Investigator’s Contract AC-058B202
AGREEMENT

on conducting a clinical study made in compliance
with the provision of § 269, paragraph 2, Act No.
513/1991 Coll.,, Commercial Code, as amended
and in compliance with Act No. 378/2007 Coll. on
Pharmaceuticals, as amended

between

Actelion Pharmaceuticals Ltd
Gewerbestrasse 16
CH —= 4123 Allschwil
Switzerland
registered in Handelsregister of the canton Basel-
Landschaft
under number CH-280.3.000.903-0

represented by

Actelion Registration Ltd
BSI Building, 13th Floor
389 Chiswick High Rd
London W4 4AL
United Kingdom
(herein referred to as “ACTELION”)

and

Fakultni nemocnice Olomouc
Czech Republic
with seat |I.P.Pavlova 6, 775 20 Olomouc
Identification No: 00098892
Tax ldentification No: CZ00098892
Account number: 2934392/0800
Variable symbol: 1781
represented by
MUDr. Radomir Maracek

(hereinafter referred to as the “INSTITUTION”)

jointly with

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

(herein referred to as “INVESTIGATOR?”)

(jointly referred to as “the Parties”)

TPL-072-COR-GL_V3-240608

6/9/2010
SMLOUVA

o provedeni Klinické studie uzaviena dle ustanoveni
§ 269 odstavec 2 zakona €. 513/1991 Sb., obchodni
zakonik, v platném znéni a dle zakona ¢. 378/2007 Sb.,
o léCivech, v platném znéni

mezi

Actelion Pharmaceuticals Ltd
Gewerbestrasse 16
CH - 4123 Allschwil
Svycarsko
registrovanou v Handelsregister des Kantons
Basel-Landschaft
pod Cislem CH-280.3.000.903-0

jednajici v zastoupeni

Actelion Registration Ltd
BSI Building, 13th Floor
389 Chiswick High Rd
London W4 4AL
United Kingdom
(dale ,ACTELION® nebo ,spole¢nost ACTELION®)

a

Fakultni nemocnici Olomouc
Ceska republika
se sidlem I.P.Pavlova 6, 775 20 Olomouc
IC: 00098892
DIC: CZ00098892
¢. Uctu: 2934392/0800
v.s. 1781
jednajici reditelem
MUDr. Radomirem Marackem

(dale ,,ZDRAVOTNICKE ZARIZENi«)
spole¢né s

XXXXX
Neurologicka klinika
Fakultni nemocnice Olomouc
|.P.Pavlova 6
775 20 Olomouc
Ceska republika

(dale ,ZKOUSEUJICI*)

(dale spole¢né ,,smluvni strany®)
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Purpose of this Agreement 1.

INVESTIGATOR is prepared to participate  1.1.

in the following ACTELION sponsored

clinical study:

AC-058B202, Multicenter, randomized,
double-blind, parallel-group extension to
study AC-058B201 to investigate the long-
term safety, tolerability, and efficacy of 10,
20, and 40 mg/day ACT-128800, an oral
S1P1 receptor agonist, in patients with
relapsing-remitting multiple sclerosis.

(hereinafter referred to as “Study”).

The Study will be conducted at 1.2.

INSTITUTION. INSTITUTION will provide
appropriate facilities and equipment and
will support the recruitment activities and
conduct of the Study at the INSTITUTION.

The Study drug will be delivered to the 1.3.

pharmacy of INSTITUTION pursuant to
regulation No. 226/2008 Coll., as
amended. The pharmacy undertakes to
observe terms of Good Pharmaceutical
Practice, relevant instructions of State
Institute for Drug Control and guarantees
that authorized persons only will handle the

Study drug.
Protocol 2.
The protocol of the Study (hereinafter 2.1.

“Protocol”) will be strictly adhered to and will
be performed under the supervision and
responsibility of INVESTIGATOR.

AC-058B202,Institution and Investigator agreement, FN Olomouc,
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Ucel této smlouvy

ZKOUSEUJICI je ochoten podilet se na
nasledujici klinické studii, jejimz zadavatelem je
spolec¢nost ACTELION:

AC-058B202, Multicentrické, randomizované,
dvojité zaslepené rozSiteni klinického hodnoceni
AC-058B201 probihajici v paralelnich skupinach
k vyhodnoceni dlouhodobé bezpecnosti,
snasenlivosti a u€innosti dennich davek 10, 20 a
40 mg prfipravku ACT-128800, agonisty
receptoru S1P1 podavaného perorainé u
pacientl s relaps-remitentni roztrouSsenou

skler6zou. (dale ,studie®).

Studie bude provadéna ve ZDRAVOTNICKEM
ZARIZENI, které poskytne vhodné prostory a
vybaveni a bude podporovat €innosti souvisejici
se ziskavanim Ucastnikd a provadénim studie ve
ZDRAVOTNICKEM ZARIZENI.

Hodnocené IéCivo bude v souladu s vyhlaskou ¢.
226/2008 Sb., v platném znéni, dodavano do
lékarny ZDRAVOTNICKEHO ZARIZENI, ktera
se zavazuje dodrZzovat podminky spravné
lékarenské praxe, souvisejici pokyny SUKL a
zaru€uje manipulaci s hodnocenym IéCivem

pouze opravnénymi osobami.

Protokol

Protokol o studii (dale ,protokol“) bude pfisné
dodrzovan a bude provadén pod dohledem a
v odpovédnosti ZKOUSEJICIHO, ktery bude za

dodrzovani protokolu zodpovidat.

AC-058B202, Institution and Investigator agreement, FN Olomouc,
finalni verze z 18. kvétna 2010, ¢esky
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3.1
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The Protocol (including any amendments 2.2.

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 3.

INVESTIGATOR will conduct the Study in 3.1

accordance with ICH Good Clinical Practice
(hereinafter “GCP”), health authority
requirements as well as any and all
applicable laws and regulations. Moreover, if
requested by ACTELION, INVESTIGATOR
and/or INSTITUTION will assist ACTELION
in obtaining all documentation required for
compliance with FDA-specific requirements,
whereby such assistance and
documentation to be in accordance with
applicable local laws and regulations at all

times.

In his/her function as INVESTIGATOR, 3.2.

INVESTIGATOR will provide his/her best
efforts to assist ACTELION with a view to
achieving the aims of this Agreement,
including, but not limited to, conducting the
Study in the Study period as outlined in the
Protocol.

INVESTIGATOR will ensure to be in 3.3.

possession of the 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

AC-058B202,Institution and Investigator agreement, FN Olomouc,
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Protokol je (v€etné veSkerych dodatk(l) nedilnou
soucasti této smlouvy (Pfiloha A). V pfipadé
rozpor( mezi protokolem a touto smlouvou maji
prfednost ustanoveni této smlouvy, vyjma

védeckych zalezitosti, kdy ma pfednost protokol.

Povinnosti ZKOUSEJICIHO

ZKOUSEJiCI bude studii provadét v souladu

s pravidly spravné klinické praxe (dale ,GCP*),
pozadavky Statniho Ustavu pro kontrolu léCiv
jakoz i veSkerymi platnymi zakony a pfedpisy.
Navic, bude-li to spole¢nosti ACTELION
vyzadano, budou ZKOUSEJICi a
ZDRAVOTNICKE ZARIZENI spoleénosti
ACTELION napomocni pfi ziskavani veskeré
dokumentace potfebné pro dodrzeni specifickych
pozadavk( FDA, pficemz takova pomoc a
dokumentace budou vzdy v souladu s platnymi

mistnimi zakony a pfedpisy.

V rdmci vykonu své funkce bude ZKOUSEJICI
vynakladat maximalni Usili k tomu, aby
spole¢nosti ACTELION pomohl dosahnout cilt
této smlouvy, v&etné - nikoli v3ak vyluéné vietné -
provedeni studie v hodnoticim obdobi

stanoveném v protokolu.

Pfed zahajenim studie stejné jako v jejim
prab&hu se musi ZKOUSEJICI ujistit, Zze byly
ziskany pisemné souhlasy s protokolem a véemi
jeho dodatky, zplsobem provadéni studie,
obsahem formulait, informaci pro pacienta a

informovaného souhlasu (a vdemi jejich dodatky)

AC-058B202, Institution and Investigator agreement, FN Olomouc,
finalni verze z 18. kvétna 2010, ¢esky

Iniciély
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informed consent forms (as well as any
amendment thereto) from a properly
constituted Institutional Review
Board/Independent Ethics Committee
(hereinafter “IRB/IEC”) prior to the
commencement of the Study as well as
throughout the duration thereof. 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 3.4.

informed consent from each patient
enrolling in the Study prior to the
commencement of any Study procedure.
The method of explanation to the patient
and the obtaining of their consent has to
comply with the ICH Guidelines, with local
law 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 any
applicable Patient Privacy legislation and/or

applicable data protection laws.

INVESTIGATOR will forward any 3.5.

information, which is foreseen to advertise
the Study or encourage recruitment for the
Study to ACTELION prior to its use.
INVESTIGATOR agrees to use the

AC-058B202,Institution and Investigator agreement, FN Olomouc,
final version 18 May 2010, English
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od fadné ustavené Etické komise
zdravotnického zafizeni/nezavislé Etické
komise. Tento souhlas musi obsahovat datum
jeho vydani, jméno a podpis pfedsedy nebo
tajemnika Etické komise zdravotnického
zafizeni/nezavislé Etické komise a jména a
profese/funkce ¢lenl Etické komise
zdravotnického zafizeni/nezavislé Etické

komise.

Pfed zahajenim jakéhokoli vykonu v ramci
studie ziska ZKOUSEJICI podepsany
informovany souhlas od kazdého pacienta
zafazeného do studie. ZpUsob podani vysvétleni
pacientovi a ziskani jeho souhlasu musi byt v
souladu se zdsadami ICH-GCP, s mistnimi
zakony a/nebo etickymi zasadami

stanovenymi Helsinskou deklaraci v poslednim
dopInéném znéni, pfi€emz musi byt zvolen ten
z uvedenych postupd, ktery predstavuje vysSi
miru ochrany jednotlivce. ZKOUSEJICI bude
pouzivat pouze formulafe Informace pro
pacienta a Informovaného souhlasu, které byly
schvaleny spole€nosti ACTELION a Etickou
komisi zdravotnického zafizeni/nezavislou
Etickou komisi. Smluvni strany budou dodrzovat
veskerou platnou legislativu tykajici se ochrany
soukromi pacient(l a/nebo platné zakony tykajici
se ochrany osobnich udaju.

ZKOUSEJIiCI bude spolegnosti ACTELION
predem predkladat veskeré informace, které bude
chtit pouzit k propagaci studie nebo k podporeni
ziskavani udastnikd studie. ZKOUSEJICI souhlasi

s tim, Ze tyto informace bude pouZivat pouze po

AC-058B202, Institution and Investigator agreement, FN Olomouc,
finalni verze z 18. kvétna 2010, ¢esky
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3.7.

3.8.
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information only with the prior written
approval of ACTELION and after IRB/IEC
approval has been obtained.

All material provided to INVESTIGATOR for 3.6.
the purpose of carrying out the Study
(including, but not limited to, Study drug,
Study material and equipment) 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
retained by INVESTIGATOR for Study
documentation, such material shall be
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 accordance with Study specific

requirements.

INVESTIGATOR will maintain, retain and  3.7.
appropriately archive copies of all Case

Report Forms (“CRFs”) as well as any

other Essential Documents (as defined by

the GCP) in accordance with any

applicable rules and regulations, the GCP

as well as the Sponsor’s instructions.
The INVESTIGATOR and/or INSTITUTION  3.8.

undertake to notify ACTELION immediately

on knowledge that an audit or inspection is

Initials
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predchozim pisemném schvaleni spole¢nosti
ACTELION a po ziskani souhlasu Etické komise
zdravotnického zafizeni/nezavislé Etické

komise.

Veskery material poskytnuty ZKOUSEJICIMU za
UCelem provadéni studie (v€etné&, nikoli v8ak
vyluéné véetné, hodnoceného lIéCivého pfipravku,
studijnich materiall a vybaveni) bude dodan
pouze pro ucely studie a nesmi byt pouzivan

k zadnému jinému Géelu. ZKOUSEJICIMU a/nebo
jim povérena osoba zodpovida za zabezpeceni a
inventarizaci veSkerého materialu. Po dokonceni
studie nebo pfi jejim pfedCasnému ukon&eni
ZKOUSEJICI zajisti provedeni evidence
veSkerého materialu poskytnutého spole€nosti
ACTELION. Pokud se nebude jednat o materiél,
ktery musi byt ZKOUSEJICIM archivovan pro
ucely dokumentace studie, ma byt tento material
vracen spole¢nosti ACTELION. Smluvni strany se
vS8ak mohou dohodnout na tom, Ze tento material
bude zlikvidovan (v€etné zni¢eni hodnoceného
IéCivého pfipravku) v souladu se smérnicemi
spole¢nosti ACTELION nebo v souladu se

specifickymi pozadavky studie.

ZKOUSEUJICI bude vést, uchovavat a nalezité
archivovat kopie vSech Zaznamu o subjektech
hodnoceni (,formulafd CRF*), stejné jako dalsi
nezbytné dokumenty (definované podle GCP)
v souladu s veSkerymi uplatnitelnymi pravidly a

predpisy, zasadami GCP a pokyny zadavatele.

ZKOUSEJiCl a/nebo ZDRAVOTNICKE
ZARIZENI se zavazuji dat spoleénosti ACTELION

neprodlené na védomi, Ze jakykoli zdravotni nebo

AC-058B202, Institution and Investigator agreement, FN Olomouc,
finalni verze z 18. kvétna 2010, ¢esky
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planned by any health authority or other
authorized body. INVESTIGATOR and/or
INSTITUTION must make available all
documentation pertaining to the Study for

any such audit or inspection.

Confidentiality 4.
INVESTIGATOR and INSTITUTION will 41.

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,

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
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

AC-058B202,Institution and Investigator agreement, FN Olomouc,
final version 18 May 2010, English
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spravni organ planuje provedeni auditu nebo
kontroly. ZKOUSEJICI a/nebo ZDRAVOTNICKE
ZARIZENI musi pro jakykoli takovy audit nebo
kontrolu zpfistupnit veSkerou dokumentaci

vztahujici se ke studii.

Ochrana davérnych informaci

ZKOUSEJiCi a ZDRAVOTNICKE ZARIZENI

budou s veSkerymi informacemi (v hmotné i

nehmotné formé) ziskanymi od spole¢nosti

ACTELION a/nebo v jejim zastoupeni nakladat

jako s daveérnymi informacemi a nebudou tyto

informace nijak vyuzivat,

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

b) ledaze 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
smluvnich povinnosti jakékoli tfeti strany
zavazané mic¢enlivosti vici spole¢nosti
ACTELION, nebo

c) ledaze by takové informace jiz v dobé
poskytnuti spoleénosti ACTELION byly ve
vlastnictvi ZKOUSEJICIHO a/nebo
ZDRAVOTNICKEHO ZARIZENI, coz by bylo
mozno dolozit pisemnymi zaznamy, pficemz
by do tohoto vlastnictvi nebyly ziskany pfimo &i
nepfimo od spole¢nosti ACTELION nebo od
jakékoli tieti strany smluvné zavazané
micenlivosti vici spole¢nosti ACTELION, nebo

d) ledaZe by takové informace byly prokazatelné
vysledkem viastni ginnosti ZKOUSEJICIHO
a/nebo ZDRAVOTNICKEHO ZARIZENI
nezavisle na jejich obdrzeni podle této

smlouvy, nebo

AC-058B202, Institution and Investigator agreement, FN Olomouc,
finalni verze z 18. kvétna 2010, ¢esky
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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.

4.2. Subject to Publication Clause contained 4.2,

hereinafter, any data and/or results arising

from the Study shall be considered

confidential information.

4.3. INVESTIGATOR and INSTITUTION will 4.3.

ensure that the Study staff (i.e. sub-

investigators, study coordinators, study

nurses, etc.) (hereinafter “Study Staff”) is

bound by same obligations of confidentiality.

4.4, The provisions of this Clause shall survive 4.4

termination of this Agreement.

5. Financial Terms

ACTELION will pay INSTITUTION the 5.1.

amounts as set forth in the payment

schedule (Exhibit B), such Exhibit B to be an

integral part of this Agreement (the

payments will be charged excluding VAT,

ACTELION will pay taxes in the place of its

head office). The amounts set forth in

Exhibit B cover all Study-related fees and

costs (i.e. INVESTIGATOR fees,

institutional overhead costs, pharmacy fee,

IT costs, etc.), unless explicitly stated

AC-058B202,Institution and Investigator agreement, FN Olomouc,
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e) ledaze by takové informace bylo zapotfebi
poskytnout na zakladé ustaveni zakona,
spravniho predpisu nebo nafizeni soudu,
avsak za predpokladu, e ZKOUSEJICI
a/nebo ZDRAVOTNICKE ZARIZENI vynalozi
své nejlepsi usili k tomu, aby spole¢nost
ACTELION o této situaci neprodlené
uvédomili, a ta mohla proti poskytnuti
informaci podat odpor nebo omezit jeho
rozsah.

S vyhradou dolozky o zvefejfiovani obsazené
dale v této smlouve, budou veskeré udaje
a/nebo vysledky majici pavod ve studii

povazovany za divérné informace.

ZKOUSEJICi a ZDRAVOTNICKE ZARIZENI
zaijisti, Ze personal Ucastnici se studie (tj. ostatni
zkouSejici, koordinatofi, studijni sestry atd.) (dale
L,studijni personal®) bude vazan stejnou povinnosti

zachovavat mléenlivost.

Ustanoveni tohoto ¢lanku smlouvy zlstavaji

ucinnd i po ukonceni této smlouvy.

Finanéni podminky

Spole¢nost ACTELION zaplati
ZDRAVOTNICKEMU ZARIZENI &astky
stanovené v rozvrhu plateb obsazeném v P¥iloze
B, ktera je nedilnou soucasti této smlouvy (platby
budou uétovany bez DPH, dané budou odvedeny
spolecnosti ACTELION v misté jejiho sidla).
Castky stanovené v Pfiloze B zahrnuji véechny
poplatky a naklady souvisejici se studii (tj.
honorafe ZKOUSEJICIHO, rezijni naklady
zdravotnického zafizeni, platby Iékarné, naklady

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

AC-058B202, Institution and Investigator agreement, FN Olomouc,

finalni verze z 18. kvétna 2010, ¢esky
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otherwise in Exhibit B and apart from costs uvedeno jinak a mimo nakladd za vySetfeni

for the magnetic resonance examination magnetickou rezonanci a odmény pro zkousejici
and the remuneration for investigators from z oddéleni magnetické rezonance. Naklady

the Magnetic Resonance Imaging ZDRAVOTNICKEHO ZARIZENI souvisejici
Department. The costs of the s vySetfenimi magnetickou rezonanci v ramci
INSTITUTION associated with the Klinického hodnoceni jsou feSeny separatni
magnetic resonance examination in the smlouvou, ktera je uzaviena mezi spole¢nosti
scope of the Study are subject of a ACTELION, ZDRAVOTNICKYM ZARIZENIM a
separate agreement made between ZKOUSEJICIM xxxxx. Naklady souvisejici
ACTELION, the INSTITUTION and the s ¢innosti Etické komise zdravotnického
INVESTIGATOR xxxxx. IRB/IEC costs are zafizeni/nezavislé Etické komise nejsou v téchto
not included. After deducting costs, the ¢astkach zahrnuty. Platby po odecteni naklad
payments will be split up as follows: xxxxx. budou rozdéleny nasledovné: xxxxx.
ACTELION declares that it has not made a Spole¢nost ACTELION prohlasuje, ze

separate agreement on remuneration with neuzaviela se ZKOUSEJICIM ani s zadnym

the INVESTIGATOR or any member of his z ¢lenu jeho tymu separatni smlouvu na

team. odménu.

5.1. Payment will be made after confirmation of  5.2. Platba bude provedena po potvrzeni prijeti vSech
receipt of all completed original CRFpages vyplnénych originald stranek formulard CRF od
from the INVESTIGATOR and satisfactory ZKOUSEJICIHO a po uspokojivém vyfeseni
resolution of any possible queries. In case of vSech pfipadnych dotaz(. V pfipadé zavazného
serious non-compliance with the Protocol, nedodrzeni protokolu, zasad GCP a/nebo
GCP, and/or health authority and other pozadavkl zdravotnich organi €i jinych
applicable requirements by the opodstatnénych pozadavkl ze strany
INVESTIGATOR, ACTELION has the right ZKOUSEJICIHO ma ACTELION pravo na
to withhold part or all payments. pozdrzeni Casti plateb nebo vSech plateb.

5.2. Payments will be made by ACTELION 5.3. Spole¢nost ACTELION bude uvedené platby
quarterly based on the number of received provadét Ctvrtletné na zakladé poctu obdrzenych
CRFs fulffilling the requirements of Clause stranek CRF spliujicich poZadavky &lanku 5.2, a
5.2 to the bank account as specified in to formou pfevodd na bankovni ucéet uvedeny
Exhibit B. If VAT or similar taxes is not v Pfiloze B. Neni-li nutno u¢tovat DPH nebo
applicable, sending invoices to ACTELION obdobné dané, neni zapotrebi zasilat spole¢nosti
is not necessary. If VAT or similar taxes ACTELION pfislusné faktury. Je-li nutno G¢tovat
apply, INSTITUTION shall send to DPH nebo obdobné dang, zasle
ACTELION an original invoice for the ZDRAVOTNICKE ZARIZENI spoleénosti

AC-058B202,Institution and Investigator agreement, FN Olomouc, = AC-058B202, Institution and Investigator agreement, FN Olomouc,

final version 18 May 2010, English finalni verze z 18. kvétna 2010, ¢esky
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amount due as specified by ACTELION
beforehand. The last payment will be done

upon satisfactory resolution of any queries.

Incurred Study-related pass-through costs  5.4.

(e.g. IRB/IEC costs) shall be promptly
passed on to ACTELION along with any
specific payment details. Payment will be
made by ACTELION within thirty (30) days

of receipt of the corresponding invoice.

Monitoring and Audits by ACTELION 6.

The Study will be monitored by ACTELION  6.1.

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 to use Study generated
information e.g. CRFs. ACTELION or the
designated CRO has to 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 CRF.

ACTELION may appoint individuals who are 6.2.

independent of the Study to conduct audits.
INVESTIGATOR and/or INSTITUTION

must make available all documentation

AC-058B202,Institution and Investigator agreement, FN Olomouc,
final version 18 May 2010, English
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ACTELION original faktury s uvedenim splatné
Castky ve vysi, ktera byla spole¢nosti ACTELION
pfedem uréena. Posledni platba se uskutecni po

uspokojivém vyfeseni jakychkoli dotazu.

Priibézné naklady vzniklé v souvislosti se studii
(napf. naklady na ¢innost Etické komise
zdravotnického zafizeni/nezavislé Etické
komise) budou spole¢nosti ACTELION
bezodkladné postoupeny spole¢né s veSkerymi
konkrétnimi podrobnymi Gdaiji potfebnymi

k provedeni platby. ACTELION pak platbu
provede do tficeti (30) dnl od obdrzZeni pfislusné
faktury.

Monitoring a audity provadéné spoleénosti
ACTELION

Prabéh studie bude monitorovan spolecnosti
ACTELION nebo ji
vyzkumnou organizaci (,CRO"). Jejich zastupcim

ustanovenou  smluvni
bude umoznén pfistup ke vSem informacim
vzesSlym ztéto studie a spoleCnost ACTELION
nebo ji ustanovena CRO budou mit neomezené
pravo vyuzivat informace vzeslé ze studie, napf.
CRF. Spole¢nost ACTELION nebo ji ustanovena
CRO budou mit v souladu s mistnimi etickymi
ve ZDRAVOTNICKEM
k vysledkim laboratornich

smérnicemi  platnymi
ZARIZENI pfistup
vySetfeni, zdrojovym datim (definovanym podle
GCP) a jakymkoli dal§im zaznamdm o subjektu
hodnoceni, které budou potfebné k ovéfovani

zaznamU ve formulafich CRF.

Spole¢nost ACTELION miize jmenovat nezavislé
osoby, které budou povéreny provadénim auditl
studie. ZKOUSEJICI a/nebo ZDRAVOTNICKE
ZARIZENI musi déat pro ugely jakéhokoli takového

AC-058B202, Institution and Investigator agreement, FN Olomouc,
finalni verze z 18. kvétna 2010, ¢esky

Iniciély
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pertaining to the Study for any such audit.

Liability and Indemnification 7.

ACTELION assumes liability for and will 7.1.

indemnify and hold harmless

INVESTIGATOR, INSTITUTION, Study

Staff and affiliated, participating hospitals

from and against any and all injuries that

occur to Study patiens whenever a causal
relationship can be established between the
event and the Study procedure or the Study
drug if the following can be demonstrated:

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 7.2.

solely as a consequence of the underlying

illness of the Study patient.

AC-058B202,Institution and Investigator agreement, FN Olomouc,
final version 18 May 2010, English
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auditu k dispozici veSkerou dokumentaci

vztahujici se ke studii.

Odpovédnost a ndhrada Skody

Spolec¢nost ACTELION prevezme odpovédnost
za jakékoli poSkozeni na zdravi, které vznikne
subjektlim hodnoceni v disledku Uc¢asti

v klinickém hodnoceni, kdykoli bude mozno zjistit

pfi¢inny vztah mezi udalosti a postupem

pouzitym pfi klinické studii nebo hodnocenym

IéCivym pfipravkem, a sou¢asné za né odskodni a

zbavi odpovédnosti ZKOUSEJICIHO,

ZDRAVOTNICKE ZARIZENI a studijni personal a

pridruzena zuc¢astnéna zdravotnicka zafizeni

pokud bude mozno prokazat nasledujici
skute¢nosti:

a) Udalost byla zplisobena hodnocenym lé€ivym
pfipravkem, pfi¢emz hodnoceny léCivy
pripravek byl podavan podle protokolu.

b) Udélost nastala v souvislosti s pouzitim
srovnavacich pfipravkd, jejichz podavani bylo
odlvodnénou soucasti protokolu.

¢) K udalosti doslo v disledku pouziti
diagnostickych vykonu provadénych podle
protokolu.

d) Udalost byla zplisoben terapeutickymi nebo
diagnostickymi opatfenimi, jejichZ provedeni
bylo odivodnéné a potfebné v dusledku
neoc¢ekavanych uc¢inkl zkoumaného
pfipravku, srovnavacich pfipravkd nebo
diagnostickych postupll pozadovanych
protokolem.

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

zakladniho onemocnéni subjektu hodnoceni.

AC-058B202, Institution and Investigator agreement, FN Olomouc,
finalni verze z 18. kvétna 2010, ¢esky
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7.3. Moreover, ACTELION shall not be liable for  7.3. Mimoto spole€nost ACTELION nenese

events resulting from diagnostic or odpovédnost za udalosti zpusobené diagnostic-
therapeutic measures not specifically kymi nebo terapeutickymi opatienimi, ktera
required by the Protocol, or for events nejsou vyslovné pozadovana protokolem, nebo za
resulting from negligence (including failure pFipady zpusobené nedbalosti (véetné jednani
to act according to accepted medical V rozporu s uznavanymi lékarskymi postupy nebo
practice, or to comply strictly with the jakéhokoli nedodrzeni protokolu ¢i podminek této
Protocol or the terms of this Agreement), or smlouvy) ¢i védomé nespravnym pocinanim
wilful misconduct of INVESTIGATOR, ZKOUSEJICIHO, ZDRAVOTNICKEHO
INSTITUTION, Study Staff or any other ZARIZENI, studijniho personalu nebo jakéhokoli
involved and/or related clinical staff and jiného spolupracujiciho a/nebo spfiznéného
facilities. In such event, INSTITUTION and klinického personalu ¢i zdravotnického zafizeni.
INVESTIGATOR shall assume liability and V takovém pfipadé prebiraji odpovédnost
indemnify and hold harmless ACTELION ZDRAVOTNICKE ZARIZENI a ZKOUSEJICI,
and/or its affiliates. ktefi nahradi Skodu a Ujmu vzniklou spole¢nosti
ACTELION a/nebo jejim pfidruzenym
spole¢nostem.

7.4. This Indemnity provided by ACTELION shall 7.4. Narok na uvedenou nahradu skody poskytnutou
further apply as follows: spolec¢nosti ACTELION bude navic mozno
uplatnit pouze tehdy, budou-li spinény nasledujici

podminky:
a) ACTELION is to be informed as soon a) Spole¢nost ACTELION ma byt co nejdfive
as possible of any complaint, action or informovéana o jakékoli stiznosti, Zalobé nebo
suit of proceeding giving rise to the right soudni pfi, ktera by byla pfi€inou vzniku prava
of indemnification, and na nahradu $kody, pfi¢emz ZKOUSEJICI a
INVESTIGATOR and INSTITUTION ZDRAVOTNICKE ZARIZENI souhlasi s tim,
agree to co-operate fully with Ze spole¢nosti ACTELION ve vSech takovych
ACTELION in the defence or disposition pfipadech poskytnou plnou soucinnost pfi
of all such cases. obhajobé nebo odvolani proti rozsudku.
b) ACTELION will be permitted, at its costs b) Spole¢nosti ACTELION bude umoznéno, aby
and discretion, to handle and control the ve vSech takovych pfipadech na vlastni na-
defence or disposition of all such cases. klady a dle vlastniho uvazeni vedla obhajobu

nebo podala odvolani proti rozsudku.

c) No case will be settled without the prior c) Zadny takovy pfipad nebude urovnan bez
written consent of ACTELION. predchoziho pisemného souhlasu spole¢nosti
ACTELION.
AC-058B202,Institution and Investigator agreement, FN Olomouc, = AC-058B202, Institution and Investigator agreement, FN Olomouc,
final version 18 May 2010, English finalni verze z 18. kvétna 2010, ¢esky
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9.2.

9.3.
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Insurance 8.

ACTELION shall have insurance coverage 8.1.

for the Study in accordance with applicable

law.

INSTITUTION and INVESTIGATOR shall 8.2

procure and maintain adequate
commercial general liability insurance as
well as professional liability insurance at

their sole cost and expense.

Publication 9.

In accordance with standard editorial and 9.1.

ethical practice, ACTELION supports
publication (including, but not limited to,
manuscripts, abstracts, posters etc.) of
Study results in reputable scientific and
medical journals and at scientific
conferences.

ACTELION shall co-ordinate the 9.2.

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  9.3.

limited to, manuscripts, abstracts, posters

etc.) must fulfil the following prerequisites:

a) the Study was conducted in
compliance with the Protocol; and

b) the proposed publication states any
conclusions relative to valid statistical
techniques and interpretations; and

c) authorship and acknowledgements

AC-058B202,Institution and Investigator agreement, FN Olomouc,
final version 18 May 2010, English
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Pojisténi

Spolec¢nost ACTELION bude mit v souvislosti se
studii uzavfeno pojisténi v souladu s platnymi

zakony.

ZKOUSEJICI a ZDRAVOTNICKE ZARIZENI si na
své vlastni naklady zjednaji a budou udrzovat

v platnosti pfiméfené komercni pojisténi obecné
odpovédnosti jakoz i pojisténi odpovédnosti

Z vykonu povolani.

Zverejiovani

V souladu se standardni vydavatelskou a etickou
praxi poskytne spoleénost ACTELION podporu pfi
zverejfiovani (v€etné nikoli vSak vyluéné rukopisu,
abstrakt, sdéleni atd.) vysledkU studie

v uznavanych védeckych a lékafskych ¢asopisech

a na védeckych konferencich.

Spole¢nost ACTELION bude koordinovat
prezentaci a zverejfiovani vysledkl studie ve
spolupraci s fidici nebo publikaéni komisi studie,

bude-li tato zfizena.

Veskeré publikace (v€etné nikoli vSak vyluéné
rukopisu, abstrakt, sdéleni atd.) musi splhovat

nasledujici nezbytné predpoklady:

a) studie byla provadéna v souladu
s protokolem,

b) navrhovana publikace uvadi veSkeré zavéry
v souladu s platnymi statistickymi postupy a
metodami interpretace vysledku a

c) autorstvi a posudky splfiuji kritéria stanovené

AC-058B202, Institution and Investigator agreement, FN Olomouc,
finalni verze z 18. kvétna 2010, ¢esky
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follow the criteria established by the
International Committee of Medical
Journal Editors (ICMJE). According to
these guidelines, authorship credit is
based only on (i) substantial
contribution to concept and design, or
acquisition of data, or analysis and
interpretation of data; and (ii) drafting
or revising the manuscript for
essential intellectual content; and (iii)
approval of the final version to be
published. All three 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 those who do not
should be acknowledged elsewhere, if
appropriate. It is understood that
enrolment of patients into the Study
and/or data collection, alone, is not

adequate to qualify for authorship.

Multicenter studies may only be published 9.4.
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 publication is to be made, or (ii) no
publication of the study results has been
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:

Initials
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Mezinarodnim vyborem vydavatelQ
|ékarskych periodik (ICMJE). Podle téchto
smeérnic je pfiznani autorstvi zaloZzeno pouze
na kritériich, kterymi jsou (i) podstatné
prispéni pfi vytvareni koncepce a navrhu
nebo pfi shromazdovani dat nebo pfi
analyzovani a interpretaci dat, (ii)
vypracovani nebo recenzovani rukopisu

s podstatnym myslenkovym obsahem a (jii)
schvaleni konecné verze urcené ke
zvefejnéni. Splnéna musi byt vSechna tfi
vyse uvedena kritéria. Ve shodé s témito a
dal8imi zasadnimi vydavatelskymi
smérnicemi by jako autofi mély byt uvadény
ty osoby, které spliuji vSechna kritéria pro
pfiznani autorstvi, a pfipadné ty osoby, jejichz
autorstvi nebude uznano jinde. Pfitom se ma
za to, Ze samotny vybér a zafazovani
pacientt do studie a/nebo samotné
shromazdovani dat nejsou dostate¢né

predpoklady pro pfiznani autorstvi.

Multicentrické studie smé;ji byt zvefejfiovany
pouze v celém rozsahu a nikoli jako data
shromazdéna v jednotlivych centrech. Nehledé
na toto pravidlo smi ZDRAVOTNICKE
ZARIZENI a/nebo ZKOUSEJICI zvetejnit své
vlastni vysledky studie a/nebo data ziskana

v ramci dil¢ich studii definovanych v protokolu
v pfipadé, Ze (i) multicentricka studie bude
prfedCasné ukoncena a nema se uskutecnit
zvefejnéni souhrnnych vysledkd nebo (ii) do 12
mésicl od podepsani zavérecné zpravy o studii
spole€nosti ACTELION nedojde ke zvefejnéni
vysledku studie a fidici nebo publikacni vybor
neprojednava zadné navrhované zvefejnéni, a to

za predpokladu, ze:

AC-058B202, Institution and Investigator agreement, FN Olomouc,
finalni verze z 18. kvétna 2010, ¢esky
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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

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

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

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.

The Steering or Publication Committee, if
any, as well as INVESTIGATOR and/or
INSTITUTION agree to submit any

intended publication (including, but not

final version 18 May 2010, English
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9.5.

a)

b)

c)

d)

ZDRAVOTNICKE ZARIZENI a/nebo
ZKOUSEUJICI vyda jednoznaéné prohlaseni, ze
studie provadéna ve ZDRAVOTNICKEM
ZARIZENI byla sougasti multicentrické studie
a uvede odkaz na zvefejnéni zahajeni
multicentrické studie, pokud toto bylo
provedeno,

ZDRAVOTNICKE ZARIZENI a/nebo
ZKOUSEUJICI vyda jednoznaéné prohlaseni, ze
Udaje predlozené v jeho publikaci pfedstavuiji
podmnoZzinu Udaju shromazdénych v pribéhu
celé multicentrické studie a uvede procentualni
podil na celkovém objemu Udaju a souvisejici

snizeni sily statistické analyzy,

ZDRAVOTNICKE ZARIZENI a/nebo
ZKOUSEJICI vyda jednoznaéné prohlaseni, ze
interpretace Gdaju v jeho publikaci pfedstavuje
nazor ZKOUSEJICIHO a nikoli nazor
kteréhokoli jiného vyzkumného pracovnika
podilejiciho se na provadéni multicentrické
studie,

ZDRAVOTNICKE ZARIZENI a/nebo
ZKOUSEUJICI vyda jednoznagné prohlaseni, ze
interpretace udaji a zavéry ZKOUSEJICIHO
uvedené v publikaci vydané
ZDRAVOTNICKYM ZARIZENIM a/nebo
ZKOUSEUJICIM se tykaji pouze udaiji
shroméazdénych ve ZDRAVOTNICKEM
ZARIZENI, a

e) jsou spinény nezbytné pfedpoklady 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

AC-058B202, Institution and Investigator agreement, FN Olomouc,
finalni verze z 18. kvétna 2010, ¢esky
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limited to, 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 and/or
INVESTIGATOR delay such publication in
order to protect the potential patentability of
any invention/improvements described
therein. Moreover, ACTELION shall notify
the Steering or Publication Committee, if
any, or INSTITUTION and/or
INVESTIGATOR of any comments to the
proposed publication as well as comments
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. It is understood that no
confidential information — other than data
and results, which may be published as set
forth in this Clause - and/or information on
ACTELION’s proprietary rights shall be
published without ACTELION’s prior written
consent, such consent not to be

unreasonably withheld or delayed.

Notwithstanding aforestated, ACTELION 9.6.
may freely quote from articles, provided

that the scientific source of data (e.qg.

scientific conference or scientific journal) is

mentioned.
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(v€etné nikoli vSak vyluéné rukopisu, abstrakt,
sdéleni atd.), at individualni nebo multicentricke,
pfedlozi spole¢nosti ACTELION vzdy nejméné
Sedesat (60) dnl pred pfedanim vydavateli nebo
odhalenim jakékoliv tfeti osobé. B&hem tohoto
obdobi v délce Sedesati (60) dnli muze
spole¢nost ACTELION pisemné pozadat o to, aby
fidici a publika¢ni komise, bude-li ustanovena,
nebo ZKOUSEJICI a/nebo ZDRAVOTNICKE
ZARIZENI takovou publikaci pozdrzeli a umoznili
tak zaijisténi potencialni patentové ochrany
jakéhokoli vynalezu / zlepSeni popsaného

v prisludnych podkladech. Mimoto spole¢nost
ACTELION uvédomi fidici a publikaéni komisi,
bude-li ustanovena, nebo ZKOUSEJICIHO a/nebo
ZDRAVOTNICKE ZARIZENI o jakychkoli
pfipominkéch k navrhované publikaci jakoz i o
pfipominkach k interpretaci dat a/nebo k zavéram,
nacez fidici a publikacni komise, bude-li
ustanovena, nebo ZKOUSEJICI a/nebo
ZDRAVOTNICKE ZARIZENI vegkeré zmény
opravnéné pozadované spolec¢nosti ACTELION

v dobré vife zvazi. Pfitom se ma za to, Ze bez
predchoziho pisemného souhlasu spole¢nosti
ACTELION nebudou zvefejnény zadné divérné
informace - kromé udajl a vysledkd, které sméji
byt zvefejnény podle ustanoveni tohoto ¢lanku —
a/nebo informace ve vyluéném vlastnictvi
spole¢nosti ACTELION, pfi¢emz udéleni
takového souhlasu nema byt neodivodnéné

odepfeno nebo pozdrzeno.

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

védecky Casopis).

AC-058B202, Institution and Investigator agreement, FN Olomouc,
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9.9.

10.

10.1.

10.2.
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INVESTIGATOR and INSTITUTION grant  9.7.
to ACTELION, and ACTELION retains, the
exclusive right of reference to and use of

any publications in support of new drug
applications submitted by or on behalf of
ACTELION to any regulatory authority.

Without INVESTIGATOR’s and/or 9.8.
INSTITUTION'’s prior written consent, such
consent not to be unreasonably withheld,
ACTELION may not make reference, either
directly or indirectly, in any commercial

activities (e.g. advertisements etc.), to
INVESTIGATOR’s, INSTITUTION's, or any

of the Study Staff’'s names or use the same

as recommenders of the quality, efficacy,

and/or safety of the finished product and/or

drug.

INSTITUTION and INVESTIGATOR will 9.9.
ensure that adequate provisions are in place
with the Study Staff in order to guarantee

compliance with this Clause.

Intellectual Property Rights 10.

Any data and results arising from this Study 10.1.
shall be the exclusive property of

ACTELION.

Should any inventions/improvements result  10.2.

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
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ZKOUSEJICi a ZDRAVOTNICKE ZARIZENI
udéluji spole¢nosti ACTELION vyluéné pravo na
uvadéni odkazu na jakékoli publikace a na
vyuzivani téchto publikaci za u¢elem podporeni
zadosti o registraci nového IéCivého pfipravku,
predkladanych spole¢nosti ACTELION nebo jejim
jménem jakémukoli regulaénimu organu, a
spole¢nost ACTELION si toto pravo vyhrazuje.
Bez pfedchoziho pisemného souhlasu
ZKOUSEJICIHO a/nebo ZDRAVOTNICKEHO
ZARIZENI, pficemz takovy souhlas nema byt
neodlvodnéné odepfen, nesmi spole¢nost
ACTELION pfi jakychkoli komer¢nich €innostech
(napf. v inzerci atd.) zmifiovat, at' pfimo €i
nepfimo, jméno ZKOUSEJICIHO, nazev
ZDRAVOTNICKEHO ZARIZENI nebo jméno
kteréhokoli z ¢lend studijniho personalu ani tato
jména Ci nazvy vyuzivat k doporu€ovani kvality,
ucinnosti a/nebo bezpeénosti konecného produktu

a/nebo léCivého pFipravku.

ZKOUSEJiCi a ZDRAVOTNICKE ZARIZENi
zajisti pfijeti odpovidajicich opatfeni, ktera zarugi,
Ze se ustanovenimi tohoto ¢lanku bude fidit také

studijni personal.

Prava k predmétiim dusevniho vlastnictvi

Veskera data a veskeré vysledky vzeslé z této
studie budou ve vyluéném vlastnictvi spole¢nosti
ACTELION.

Pokud by v této studii mély pivod jakékoli
vynalezy / zlepSeni, bude spole¢nost ACTELION
opravnéna, aniz by tim ZKOUSEJICIMU a/nebo
ZDRAVOTNICKEMU ZARIZENI vznikl nérok na
dalsi platbu, podat patentoveé pfihlasky viastnim

jménem, pfi€emZ se uvedené vynalezy a zlepSeni
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the exclusive property of ACTELION.
INVESTIGATOR and INSTITUTION agree
to provide ACTELION with all requested
assistance necessary for obtaining any
patents, including execution of legal
documents. It is understood that any
publication is withheld until a patent

application is filed.

These obligations shall continue beyond the 10.3.
termination of this Agreement and shall be

binding upon the INVESTIGATOR’s and/or
INSTITUTION’s assigns, successors,
administrators and other legal

representatives. INSTITUTION and
INVESTIGATOR will ensure that adequate
provisions are in place with the Study Staff

in order to guarantee compliance with this

Clause.

Term and Termination 11.

This Agreement shall come into force and 11.1.
effect as of the date of the last signature of
the Parties 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 11.2.
either Party for good reason (e.g. patient

safety) at any time by giving one month prior

written notice to the other Party.

INVESTIGATOR agrees that during the 11.3.
term of this Agreement he/she will notify

ACTELION of any conflicting mandates with

Initials
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stanou a zUstanou vylu¢nym vlastnictvim
spoleénosti ACTELION. ZKOUSEJICi a
ZDRAVOTNICKE ZARIZENI souhlasi s tim, Ze
spolec¢nosti ACTELION poskytnou veSkerou
vyzadanou podporu, ktera bude nezbytna

k ziskani jakychkoli patentd, véetné vyhotoveni
pravnich listin. Pfitom se ma za to, Ze jakékoli
zvefejnéni bude pozdrzeno, dokud nebude

podana pfislusna patentova pfihlaska.

Tyto povinnost zUstavaji v platnosti i po ukoncené
této smlouvy, pfi¢emz budou zavazné i pro
nabyvatele prav a titulll, pravni nastupce, spravce
pozustalosti a dalsi zakonné zastupce
ZDRAVOTNICKEHO ZARIZENI a/nebo
ZKOUSEJICIHO. ZDRAVOTNICKE ZARIZEN!I a
ZKOUSEJICI zajisti pfijeti odpovidajicich
opatfeni, ktera zaru€i, Ze se ustanovenimi tohoto

¢lanku bude Fidit také studijni personal.

Trvani a ukonéeni

Tato smlouva vstupuje v platnost a nabyva
UCinnosti od data pfipojeni posledniho podpisu
smluvnich stran a zlistane v platnosti po dobu
trvani studie (. do pfijeti zavérecné zpravy
spolenosti ACTELION).

Tato smlouva muze byt kteroukoli ze smluvnich
stran kdykoli ze zavazného divodu (napf.

z ddvodu bezpecnosti pacientu) ukoncena
dorucenim pisemné vypovédi s jednomésicni

vypovédni dobou druhé strané.

ZKOUSEJICI souhlasi s tim, Ze b&hem trvani této
smlouvy bude spole¢nost ACTELION pisemné

informovat o jakychkoli kolidujicich zmocnénich
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third parties in writing and ACTELION may
decide to accept such situation or not. In the
negative, ACTELION has the right to

terminate the Agreement.

In the event that INVESTIGATOR leaves
his/her position with INSTITUTION for
whatever reason during the course of the
Study, ACTELION has the right to either
terminate this Agreement or to appoint a

11.4.

different investigator from within
INSTITUTION.

In case monitoring and/or auditing identifies  11.5.
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).

Miscellaneous 12.

The contact person at ACTELION will be:

XXXXX

12.1.

or any other person ACTELION may

designate.

INVESTIGATOR or INSTITUTION will not

assign or transfer any of their rights or

12.2.

obligations hereunder without prior written
consent of ACTELION. Any assignments or
transfer of any obligations or rights

hereunder without the prior written consent

Initials
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udélenych tfetimi stranami a spole&nost
ACTELION se muze rozhodnout, zda takovou
situaci bude akceptovat ¢i nikoli. Rozhodne-li se
spole¢nost ACTELION, Ze je pro ni takova situace

nepfijatelna, ma pravo ukongit tuto smlouvu.

V pfipadg, Ze ZKOUSEJICI v prib&hu provadéni
studie z jakéhokoli dlvodu prestane zastavat svoji
funkci ve ZDRAVOTNICKEM ZARIZENI, ma
spole¢nost ACTELION pravo bud' ukongit tuto
smlouvu nebo jmenovat jiného zkou$ejiciho z fad
zaméstnancti ZDRAVOTNICKEHO ZARIZENI.

V pfipadé, Zze v ramci monitoringu a/nebo auditu
bude zjiSténo zavazné a/nebo pretrvavajici
nedodrzovani povinnosti shrnutych v této smlouvé
ze strany ZKOUSEJICIHO a/nebo
ZDRAVOTNICKEHO ZARIZENI, bude mit
spole¢nost ACTELION pravo ukongit s okamzitou
aginnosti ugast ZKOUSEJICIHO
(ZDRAVOTNICKEHO ZARIZENI) ve studii.
Nastane-li takova situace, spole¢nost ACTELION

o ni uvédomi spravni organ(y).

Razné

Kontaktni osobou spole€nosti ACTELION bude:
XXXXX

nebo kterakoli dals$i osoba, kterou spole&nost
ACTELION pfipadné ustanovi.

ZKOUSEUJICI nebo ZDRAVOTNICKE ZARIZENI
nepostoupi nebo nepfevede Zadné ze svych prav
nebo povinnosti vyplyvajicich z této smlouvy bez
predchoziho pisemného souhlasu spole¢nosti
ACTELION. Jakékoli postoupeni nebo pfevedeni

kterychkoli z t&chto prav nebo povinnosti u¢inéné
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of ACTELION, shall be null and void and
render this Agreement subject to immediate
termination by ACTELION without any
obligation or liability attached to ACTELION

as a result of such termination.

This Agreement and its attached Exhibits A
to C, which constitute integral parts hereof,
constitute the entire and complete
understanding between the Parties. This
Agreement is written in Czech and English
languages. In the case of discrepancy
between Czech and English version, the

Czech version takes precedence.

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.

Applicable Law and Venue

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

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

Republic.

Annexes of this agreement:
Annex A: Protocol of Study No. AC-058B202
Annex B: Schedule of Payments

Annex C: Power of attorney

AC-058B202,Institution and Investigator agreement, FN Olomouc,

final version 18 May 2010, English
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12.3.

12.4,

13.

13.1.

13.2.

bez pfedchoziho pisemného souhlasu spolecnosti
ACTELION bude od pocatku neplatné a bude
povazovano za duvod k okamzitému ukonéeni
smlouvy spoleé¢nosti ACTELION, ktera tim bude
zpro$téna jakéhokoli zavazku nebo odpovédnosti,

jez by pro ni z takového ukonc&eni jinak vyplyvaly.

Tato smlouva a k ni pfipojené pfilohy A az C,
které tvofi jeji nedilnou soucast, tvofi uplné a
konecné ujednani mezi smluvnimi stranami.
Smlouva je vyhotovena v Ceské a anglické
jazykoveé verzi. V pfipadé rozpori mezi témito

verzemi, je rozhodujici Ceska jazykova verze.

Jakékoli podminky, které jsou svym smyslem
nebo obsahem definovany tak, ze by mély platit i
po vyprseni trvani této smlouvy nebo po jejim
ukonéeni, zUstavaji Ucinné i po vyprseni trvani

této smlouvy nebo po jejim ukonceni.

Pouzitelné zakony a mistni soudni prislusnost

Interpretace a vyklad této smlouvy podléhaji
zakontm Ceské republiky. V pfipadé rozporu se
zakonnymi normami jsou nadfazena ustanoveni

prislusného zakona.

V pfFipadé vzniku spornych bodu, které se
nepodafi urovnat smirnym narovnanim, bude
zdlezitost predlozena k projednani pfisluSnym

soudtim Ceské republiky.

PFilohy této smlouvy:
Priloha A: Protokol studie &. AC-058B202
Pfiloha B: Rozpis plateb

Priloha C: PIna moc

AC-058B202, Institution and Investigator agreement, FN Olomouc,
finalni verze z 18. kvétna 2010, ¢esky
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Annex D: Insurance Certificate PFiloha D: Pojistny certifikat

IN WITNESS WHEREOF, the Parties hereto have NA DUKAZ TOHO je tato smlouva ve trojim vyhotoveni

executed this Agreement in triplicate by persons duly podepsana osobami, které k tomu byly smluvnimi

authorized. stranami fadné& zmocnény.

For INSTITUTION: Za ZDRAVOTNICKE ZARIZENI:
Name: MUDr. Radomir Maracek Jméno: MUDr. Radomir Maracek
Title: Director Funkce: feditel

Signature: Podpis:

Date: Datum:

INVESTIGATOR: ZKOUSEJICI:

Name: XXXXX Jméno: XXXXX

Title: Principal Investigator Funkce: Hlavni zkouSejici
Signature: Podpis:

Date: Datum:

For ACTELION Pharmaceuticals Ltd: Za ACTELION Pharmaceuticals Ltd:
Name: XXXXX Jméno: XXXXX

Titul: XXXXX Funkce: XXXXX

Date: Datum:

Signature: Podpis:

Name: XXXXX Jméno: XXXXX

Title: XXXXX Funkce: XXXXX

Date: Datum:

Signature: Podpis:

AC-058B202,Institution and Investigator agreement, FN Olomouc, = AC-058B202, Institution and Investigator agreement, FN Olomouc,
final version 18 May 2010, English finalni verze z 18. kvétna 2010, ¢esky
Initials Iniciély
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Annex A: Priloha A:
Study Protocol xxxx Protokol Klinického
hodnoceni xxxxx
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Annex B: Priloha B:
Schedule of Payments Rozpis plateb

XXXXX
XXXXX
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Annex C: Power of attorney Priloha C: PInd moc
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Annex D: Insurance Priloha D: Pojistny
Certificate certifikat
Protocol AC-058B202 / ACT-128800 Protokol AC-058B202 / ACT-128800
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