data Form

Exhibit D: Power of Attorney

Exhibit E: SUKL Approval

Exhibit F: MEC, LEC approval

Exhibit G: Insurance certificate

Exhibit H: Actelion’s extract from Trade register

IN WITNESS WHEREOF, the Parties hereto have
executed this Agreement in triplicate by persons duly
authorized.

For INSTITUTION:

Signature:

Name: MUDr. Martin Pavlik, Ph.D, EDIC,
DESA

Title: Director

Ceské Republiky

PFilohy této smlouvy:

Pfiloha A: Protokol studie €. AC 058B303

Pfiloha B: Rozpis plateb

Pfiloha C: Formular s udaji pro bankovni pfevod

Pfiloha D: PIna moc

Ptiloha E: Souhlasné stanovisko SUKL

PFiloha F: Souhlasné stanovisko LEK, MEK

Pfiloha G: Doklad o pojisténi

Pfiloha H: Vypis zobchodniho rejstfiku spole€nosti
ACTELION

NA DUKAZ TOHO je tato smlouva ve trojim vyhotoveni

podepsana osobami, které k tomu byly smluvnimi stranami

fadné zmocnény.

Za ZDRAVOTNICKE ZARIZENi:

Podpis:

Jméno: MUDr. Martin Pavlik, Ph.D, EDIC, DESA
Funkce: feditel

Datum: 13.2.2018

ZKOUSEJiCi:

Podpis:

Jméno: I

Funkce: Hlavni zkouSejici

Datum: 14.2.2018
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uziv
Psací stroj

uziv
Psací stroj
13.2.2018

uziv
Psací stroj
14.2.2018


Date:

INVESTIGATOR:

Signature:

Name: |
Title: Principal Investigator
Date:

For ACTELION Pharmaceuticals Ltd:

Signature:

Name:

Title:

Date:

Signature:

Name:

Title:

Date:
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Za ACTELION Pharmaceuticals Ltd:
Podpis:

Jméno:

Funkce:

1.2.2018
Datum:

Podpis:

Jméno:

Funkce:

Datum: 1.2.2018
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uziv
Psací stroj
1.2.2018

uziv
Psací stroj
1.2.2018
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Exhibit A: Final Protocol Priloha A: Finalni protokol

AC-058B303 AC-058B303
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Exhibit B: Payment Schedule
Priloha B: Rozpis plateb

Exhibit C: Supplier Master Data
Formular s udaji pro bankovni prevod

Exhibit D: Power of attorney

Priloha D: PIna moc
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Exhibit E: SUKL Approval

PfFiloha E: Souhlasné stanovisko SUKL
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Exhibit F-MEC, LEC Approval
Priloha F: Souhlasné stanovisko LEK, MEK
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Exhibit G:Insurance certificate

Priloha G: Doklad o pojisténi
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Exhibit H: Actelion’s extract from Trade register
Priloha H: Vypis z obchodniho rejstriku spoleénosti ACTELION
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