MRI Examination 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
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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
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(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: 3481
represented by
MUDr. Radomir Maracek

(hereinafter referred to as the “INSTITUTION")

jointly with

XXXXX
Radiology Clinic
Fakultni nemocnice Olomouc
|.P.Pavlova 6
775 20 Olomouc
Czech Republic

(herein referred to as “INVESTIGATOR")

(jointly referred to as “the Parties”)
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6/9/2010
SMLOUVA

o provedeni Klinické studie uzaviena dle ustanoveni
8§ 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 ¢islem 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 |.P.Paviova 6, 775 20 Olomouc
IC: 00098892
DIC: CZ00098892
€. udtu: 2934392/0800
v.S. 3481
jednajici reditelem
MUDr. Radomirem Marackem

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

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

(dale ,ZKOUSEJICI¥)

(dale spolecné ,smluvni strany®)
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1. Purpose of this Agreement 1. Ugel této smlouvy

1.1.  INVESTIGATOR is prepared to participate  1.1.  ZKOUSEJICI je ochoten podilet se na
in the following ACTELION sponsored nasledujici klinické studii, jejimz zadavatelem je
clinical study: spole€nost ACTELION:

AC-058B202, Multicenter, randomized, AC-058B202, Multicentrické, randomizované,
double-blind, parallel-group extension to dvoijité zaslepené rozsifeni klinického hodnoceni
study AC-058B201 to investigate the long- AC-058B201 probihajici v paralelnich skupinach
term safety, tolerability, and efficacy of 10, k vyhodnoceni dlouhodobé bezpecénosti,

20, and 40 mg/day ACT-128800, an oral snadenlivosti a ucinnosti dennich davek 10, 20 a
S1P1 receptor agonist, in patients with 40 mg pfipravku ACT-128800, agonisty
relapsing-remitting multiple sclerosis receptoru S1P1 podavaného peroralné u
(hereinafter referred to as “Study”) by pacientl s relaps-remitentni roztrouSenou
magnetic resistance imaging examinations skler6zou (déle ,studie”) provadénim vySetfeni
(hereinafter "Examination”), which are magnetickou rezonanci (dale ,VySetfeni®), ktera
required by the Study protocol (hereinafter jsou pozadovéana Protokolem Klinického
"Protocol®). hodnoceni (déale ,Protokol").

1.2. The Study will be conducted in Fakultni 1.2. Klinické hodnoceni bude provadéno ve Fakultni
nemocnice Olomouc, I.P.Pavlova 6, 775 20 nemocnici Olomouc, |.P.Pavlova 6, 775 20
Olomouc, Ceska republika under the Olomouc, Ceska republika pod dohledem
supervision of XXXXX (hereinafter XXXXX (dale ,Hlavni zkouSejici“). Hlavni
"Principal Investigator*). The Principal zkouSejici bude odesilat pacienty zafazené do
Investigator will refer patients included into Klinického hodnoceni ZKOUSEJICIMU
the Study to the INVESTIGATOR to k provedeni VySetfeni.
conduct the Examinations.

1.3.  The INVESTIGATOR will conduct the 1.3.  Vysetfeni budou provadéna ZKOUSEJICIM
Examinations aided by a specialized, s pomoci specializovaného, kvalifikovaného a
qualified, and sufficiently educated staff dostate¢né pouceného personalu ( dale ,Studijni
(hereinafter "Study Team*).The tym*). ZKOUSEJICI poskytne vhodné prostory a
INVESTIGATOR will provide suitable vybaveni, bude provadét Vysetfeni v€as a bude
spaces and an equipment, will conduct the podporovat provadéni Klinického hodnoceni.
Examinations in time and will support
conducting the Study.

2. Protocol 2. Protokol
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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

INVESTIGATOR will conduct the Study in
accordance with ICH Good Clinical Practice
(hereinafter “GCP”), health authority
requirements as well as any and all
applicable laws and regulations. The
INVESTIGATOR will strictly comply with
the MRI Manual, which is an integral part
hereof and instructions contained in Site
giudelines. 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.

The INVESTIGATOR will do its utmost to

assist ACTELION in achieving the aims of
this Agreement. The INVESTIGATOR wiill
provide the Principal Investigator all

relevant pieces of information and will do

2.1.

2.2.

3.1

3.2.

AC-058B202,Institution and Investigator agreement, FN Olomouc,
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Protokol o studii (dale ,protokol”) bude pfisné
dodrzovan a bude provadén pod dohledem a
v odpovédnosti ZKOUSEJICIHO, ktery bude za

dodrzovani protokolu zodpovidat.

Protokol je (v€etné veskerych dodatk(l) nedilnou
soucasti této smlouvy (PFiloha A). V pfipadé
rozpor( mezi protokolem a touto smlouvou maji
prednost 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 lé€iv
jakoz i veSkerymi platnymi zakony a pfedpisy.
ZKOUSEJiCI bude ptisné dodrzovat manual
MRI, ktery je soucasti této Smlouvy a instrukce
obsazené v pokynech pro centrum. Navic, bude-
li to spole¢nosti ACTELION vyzadano, budou
ZKOUSEJiCi a ZDRAVOTNICKE ZARIZENI
spole¢nosti ACTELION napomocni pfi ziskavani
vesSkeré dokumentace potfebné pro dodrzeni
specifickych pozadavkl FDA, pficemz takova
pomoc a dokumentace budou vzdy v souladu s

platnymi mistnimi zakony a pfedpisy.

ZKOUSEJICI vynaloZi nejvy3si asili k tomu, aby
spole¢nosti ACTELION pomohl dosahnout cil
uvedenych v této Smlouvé. ZKOUSEJICI
poskytne Hlavnimu zkouSejicimu veskeré

relevantni informace a vynalozi nejvyssi usili

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

finalni verze z 29. dubna 2010, Cesky
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its utmost to conduct examinations in
conformity with time requirements of the

Principal Investigator.

All material provided to INVESTIGATOR for 3.3.

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 3.4.

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  3.5.

undertake to notify ACTELION immediately
on knowledge that an audit or inspection is

planned by any health authority or other

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

final version 29 Apr 2010, English
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k provedeni VySetieni podle ¢asovych

pozadavk( Hlavniho zkousejiciho.

Veskery material poskytnuty ZKOUSEJICIMU za
ucelem provadéni studie (v&etné, nikoli vSak
vyluéné v&etné, hodnoceného IéCivého pfipravku,
studijnich materiald a vybaveni) bude dodan
pouze pro Ucely studie a nesmi byt pouzivan

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

specifickymi pozadavky studie.

ZKOUSEJICI 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 vesSkerymi uplatnitelnymi pravidly a

predpisy, zasadami GCP a pokyny zadavatele.

ZKOUSEJICIi a/nebo ZDRAVOTNICKE
ZARIZENI se zavazuiji dat spole¢nosti ACTELION
neprodlené na védomi, Ze jakykoli zdravotni nebo

spravni organ planuje provedeni auditu nebo

AC-058B202, Institution and Investigator agreement, FN Olomouc,
finalni verze z 29. dubna 2010, Cesky

Inicialy
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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 4.1.

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

e) unless such information is required to

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

final version 29 Apr 2010, English
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kontroly. ZKOUSEJICI a/nebo ZDRAVOTNICKE
ZARIZENI musi pro jakykoli takovy audit nebo
kontrolu zpfistupnit veSkerou dokumentaci

vztahujici se ke studii.

Ochrana dlavérnych 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 sou€asti informaci ve vefejném
vlastnictvi, vyjma pfipadu, Ze by se tak stalo
porusenim této smlouvy nebo porusenim
smluvnich povinnosti jakékoli tfeti strany
zavazané micenlivosti vici spole¢nosti
ACTELION, nebo

c) ledaze by takové informace jiz v dobé
poskytnuti spolecnosti ACTELION byly ve
vlastnictvi ZKOUSEJICIHO a/nebo
ZDRAVOTNICKEHO ZARIZEN!I, coz by bylo
mozno dolozit pisemnymi zaznamy, pficemz
by do tohoto vlastnictvi nebyly ziskany pfimo &i
nepfimo od spole¢nosti ACTELION nebo od
jakékoli tfeti strany smluvné zavéazané
mic¢enlivosti vici spoleénosti ACTELION, nebo

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

e) ledaze by takové informace bylo zapotfebi

AC-058B202, Institution and Investigator agreement, FN Olomouc,
finalni verze z 29. dubna 2010, Cesky

Inicialy
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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 5.

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 costs of the
INSTITUTION for the Examinations
including the work of the INVESTIGATOR
and his co-investigators, overhead costs of
the INSTITUTION, unless explicitly stated

poskytnout na zakladé ustaveni zakona,
spravniho predpisu nebo nafizeni soudu,
avsak za predpokladu, ze ZKOUSEJICI
a/nebo ZDRAVOTNICKE ZARIZENI vynalozi
své nejlepsi Gsili k tomu, aby spoleénost
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 smlouveé, budou veskeré udaje
a/nebo vysledky majici plvod ve studii

povazovany za ddvérné informace.

ZKOUSEJICi a ZDRAVOTNICKE ZARIZENI
zajisti, Ze persondl ucastnici se studie (1j. ostatni
zkousejici, koordinatofi, studijni sestry atd.) (dale
L,studijni personal“) bude vazan stejnou povinnosti

zachovavat miéenlivost.

Ustanoveni tohoto ¢lanku smlouvy zUstavaji

ucinna i po ukonéeni této smlouvy.

Finanéni podminky

Spole¢nost ACTELION zaplati
ZDRAVOTNICKEMU ZARIZENI &astky
stanovené v rozvrhu plateb obsazeném v PFiloze
B, ktera je nedilnou soucasti této smlouvy (platby
budou uctovany bez DPH, dané& budou odvedeny
spole¢nosti ACTELION v misté jejiho sidla).
Castky stanovené v PFiloze B zahrnuiji veskeré
naklady ZDRAVOTNICKEHO ZARIZENI za
Vysetfeni véetné prace ZKOUSEJICIHO a jeho
spolupracovniku, rezijnich nakladd
ZDRAVOTNICKEHO ZARIZENI, neni-li v Pfiloze

B vyslovné uvedeno jinak. Platby po odecteni

AC-058B202,Institution and Investigator agreement, FN Olomouc, = AC-058B202, Institution and Investigator agreement, FN Olomouc,
final version 29 Apr 2010, English finalni verze z 29. dubna 2010, Cesky
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otherwise in Exhibit B. After deducting
costs, the payments will be split up as
follows: XXXXX

Payment will be made after confirmation of  5.2.

receipt of all completed original CRFpages
from the INVESTIGATOR and satisfactory
resolution of any possible queries. In case of
serious non-compliance with the Protocol,
GCP, and/or health authority and other
applicable requirements by the
INVESTIGATOR, ACTELION has the right

to withhold part or all payments.

Payments will be made by ACTELION 5.3.

quarterly based on the number of received
CREFs fulfilling the requirements of Clause
5.2 to the bank account as specified in
Exhibit B. If VAT or similar taxes is not
applicable, sending invoices to ACTELION
is not necessary. If VAT or similar taxes
apply, INSTITUTION shall send to
ACTELION an original invoice for the
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

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

final version 29 Apr 2010, English

Initials

TPL-072-COR-GL_V3-240608

nakladu budou rozdéleny nasledovné: XXXXX

Platba bude provedena po potvrzeni pfijeti vSech
vyplnénych originald stranek formulafd CRF od
ZKOUSEJICIHO a po uspokojivém vyreseni
vSech pfipadnych dotazu. V pfipadé zavazného
nedodrzeni protokolu, zasad GCP a/nebo
pozadavkl zdravotnich organu &i jinych
opodstatnénych pozadavku ze strany
ZKOUSEJICIHO ma ACTELION pravo na

pozdrzeni Casti plateb nebo vSech plateb.

Spole¢nost ACTELION bude uvedené platby
provadét Ctvrtletné na zakladé poctu obdrzenych
stranek CRF spliujicich pozadavky ¢lanku 5.2, a
to formou prevodl na bankovni Ucet uvedeny

v Pfiloze B. Neni-li nutno uctovat DPH nebo
obdobné dané, neni zapotfebi zasilat spolenosti
ACTELION pfislusné faktury. Je-li nutno Gc¢tovat
DPH nebo obdobné dang&, zasle
ZDRAVOTNICKE ZARIZENI spole&nosti
ACTELION origindl faktury s uvedenim splatné
Castky ve vysi, ktera byla spole¢nosti ACTELION
predem uréena. Posledni platba se uskuteéni po

uspokojivém vyfeseni jakychkoli dotazu.

Pribézné naklady vzniklé v souvislosti se studii
(napf. naklady na ¢innost Etické komise
zdravotnického zafizeni/nezavislé Etické
komise) budou spolecnosti ACTELION

bezodkladné postoupeny spole¢né s vesSkerymi

AC-058B202, Institution and Investigator agreement, FN Olomouc,
finalni verze z 29. dubna 2010, Cesky

Inicialy
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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

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

AC-058B202,Institution and Investigator agreement, FN Olomouc,
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konkrétnimi podrobnymi udaiji potfebnymi

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

Monitoring a audity provadéné spolecnosti
ACTELION

Praibéh studie bude monitorovan spolecnosti
ACTELION nebo ji

vyzkumnou organizaci (,CRO"). Jejich zastupcim

ustanovenou  smluvni
bude umoznén pfistup ke vSem informacim
vzeSlym ztéto studie a spoleénost ACTELION
nebo ji ustanovena CRO budou mit neomezené
préavo vyuzivat informace vzeslé ze studie, napf.
CRF. Spole¢nost ACTELION nebo ji ustanovena
CRO budou mit vsouladu s mistnimi etickymi
ve ZDRAVOTNICKEM

k vysledkim laboratornich

smérnicemi  platnymi
ZARIZENI pfistup
vysSetfeni, zdrojovym datiim (definovanym podle
GCP) a jakymkoli dalS$im zaznamim o subjektu
hodnoceni, které budou potfebné k ovéfovani

zaznamU ve formularich CRF.

Spole¢nost ACTELION mUze jmenovat nezavislé
osoby, které budou povéreny provadénim auditt
studie. ZKOUSEJICI a/nebo ZDRAVOTNICKE
ZARIZENI musi dat pro uéely jakéhokoli takového
auditu k dispozici veSkerou dokumentaci

vztahujici se ke studii.

Odpovédnost a ndhrada Skody

Spole¢nost ACTELION prevezme odpovédnost
za jakékoli poSkozeni na zdravi, které vznikne
subjektliim hodnoceni v disledku UcCasti

v klinickém hodnoceni, kdykoli bude mozno zjistit

pfi¢inny vztah mezi udalosti a postupem

AC-058B202, Institution and Investigator agreement, FN Olomouc,
finalni verze z 29. dubna 2010, Cesky

Inicialy
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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.

Moreover, ACTELION shall not be liable for 7.3.

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
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pouzitym pfi klinické studii nebo hodnocenym

IeéCivym 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 léCivym
pfipravkem, pfi¢emz hodnoceny léCivy
pripravek byl podavan podle protokolu.

b) Udalost nastala v souvislosti s pouzitim
srovnavacich pfipravk, jejichZz podavani bylo
oduvodnénou soucasti protokolu.

¢) Kudalosti doslo v diisledku pouziti
diagnostickych vykonu provadénych podle
protokolu.

d) Udalost byla zplisoben terapeutickymi nebo
diagnostickymi opatfenimi, jejichz provedeni
bylo odiivodnéné a potfebné v dlsledku
neocekavanych U¢inkl zkoumaného
pfipravku, srovnavacich pfipravki nebo
diagnostickych postupt pozadovanych

protokolem.

Spole¢nost ACTELION nenese odpovédnost za
udalosti, ke kterym dojde vylu¢né v dlsledku

zakladniho onemocnéni subjektu hodnoceni.

Mimoto spole¢nost ACTELION nenese
odpovédnost za udalosti zpusobené diagnostic-
kymi nebo terapeutickymi opatfenimi, ktera
nejsou vyslovné pozadovana protokolem, nebo za
pfipady zpusobené nedbalosti (véetné jednani

V rozporu s uznavanymi lékarskymi postupy nebo
jakéhokoli nedodrzeni protokolu ¢i podminek této
smlouvy) ¢i védomé nespravnym pocinanim
ZKOUSEJICIHO, ZDRAVOTNICKEHO
ZARIZENI, studijniho personalu nebo jakéhokoli
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8.2.
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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.

This Indemnity provided by ACTELION shall 7.4.

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 the defence or disposition
of all such cases.

b) ACTELION will be permitted, at its costs
and discretion, to handle and control the

defence or disposition of all such cases.

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

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

Initials
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jiného spolupracujiciho a/nebo spfiznéného
klinického personalu ¢i zdravotnického zafizeni.
V takovém pfipadé prebiraji odpovédnost
ZDRAVOTNICKE ZARIZENi a ZKOUSEJICI,
ktefi nahradi Skodu a Ujmu vzniklou spolegnosti
ACTELION a/nebo jejim pfidruzenym

spole¢nostem.

Narok na uvedenou nahradu Skody poskytnutou
spolec¢nosti ACTELION bude navic mozno
uplatnit pouze tehdy, budou-li spinény nasledujici
podminky:

a) Spole¢nost ACTELION ma byt co nejdfive
informovéana o jakékoali stiznosti, Zalobé nebo
soudni pfi, ktera by byla pfi€inou vzniku prava
na nahradu $kody, pfi¢emz ZKOUSEJICi a
ZDRAVOTNICKE ZARIZENI souhlasi s tim,
ze spolecnosti ACTELION ve vSech takovych
pfipadech poskytnou plnou souginnost pfi
obhajobé nebo odvolani proti rozsudku.

b) Spolecnosti ACTELION bude umoznéno, aby
ve vSech takovych pfipadech na vlastni na-
klady a dle vlastniho uvazeni vedla obhajobu
nebo podala odvolani proti rozsudku.

c) Zadny takovy pfipad nebude urovnan bez
predchoziho pisemného souhlasu spole¢nosti
ACTELION.

Pojisténi

Spole¢nost ACTELION bude mit v souvislosti se
studii uzavieno pojisténi v souladu s platnymi

zakony.

ZKOUSEJiCi a ZDRAVOTNICKE ZARIZENIi si na
své vlastni naklady zjednaji a budou udrzovat

v platnosti pfiméfené komercni pojisténi obecné
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9.1.

9.2.

9.3.

10.

10.1.

10.2.
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well as professional liability insurance at

their sole cost and expense.

Publication 9.

The INVESTIGATOR must not publish 9.1.
information and results as well as pieces of
confidential information defined in Article 4.

Any exemptions must be approved by

Actelion company beforehand.

Without INVESTIGATOR’s and/or 9.2.
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 9.3.
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
from this Study ACTELION shall be entitled,
without further payment to INVESTIGATOR

Initials
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10.2.

odpovédnosti jakoZ i pojisténi odpovédnosti

Z vykonu povolani.

Zverejnovani

ZKOUSEJICI nesmi publikovat informace a
vysledky stejné jako davérné informace
definované v bodé 4. Jakékoliv vyjimky musi byt
pfedem pisemné odsouhlaseny spole€nosti
Actelion.

Bez pfedchoziho pisemného souhlasu
ZKOUSEJICIHO a/nebo ZDRAVOTNICKEHO
ZARIZENI, pfic¢emz takovy souhlas nema byt
neodlvodnéné odepfen, nesmi spole¢nost
ACTELION pfi jakychkoli komerénich &innostech
(napf. v inzerci atd.) zmifiovat, at' pfimo i
nepfimo, jméno ZKOUSEJICIHO, nazev
ZDRAVOTNICKEHO ZARIZENI nebo jméno
kteréhokoali z ¢lenu studijniho personalu ani tato
jména ¢i nazvy vyuzivat k doporucovani kvality,
ucinnosti a/nebo bezpecénosti konecného produktu

a/nebo lécivého pripravku.

ZKOUSEJICi a ZDRAVOTNICKE ZARIZENI
zajisti pfijeti odpovidajicich opatfeni, ktera zaruéi,
Ze se ustanovenimi tohoto ¢lanku bude Fidit také

studijni personal.

Prava k predmétlim dusevniho vlastnictvi

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

Pokud by v této studii mély plivod jakékoli
vynalezy / zlepSeni, bude spoleénost ACTELION
opravnéna, aniz by tim ZKOUSEJICIMU a/nebo
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and/or INSTITUTION, to file in its own name
patent applications, and the said inventions
and improvements will become and remain
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.

ZDRAVOTNICKEMU ZARIZENI vznikl nérok na
dalSi platbu, podat patentové pfihlasky viastnim
jménem, pfiemz se uvedené vynalezy a zlepSeni
stanou a zUstanou vyluénym vlastnictvim
spolecnosti ACTELION. ZKOUSEJICI a
ZDRAVOTNICKE ZARIZENI souhlasi s tim, ze
spolecnosti ACTELION poskytnou veSkerou
vyzadanou podporu, kterd 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.

10.3. These obligations shall continue beyond the 10.3. Tyto povinnost zUstavaji v platnosti i po ukonéené
termination of this Agreement and shall be této smlouvy, pfi€emz budou zavazné i pro
binding upon the INVESTIGATOR’s and/or nabyvatele prav a titulll, pravni nastupce, spravce
INSTITUTION's assigns, successors, pozustalosti a dal$i zakonné zastupce
administrators and other legal ZDRAVOTNICKEHO ZARIZENI a/nebo
representatives. INSTITUTION and ZKOUSEJICIHO. ZDRAVOTNICKE ZARIZENI a
INVESTIGATOR will ensure that adequate ZKOUSEUJICI zajisti prijeti odpovidajicich
provisions are in place with the Study Staff opatfeni, kterd zaruéi, Ze se ustanovenimi tohoto
in order to guarantee compliance with this ¢lanku bude Fidit také studijni personal.

Clause.

11. Term and Termination 11. Trvani a ukonéeni

11.1. This Agreement shall come into force and 11.1. Tato smlouva vstupuje v platnost a nabyva
effect as of the date of the last signature of ucinnosti od data pfipojeni posledniho podpisu
the Parties and shall remain in effect for the smluvnich stran a zUstane v platnosti po dobu
duration of the Study (i.e. until acceptance of trvani studie (. do pfijeti zavérecné zpravy
the final report by ACTELION). spole¢nosti ACTELION).

11.2.  This Agreement may be terminated by 11.2. Tato smlouva muze byt kteroukoli ze smluvnich

either Party for good reason (e.g. patient
safety) at any time by giving one month prior

written notice to the other Party.

stran kdykoli ze zavazného dlvodu (napf.

z divodu bezpecnosti pacientd) ukoncena
doru€enim pisemné vypoveédi s jednomésicni
vypovédni dobou druhé strané.
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11.3.  INVESTIGATOR agrees that during the 11.3. ZKOUSEJICI souhlasi s tim, Ze b&hem trvani této
term of this Agreement he/she will notify smlouvy bude spole¢nost ACTELION pisemné
ACTELION of any conflicting mandates with informovat o jakychkoli kolidujicich zmocnénich
third parties in writing and ACTELION may udeélenych tfetimi stranami a spole¢nost
decide to accept such situation or not. In the ACTELION se mUze rozhodnout, zda takovou
negative, ACTELION has the right to situaci bude akceptovat &i nikoli. Rozhodne-li se
terminate the Agreement. spole¢nost ACTELION, Ze je pro ni takova situace

nepfijatelna, ma pravo ukongit tuto smlouvu.

11.4. In case monitoring and/or auditing identifies 11.4. V pfipadé, Ze v ramci monitoringu a/nebo auditu
serious and/or persistent non-compliance bude zjisté€no zavazné a/nebo pretrvavajici
with the obligations as outlined in this nedodrzovani povinnosti shrnutych v této smlouvé
Agreement on the part of the ze strany ZKOUSEJICIHO a/nebo
INVESTIGATOR and/or INSTITUTION, ZDRAVOTNICKEHO ZARIZENI, bude mit
ACTELION will have the right to terminate spole¢nost ACTELION pravo ukongit s okamZitou
the INVESTIGATOR's (INSTITUTION's) uginnosti Géast ZKOUSEJICIHO
participation in the Study with immediate (ZDRAVOTNICKEHO ZARIZENI) ve studii.
effect. If this occurs, ACTELION will notify Nastane-li takova situace, spole¢nost ACTELION
the regulatory authority(ies). o ni uvédomi spravni organ(y).

12. Miscellaneous 12. Rizné

12.1.  The contact person at ACTELION will be: 12.1.  Kontaktni osobou spole¢nosti ACTELION bude:
XXXXX XXXXX
or any other person ACTELION may nebo kterakoli daldi osoba, kterou spole¢nost
designate. ACTELION pfipadné ustanovi.

12.2.  INVESTIGATOR or INSTITUTION will not ~ 12.2.  ZKOUSEJICi nebo ZDRAVOTNICKE ZARIZENI

assign or transfer any of their rights or
obligations hereunder without prior written
consent of ACTELION. Any assignments or
transfer of any obligations or rights
hereunder without the prior written consent
of ACTELION, shall be null and void and
render this Agreement subject to immediate
termination by ACTELION without any

nepostoupi nebo nepfevede Zadné ze svych prav
nebo povinnosti vyplyvajicich z této smlouvy bez
predchoziho pisemného souhlasu spole¢nosti
ACTELION. Jakékoli postoupeni nebo prevedeni
kterychkoli z téchto prav nebo povinnosti u¢inéné
bez pfedchoziho pisemného souhlasu spole¢nosti
ACTELION bude od poc¢atku neplatné a bude

povazovano za duvod k okamzitému ukonceni

AC-058B202,Institution and Investigator agreement, FN Olomouc,
final version 29 Apr 2010, English

AC-058B202, Institution and Investigator agreement, FN Olomouc,
finalni verze z 29. dubna 2010, Cesky
Initials Inicialy

TPL-072-COR-GL_V3-240608



- Page 14 of 19 —

obligation or liability attached to ACTELION smlouvy spole¢nosti ACTELION, ktera tim bude
as a result of such termination. zprosténa jakéhokoli zavazku nebo odpovédnosti,

jez by pro ni z takového ukonceni jinak vyplyvaly.

12.3. This Agreement and its attached Exhibits A 12.3. Tato smlouva a k ni pfipojené pfilohy A az C,

to C, which constitute integral parts hereof, které tvofi jeji nedilnou soucast, tvofi Uplné a
constitute the entire and complete konecné ujednani mezi smluvnimi stranami.
understanding between the Parties. This Smlouva je vyhotovena v ¢eské a anglické
Agreement is written in Czech and English jazykové verzi. V pFipadé rozpori mezi témito
languages. In the case of discrepancy verzemi, je rozhodujici Ceska jazykova verze.

between Czech and English version, the

Czech version takes precedence.

12.4.  Any terms and conditions, which by their 12.4.  Jakékoli podminky, které jsou svym smyslem
intent or content are meant to have validity nebo obsahem definovany tak, Zze by mély platit i
beyond expiry or termination, shall survive po vyprSeni trvani této smlouvy nebo po jejim
the expiry or termination of this Agreement. ukonéeni, zdstavaji ucinné i po vyprseni trvani

této smlouvy nebo po jejim ukonceni.

13. Applicable Law and Venue 13. Pouzitelné zakony a mistni soudni pfisluSnost

13.1. This Agreement shall be interpreted and 13.1. Interpretace a vyklad této smlouvy podiéhaji
construed in accordance with the laws of zakontm Ceské republiky. V ptipadé rozporu se
Czech Republic, under exclusion of its zakonnymi normami jsou nadfazena ustanoveni
conflicts of laws rules. pFislusného zakona.

13.2. In case of controversies, which cannot be 13.2. V pfipadé vzniku spornych bodU, které se

settled amicably, the matter shall be brought nepodafi urovnat smirnym narovnanim, bude
before the competent courts of Czech zélezZitost predlozena k projednani pfisluSnym
Republic. soudtim Ceské republiky.

Annexes of this agreement:; Prilohy této smlouvy:

Annex A: Protocol of Study No. AC-058B202 Pfiloha A: Protokol studie €. AC-058B202

Annex B: Schedule of Payments Priloha B: Rozpis plateb

Annex C: Power of attorney Pfiloha C: PInd moc

Annex D: Insurance Certificate Priloha D: Pojistny certifikat
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IN WITNESS WHEREOF, the Parties hereto have
executed this Agreement in triplicate by persons duly

authorized.

For INSTITUTION:

Name: MUDr. Radomir Maracek
Title: Director

Signature:

Date:

INVESTIGATOR:
Name: XXXXX
Title: XXXXX
Signature:

Date:

For ACTELION Pharmaceuticals Ltd:

Name: XXXXX
Titul: XXXXX
Date:

Signature:

Name: XXXXX
Title: XXXXX
Date:

Signature:

AC-058B202,Institution and Investigator agreement, FN Olomouc,
final version 29 Apr 2010, English
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NA DUKAZ TOHO je tato smlouva ve trojim vyhotoveni
podepsana osobami, které k tomu byly smluvnimi

stranami fadné zmocnény.

Za ZDRAVOTNICKE ZARIZENI:
MUDr. Radomir Maracek

feditel

Jméno:
Funkce:

Podpis:

Datum:

ZKOUSEJICI:
Jméno: XXXXX
Funkce: XXXXX

Podpis:

Datum:

Za ACTELION Pharmaceuticals Ltd:

Jméno: XXXXX
Funkce: XXXXX
Datum:
Podpis:
Jméno: XXXXX
Funkce: XXXXX
Datum:
Podpis:

AC-058B202, Institution and Investigator agreement, FN Olomouc,
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Annex A: Priloha A:
Study Protocol xxxxx 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: PIna 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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