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Institution Agreement AC-0583303

AGREEMENT

on conducting a clinical study made in compliance
with the provision of § 1746, paragraph 2. Act No.

89/2012 Colt, Civil Code, as amended and in
compliance with Act No. 378/2007 Coll. on

Pharmaceuticals. as amended

between

Actelion Pharmaceuticals Ltd
Gewerbeetrasse 16
CH — 4123 Allschwll

Switzerland
VAT Number: CHE 116.310.323

(herein referred to as 'ACTELION")

and

Krajska zdravotni a.s.
SociaInI peoe 3316I12A

401 13 Ustl nad Labem
Czech Republic

DIC: 0225488627

(herein referred to as 'INSTITUTION”)

(jointly referred to as “the Parties")

1. Purpose of this Agreement
INSTITUTION is prepared to participate in
the following ACTELION sponsored clinical
study:
“Multlcenter, non-comparative
extension to study PIC-0583301. to

Investigate the long-term safety.
tolerablllty. and control of disease of
poneslmod 20 mg in subjects wlth
relapsing multiple sclerosis (RMS)":
Protocol AC-058B303. (hereinafter referred
to as the "Study").
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SMLOUVA

o provedenl klinické studie uzavi‘ena dle ustanovenl
§ 1746 odstavec 2 zakona 5. 8912012 8b., obchodnl

zakonlk, v platnem znenl a die zakona 6. 37812007 8b.,
0 Iécivech, v platném znénl

mezi

Actellon Phannaceutlcals Ltd
Gewerbeetrasse 16
CH — 4123 Allschwll

Svycarsko
pic: CHE 116.310.323

(dale ,ACTELION' nebo ,spoleénost ACTELION")

a

Krajska zdravotnl a.s.
Socialnl péée 3316/12A
401 13 UstI nad Labem

Ceska republika
DIC: 0225488627

(dale ,ZDRAVOTNICKE ZARIZENI")

(dale spoieéné .smluvnl strany")

1. el této smlouvy
1.1. ZDRAVOTNICKE ZARIZENI je ochotné podllet

se na nasledujicl klinicke studii, jejlmi zadavate-
lem je spolecnost ACTELION:
"Multicontrlcké, nesrovnavacl roziffenf

studio ALT-0583301. hodnotlci dlouhodobou
bezpecnost. enasenllvost a kontrolu one-
mocnenl pflpravkem poneslmod 20 mg u
pacientu e relabujfcl roztrousenou eklero-
zou“; protokoIAC-058B303. (dale jen
,.Studie").
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The Study will be conducted

INSTITUTION by the INSTITUTION's

employee, ,
Neurologické oddelenl, Krajska zdravotnl
a.s. — Nemocnice Teplice o.z.Duchcovska

53.415 29 Teplice. as the Investigator

(hereinafter referred to as the

"INVESTIGATOR'). INSTITUTION will
provide appropriate facilities and

equipment and will support the recruitment

activities and conduct of the Study at the

INSTITUTION.

INSTITUTION represents and warrants
that it is a due and legitimate runner of a
pharmacy located at the INSTITUTION's

address. The INSTITUTION undertakes to
ensure receiving, taking over, checking,

storage and supply of the Study drug

through its above presented pharmacy in

compliance with the terms of Good

relevant
instructions of the State Institute of Drug
Control and may allow the physical
handling of the Study drug only to persons

Pharmaceutical Practice,

duly qualified for such performance. The

study drug will be delivered to the
INSTITUTION's pharmacy, pursuant to

regulation No. 22612008 COIL. as
amended. in terms and supplies so that the
Study can be performed in a due and
continuous manner according to the terms

set forth in the Protocol. INSTITUTION
undertakes to record and keep records of
any and all handling of the Study drug

according to Good Pharmaceutical

Practice and instruction's of ACTELION, if
applicable, and submit such records as
part of the Study file to ACTELION upon its

1.3

at 1.2. Studie bude provadéna ve ZDRAVOTNICKEM

ZARIZENI jeho zaméstnancem,
, Neurologické oddéleni, Krajska

zdravotnl a.s. - Nemocnice Teplice
o.z.Duchcovska 53,415 29 Teplice. jako zkouse-

jIcIm (dale jen .ZKOUSEJICI“). ZDRAVOTNICKE
ZARIZENI poskytne vhodné prostory a vybavenl
a bude podporovat oinnosti souvisejlcl se

zIskavanIm ucastnlku a provédénlm Studie ve
ZDRAVOTNICKEM ZARIZENI.

ZDRAVOTNICKE ZARIZENI zavazne prohlaéuje.

ze je radnym a opravnény'm provozovatelem

Iékarny umIsténé na adrese ZDRAVOTNICKE-

HO ZARIZENI. ZDRAVOTNICKE ZARIZENI se

zavazuje zajistit pl‘ijeti. pl‘evzetl, kontrolu,

skladovanl a vydej hodnoceného lééiva pro-

stl‘ednictvlm své vyse uvedené Iekarny za
podmlnek spravné Iékarenské praxe. pflslus-

nych pokynfl Statnlho ustavu pro kontrolu lééiv a

smI umoznit zachazet s hodnocenym leCIvem

pouze osobam pro tuto oinnost fadné kvalifiko-

vanym. Hodnocené lééivo bude do lékarny
ZDRAVOTNICKEHO ZARIZENI dodavano
vsouladu svyhlaSkou es. 226I2008 Sb.. v

platnem znénl, vtermInech a dodavkach tak.

aby Studie mohla byt provedena fadné a plynule

za podmlnek stanovenych v Protokolu. ZDRA-

VOTNICKE ZARIZENI se zavazuje vest a
uchovavat zaznamy o veSkerém zachazeni
shodnocenym lekem vsouladu se spravnou

lékarenskou praxi a pokyny spolecnosti ACTE-

LION. budou-Ii takove. a na pozadanl tyto

kdykoli pfedloiit jako soucast studijnl dokumen—
taco spolecnosti ACTELION.
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request.

Expected number of patients enrolled into

the Study at INSTITUTION is

Expected study duration at INSTITUTION
is from until .

Pmtocol

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
(Exhi A). In the event of contradictions
between the Protocol and this Agreement,

the provisions of this Agreement shall

prevail. except in medical matters. where

the Protocol shall take precedence.

Obligations of INSTITUTION
INSTITUTION represents and warrants that
the Study will be conducted in the
INSTITUTION in accordance with the
Protocol. further that it has been provided

with the Protocol and other Study related

documents by ACTELION and that it has
familiarized himself with them.

INSTITUTION shall enable, that

INVESTIGATOR will conduct the Study in
accordance with the Protocol and all its
future amendments, if applicable, the

approval of the Study performance issued

by the State Institute for Drug Control and

1.4.

1.5.

2.
2.1.

2.2.

3.
3.1.

Predpokladany poCet pacientu. kteI‘I budou do
Studie ve ZDRAVOTNICKEM ZARIZENI
zal‘azeni, je

Délka tNénl Studie ve ZDRAVOTNICKEM

ZARIZENI je planovana na obdobl at

Protokol

Protokol Studie (dale uProtokol“) bude pl'lsné
dodriovan a Studie bude podle tohoto Protokolu

provadéna pod dchledem ZKOUSEJICIHO,
ktery bude za doeovanI protokolu zodpovldat.

Protokol je (vcetné veékerych dodatku) nedilnou

soucastl této smlouvy (PI‘IIoha A). t‘tpadé

rozporu mezi Protokolem a touto smlouvou majl

pfednost ustanovenl této smlouvy. vyjma
medicinskych zaIeZItostI, kdy ma pfednost

Protokol.

Povinnosti ZDRAVOTNICKEHO ZARIZENI
ZDRAVOTNICKE ZARIZENI zavazné prohlasuje.
2e Studie bude ve ZDRAVOTNICKEM ZARIZENI

provadena v souladu s Protokolem, ze mu
ACTELION poskytl Protokol a dalsl dokumenty
vztahujlcl se ke Studii, e 2e se s temito dokumen-

ty seznamilo.

3.2. ZDRAVOTNICKE ZARIZENI se zavazuje umoznit,
2e ZKOUSEJICI bude Studii provadét vsouladu
sProtokolem a vSemi jeho budouclmi dodatky,

budou-Ii néjaké. s povolenlm Statnlho astavu pro
kontrolu Iébiv a stanoviskem pl‘lsluénych etickych
komisi. pravidly spravné klinicke praxe (dale
.GCP“). poiadavky Statntho ustavu pro kontrolu
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the statement of the respective Ethics
Committees. the ICH Good Cliniwl Practice
(hereinafter "GCP"), health authority
requirements as well as any and all

applicable laws and regulations. Moreover. if

requested by ACTELION, INSTITUTION. in
cooperation with the INVESTIGATOR if

applicable. assist ACTELION in
obtaining all documentation required for

will

compliance with FDA-specific requirements.
whereby and

documentation to be in accordance with

such assistance

applicable local laws and regulations at all

times.

The INSTITUTION 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.

The Parties will adhere to any applicable
Patient Privacy legislation andlor
applicable data protection laws.

INSTITUTION will forward any information.
which is foreseen to advertise the Study or
encourage recruitment for the Study to

ACTELION prior to its use. INSTITUTION

agrees to use the Information only with the
prior written approval of ACTELION and
after iRBIIEC approval has been obtained.

All material provided to INSTITUTION
andlor INVESTIGATOR for the purpose of

carrying out the Study (including. but not
limited to. Study drug and Study material)

3.3.

3.4.

3.5.

3.6.

lééiv. jakoz i veskerymi platnymi zékony a

pl‘edpisy. Navlc. bude-li to spolednostl ACTELION

vyzadano. bude ZDRAVOTNICKE ZARIZENL
pl‘lpadné ve spolupraci se ZKOUSEJICIM,
spolecnosti ACTELION poskytovat sout‘tinnost pl‘i

zlskavanl veskeré dokumentace potl'ebné pro

dodrienl specifickych poiadavku FDA, pficemz

takova pomoc a dokumentace budou vidy v

souladu s platnymi mlstnlmi zakony a pl‘edpisy.

ZDRAVOTNICKE ZARIZENI se
vynakladat maximalni usill k tomu, aby spolecnos-

ti ACTELION pomohlo dosahnout cflu této

smlouvy. vbetné - nikoli vsak vylu6ne - provedenl

Studie vhodnotlclm obdobl _stanovenem
vProtokolu.

zavazuje

Smluvnl strany se zavazujl dodriovat veskeré

platné pravnl pfedpisy tykajlcl se ochrany

soukroml pacientu a ochrany osobnlch udaju.

ZDRAVOTNICKE ZARIZENI bude spolecnosti
ACTELION pfedem pfedkladat veSkere informa-
ce. jejichz uselem bude propagace Studie nebo

podpora zlskavanl uhstnlku do Studie. ZDRA-
VOTNICKE ZARIZENI souhlasl s tlm, ie tyto
infon'nace bude pouzlvat pouze po pfedchozlm
plsemném schvalenl spoleénostl ACTELION a po
zlskanl souhlasu etické komise.

Veskery material poskytnuty ZDRAVOTNICKEMU
ZARIZENI al'nebo ZKOUSEJICIMU za aceIem
provedenl studie (vcetné, avsak nejen. hodnoce-

ného lééiva a studijnlch materialu) bude dodan

pouze pro 116e Studie a nesml byt pouzlvan
OPTIMUM-LT!AC~O583303_Site 3004_Bipartite Inetltutlon Agreement I OPTIMUNl-LTIAc-0533303 _centrum 3004_Dvo]strannd smlouva
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are supplied only for the purpose of the

Study and must not be used for any other
purpose. INSTITUTION. or its delegate, is
responsible for the security and

accountability of all material. At the

completion or early termination of the Study.

INSTITUTION will arrange to have an

accounting of all material provided by

ACTELION. Unless the material has to be

retained by lNSTlTUTION 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.

3.7 ACTELION or a Third Party Vendor

INSTITUTION
equipment (hereinafter “Equipment’)for

Study purposes. The Equipment remains

provides to certain

the sole and exclusive property of

ACTELION or Third Party Vendor as the

case may be. The Equipment shall be

used exclusively by INSTITUTION and/or
the designatedstudy Staff. The Equipment

shall only be used for the conduct of the

Study in accordance with the Protocol and

ACTELION's instructions.

INSTITUTION is responsible for the

security the use of Equipment with due

care, and shall return the Equipmentin

working order either to the Third Party

Vendor or to ACTELION as the case may

be. Any damage or loss of the Equipment

3.7.

kzadnému jinému Libelu. ZDRAVOTNICKE
ZARIZENI alnebo jlm poverena osoba zodpovlda
za zabezpeéenl a inventarizaci veékerého

materialu. Po dokonoenl Studie nebo pri jejlm

pi‘ediasnému ukonoenl ZDRAVOTNICKE
ZARIZENI zajistl provedenl vyuctovanl veSkerého
materialu poskytnutého spoleénostl ACTELION.

Pokud se nebude jednat 0 material. klienlr musl byt

ZDRAVOTNICKYM ZARIZENIM archivovan pro
(16e dokumentace Studie. ma byt tento material
vracen spolecnosti ACTELION. Smluvnl strany se

vsak mohou dohodnout na tom. 1e tento material

bude ikvidovan (vcetné znicenl hodnoceného

lesiva) v souladu se smernicemi ACTELION nebo

v souladu se specifickymi poiadavky Studie.

Spoleénost ACTELION nebo nektery Nezévisly

dodavatel poskytne pro 06e klinickeho hodno—

cenl ZDRAVOTNICKEMU ZARIZENI zai'lzenl
(dale jen .zai‘lzenl"). Zai'lzenl zustane vyhradnlm

majetkem spolecnosti ACTELION nebo daneho

Nezavlsieho dodavatele. Zal‘lzenl bude pouilvat

vyhradne ZDRAVOTNICKE ZARIZENI alnebo

uréeny studijnl personal a bude pouZlvano pouze

k provedenl Studie v souladu s Protokolem a s

pokyny spoieénosti ACTELION.

ZDRAVOTNICKE ZARIZENI

bezpeCnost a za uilvanl zai‘lzenl s fadnou peer, a

vratl zai'lzenl ve funkcnlm stavu bud' Nezavislému

dodavateli nebo spoieCnosti ACTELION.

ZDRAVOTNICKE ZARIZENI nahradl veskerou
skodu na zai‘lzenl nebo jeho ztratu v pflpadé. ie

odpovlda za

byla zpl‘rsobena nedbalostl nebo Limyslnym

protipravnlm jednanlm ZDRAVOTNICKEHO

ZARIZENI. alnebo studijnlho personalu. ZDRA-
VOTNICKE ZARIZENI tlmto bere na védoml, 2e
Vpflpadé zavineného zpusobenl skcdy nebo

OPTIMUM-LTIAC-O583303_Slte 3004_Bipartite Institution Agreement! OPTIMUM-LTIAC-OSBBSOS _centrum 3004_Dvo]atr‘lnni smlouve
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shall be compensated by INSTITUTION if
caused by negligence or willful misconduct
of the INSTITUTION and/or Study Staff.
INSTITUTION hereby acknowledges that

the cost in case of damage or loss shall

consist of the cost for replacement or

repair.
During the term of the Study,
INSTITUTION shall be responsible for
immediately notifying ACTELION of any
malfunctioning Equipment.

3.8 INSTITUTION agrees to keep the medical

records of patients enrolled into the Study as

well as all data generated as a result of
conducting the Study, relevant source
documents and any other essential documents
or materials as required by the Study protocol
(“Study Data") in a safe and secure location
during conduct of the Study and for the period

of twenty-five (25) years following completion

of the Study.

3.9 The INSTITUTION undertakes to notify
ACTELION immediately that lhere is an audit

or inspection planned by any health authority or
INSTITUTION must

make available all documentation pertaining to
the Study for any such audit or inspection.

olher authorized body.

3.10 ACTELION shall be entitled to demand that
a particular person is prevented from further

participation in the Study performance provided
that ACTELION presents reasonable grounds
for such a demand.

3.11 Neither INSTITUTION nor any person
employed thereby in the performance of the

3.8

3.9

3.10.

3.11.

ztraty nahradl SpeleCnosti ACTELION naklady na

nahradu nebo opravu zai‘lzenl. ZDRAVOTNICKE

ZARIZENI tlmto bere na védoml. 2e naklady na
opravu nebo nahradu budou v cené vzniknuté

skody nebo ztraty.
ZDRAVOTNICKE ZARIZENI bude po dobu
provedenl Studie odpovédno za to. ie bude
okamiité infonnovat spoleénost ACTELION o

jakékcli peruse na zafizenl.

ZDRAVOTNICKE ZARIZENI zavazuje
uchovavat zdravotnické zaznamy pacientu
zai‘azenych do Studie. jakoz i udaje vytvot‘ené

vdusledku provedenl Studie, pl'lslusné zdrojové

dokumenty a veskeré ostatnl podstatné dokumenty
nebo materialy vyiadované protokolem Studie (dale

jen ,.l'Jdaje o Studii") na bezpecném a zabezpece-

ném mlsté béhem provedenl Studie a po dobu

dvaceti péti (25) let po jejlm dokonbenl.

ZDRAVOTNICKE ZARIZENI se zavazuje, 2e da
spoIeCnosli ACTELION neprodlene na védoml, 2e
jakykoli zdravotni nebo spravnl organ planuje
provedenl auditu nebo kontroly. ZDRAVOTNICKE
ZARIZENI musl pro jakykoli takovy audit nebo
kontrolu zpi'istupnit veékerou dokumentaci
vztahujlcl se ke Studii.

ACTELION je opravnén pozadovat. aby konkrétnl
osobe nebyla umoinéna dalsi (least na provedenl

Studie, pokud ACTELION uvede ve své iadosti
primel'ene dfivody.

ZDRAVOTNICKEMU ZARIZENI ani zadné
zosob, které ZDRAVOTNICKE ZARIZENI
zamestnava vramci provedenl Studie. nebylo

odebrano oprévnénl k provédénl klinickych
hodnooeni, nebyla diskvalifikovana. ani jl nebylo

OPTIMUM-LTIAC-0583303_Site 3004_Bipartl'le lnetltutlon Agreement I OPTIMUM-LTIAC-0583303 _centrum 3004_Dvo]stranné smlouva
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Study has been debarred, disqualified or

banned from conducting clinical trials and

INSTITUTION will not. during the term of this
Agreement, employ any debarred, disqualified

or banned person in connection with any work

on the Study. If at any time after execution of

this Agreement. INSTITUTION becomes aware

that INSTITUTION or any person employed

thereby is, or is in the process of being

debarred. INSTITUTION hereby certifies that it
will so notify ACTELION in writing immediately.

Confidential'gy

4.8 INSTITUTION will treat as confidential any

information (in tangible or intangible form)
received from ACTELION and/or on

ACTELION's behalf and will make no use of

such information for any purpose other than

the conduct of the Study under this Agreement,

a) unless such information is in the public

domain at the time of disclosure; or

b) unless such information becomes part

of the public domain after the time of
disclosure, except by breach of this

Agreement or breach by any third party

being - under an obligation of

confidentiality to ACTELION; or
c) unless such information is or was in the

possession of INSTITUTION at the

time of disclosure by ACTELION as
evidea by written records and was

not acquired directty or indirectly from
ACTELION or from any other third
party under an agreement of

zakazano provadet klinicka hodnocenl. a ZDRA-

VOTNICKE ZARIZENI behem doby platnosti této
Smlouvy nezamestna iadnou osobu, které bylo

odebrano toto opravnénl nebo ktera byla takto
diskvalifikovana nebo na ni byl uvalen takovy

zakaz, kprovadénl jakychkoli pracl na Studii.

Pokud se ZDRAVOTNICKE ZARIZENI kdykoli po
uzavl‘enl tato Smlouvy dozvl. ze jemu samotnemu
nebo jakékoli osobe. kterou vyuZlva, bylo odebra-

no toto opravnenl nebo je s M vedeno I'Izent o

odebrant tohoto opravnénl, ZDRAVOTNICKE
ZARIZENI tlmto potvrzuje. 2e 0 tom bude okamZi-
te plsemné infonnovat spoleénost ACTELION.

Ochrana dflvémy'lch infonnacl
ZDRAVOTNICKE ZARIZENI bude s ve§karymi

inforrnacemi (v hmotne i nehmotne formé)

zfskanymi od spoteénosti ACTELION alnebo

vjejlm zastoupenl nakladat jako sduvémymi

infon'nacemi a nebude tyto inforrnaoe vyuilvat pro

zadné jiné ucely krome cream pro vedenl Studie

podle této smlouvy.

a) ledaZe by takové infonnace byly v dobe

zlskanl vefejne pflstupné, nebo

b) ledaze by so takove infonnace po datu zlskanl
staly soucastl infonnacl vel‘ejne pflstupnych,

vyjma pflpadu. 2e by se tak stalo porusenlm

této smlouvy nebo pomsenlm smluvnlch po-
vinnostl jakékoli tfetl strany zavazané micenli-

vostl vuci spotebnosti ACTELION, nebo
c) ledaze by takové inforrnaoe jiz v dobe poskyt-

nutl spotsénostl ACTELION byly ve vlastnictvl

ZDRAVOTNICKEHO ZARIZENL jak to proka-
zujl plsemné zaznamy. a soubasné pokud

nebyly zlskany pl‘lmo oi nepftmo od spoleCnos-

ti ACTELION nebo od jakékoli tt‘etl strany

smluvne zavazané mloenlivostl vCICi spolec-
nosti ACTELION. nebo
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confidentiality to ACTELION; or

d) unless such information is or was

developed by INSTITUTION

independently of receipt hereunder. as
shown by appropriate proof; or

e) unless such information is required to
be disclosed by law. governmental
regulation, or court order; provided,

however, that INSTITUTION shall use

their best efforts to

ACTELION with

thereof in order to oppose or limit

such disclosure.

provide
immediate notice

4.9 Subject to Publication Clause contained
hereinafter, any data and/or results arising
from the Study shall be considered confidential
information.

4.10 INSTITUTION will ensure that the Study
staff (is. sub-investigators. study coordinators.
study nurses, etc.) (hereinafter "Study Staff') is
bound by the same obligations of confidentiality.

4.11 The provisions of this Clause shall survive
termination of this Agreement.

5 Financial Terms

5.1 ACTELION will pay INSTITUTION the
amounts as set forth in the payment

schedule (Exhibit B). such Exhibit B to be an
integral part of this Agreement The amounts
set forth in Exhi B cover all Study-related
fees and costs (is. INSTITUTION's
overhead costs. local laboratory fees.
pharmacy fee. IT costs. etc), unless
explicitly stated otherwise in Exhibfl B.

4.2.

4.3.

4.4.

d) ledaze by takovs infonnace byly prokazatelné
vysledkem vlastnl cinnosti ZDRAVOTNICKE-

HO ZARIZENI nezavisle na jejich obdrlenl
podle tato smlouvy. je-li to vhodnym zpusobem
prokazano. nebo

e) Iedaie by takove infonnace bylo zapotl'ebl

poskytnout na zaklade ustenovenl zakona.

spravnlho pl‘edpisu nebo nal‘lzenl soudu.
avsak za pl‘edpokladu. 2e ZKOUSEJICI vyna-
lotl své nejlepsl usill ktomu, aby spoleénost

ACTELION o této situaci neprodlené uvédomi-

lo, a se ta mohla proti poskytnutl inforrnacl
ucinné branit nebo omezit jeho rozsah.

Svyhradou doloZky o zvel‘ejliovanl obsaiene

dale vtéto smlouvé. budou veskeré udaje

alnebc vysledky majlcl puvod ve Studii povaio-

vany za dflvémé informace.

ZKOUSEJICI zajistl, 2e personal floastnlcl se
Studie (lj. subinvestigatol‘i, koordinatofi, studijnl

sestry atd.) (dale "studijnl personal") bude vazan

stejnou povinncstl micenlivosti.

Ustanovenl tohoto Clanku smlouvy zflstavajl
ubinna i po ukonéenl této smlouvy.

Financnl dmln
SpoleCnost ACTELION zaplatl ZDRAVOTNIC-
KEMU ZARIZENI castky stanovené vrozvrhu
plateb obsaieném v Pl‘lloze B. ktera je nedllnou
soucastl tatc smlouvy. Castky stanovene v Pflloze
B zahmujl VSechny poplatky a naklady souvisejlcl

s provadénlm Studie (lj. reiijnl naklady ZDRA-
VOTNICKEHO ZARIZENI, poplatky za pouilvanl
mlstnlch Iaboratol‘l. platby Iekamé. naklady na IT
podporu. atd.). nenl-Ii vPl'lloze B vyslovné

uvedeno jinak. Naklady souvisejlcl scinnostl
etické komiselreviznl komise ZDRAVOTNICKE-
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IRBIIEC costs are not included.

5.2 Payment will be made upon correct
completion of all eCRF pages verification of
such pages by ACTELION monitor against
the source documents and satisfactory
resolution of any possible queries. In case of

serious non-compliance with the Protocol.

GCP. andIor health authority and other
applicable requirements by the

INVESTIGATOR and/or INSTITUTION,

ACTELION has the right to withhold prorate

part or all payments.

5.3 Payments will be made by ACTELION

quarterly based on the completed eCRFs
fulfilling the requirements of Clause 5.2 and

delivered to ACTELION in the respective

calendar quarter. The payment shall be
made to the bank account as specified in
Exhibit C. If INSTITUTUION is not qualified

as a VAT taxable person obliged to issue
invoice, sending invoices to ACTELION is
not necessary. If INSTITUTION is qualified

as a VAT taxable person obliged to issue
invoices. INSTITUTION shall send to

ACTELION an original invoice for the

amount due as specified by ACTELION

beforehand. Such payment will be made by
ACTELION within thirty (30) days of receipt

of the corresponding invoice. The final
payment will be done upon satisfactory
resolution of any queries.

5.2.

5.3.

5.4.

HO ZARIZENI nejsou v techto castkach zahmuty.

Platba bude provedena po spravném vyplnénl
vsech fonnulai‘fl eCRF. ovéi‘enl téchto forrnulai‘tr
monitorem spoieénosti ACTELION v porovnanl se

zdrojovymi dokumenty a uspokojivém vyfizenl

veech potenciélnich dotazu. V pi'lpadé zavainého
nedodrienl Protokolu. zasad GCP alnebo

pozadavku zdravotnlch organu Ci jinych opodstat-

neny'rch poZadavkEI 2e strany ZKOUSEJICIHO
alnebo ZDRAVOTNICKEHO ZARIZENI ma
ACTELION pravo nevyplatit pomeme cast plateb
nebo vsechny platby.

Platby budou spolecnosti Actelion provadény

6tvrtletne na zakladé vyplnénych stranek eCRF.
které odpovldaji poiadavku stanovenym vodst.
5.2. a které byly spolecnosti ACTELION doruceny

vpi'islusném kalendal‘nlm ctvrtletl. Platba bude
provedena ve prospéch bankovniho flotu specifi-

kovaneho vpi'iloze C. Pokud ZDRAVOTNICKE

ZARIZENI neni platcem DPH povinnym vystavo-
vat danovy doklad (fakturu). zasllanl faktur
spoieénosti ACTELION se nevyiaduje. Pokud
ZDRAVOTNICKE ZARIZENI je platcem DPH
povinny’rm vystavovat dahovy doklad (fakturu),
ZDRAVOTNICKE ZARIZENI je povinne doruéit
spoleénosti ACTELION fakturu na caslku odmény
specifikovanou pi‘edem spoieénostl ACTELION.

SpoIeCnost ACTELION uhradl tuto plalbu do

tficeti (30) dnl‘r po cbdrzenl odpovldajlcl faktury.
Finalni plalba odmény bude provedena teprve po

uspokojivem vyi‘eSeni veskerych zbylych dotazu.

Prubezne naklady vzniklé vsouvislosti se Studii

(napi‘. naklady na cinnost etické komiselrevizni

komise ZDRAVOTNICKEHO ZARIZENI) budou
spolecnosti ACTELION bezodkiadné postoupeny
spoledné sveSkerymi konkrétnimi udaji potl‘eb-
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5.4 Incurred Study-related pass-Ihnough costs

(e.g. IRBIIEO costs) shall be promptly
passed on to ACTELION along with any
specific payment details. Payment will be

made by ACTELION within forty (40) days of
receipt of the corresponding invoice.

INSTITUTION acknowledges
ACTELION's intention to reimburse to
patients participating in the Study the costs

they incur due to their participation in the
Study and ACTELION's intention to respect

and preserve Study patients confidentiality

and their personal data protection and not to

process the patients personal data unless it
is absolutely necessary. the INSTITUTION
undertakes to ensure for ACTELION and on

its behalf payments of patient costs in the
amounts and under the terms and

conditions set forth in Exhibit B hereto.

5.6 INSTITUTION agrees to use Electronic Data

Capturing system (‘EDC") in accordance to
any written Specification and instructions

provided by ACTELION.

5.7 INSTITUTION herewith confirms to be in the
possession of any and all infrastructure

necessary for the use of EDC. Moreover.
INSTITUTION will ensure that such
infrastructure is available throughout the
duration of Study (i.e., until acceptance of

the final Study report by ACTELION).
especially in order to fully meet the Study

nymi kprovedenl platby. ACTELION pak platbu

provede do ctyl'iceti (40) dnii od obdlienl pflslus-

ne faktury.

5.5. Protoie ZDRAVOTNICKE ZARIZENI uznavé zémér

5.6..

5.7

5.8.

spoieénosti ACTELION hradit subjektiim hodno-

cenI doastnlclm se Studie naklady, které jim

vdusledku floasti ve Studii vzniknou a rovnéi
uznava zamér ACTELION respektovat a zacho-

vavat duvémost o identité subjektu hodnocenl a
cchranu jejich osobnlch udaju a nezpraccvavat

jejich osobnl L'Idaje. pokud to hem skutecné
nezbytne. ZDRAVOTNICKE ZARIZENI se
zavazuje pro ACTELION a na jeho ucet zajistit

vyplacenl nahrad subjektt'im hodnocenl v cast-

kach a za podmlnek stanoveny'ch vpl‘lloze B
ktétosmlouvé.

ZDRAVOTNICKE ZARIZENI souhlasl pouzivat
system pro Elektronicky Sbér Dat (,,EDC")
vsouladu se vserni plsemnymi specifikacemi a

instrukcemi poskylnutymi spolecncstl ACTELION.

ZDRAVOTNICKE ZARIZENI tlmto potvrzuje, :9
ma vdrienl vSechnu a jakoukcliv potfebncu

infrasltukturu kpouiitl EDC. Dale ZDRAVOT-
NICKE ZARIZENI zajistl, is takova infrastruktura
bude k dispozici behem celého trvanl Studie (tj.
do schvalenl Zévérecné Zpravy o Studii spolec-
nostI ACTELION), zejnena prctc. aby bylo moZne

plné doeet harrnonogram Studie.

ZKOUSEJICIIZDRAVOTNICKE ZARIZENI zajistl
zavedenl pl‘lslusnych postupt'i a opalt‘enl scllem

zajistit kontrolovany pl‘lstup fyzickych a elektronic-
kych zdroju pouilvanych vsouvislosti s EDC.

OPTIMUM-LTIAc-O583303_8Ite 30045lpartlte Institution Agreement I OPTIMUM-LTIAC-OSBBSOS _centrum 3004J3vojstranné smlouva
so Zdravctnlckyrm zal'lzenlm



-Page11of32—

timelines.

5.8 INVESTIGATOR [INSTITUTION will ensure
to have appropriate procedures and
measures in place in order to ensure

controlled access to the physical and

electronic resources used in connection with

the EDC. Especially. such procedures and

measures must be adequate to prevent any

violation of any applicable patient privacy

legislation andlor applicable data protection

laws.
Alter acceptance of the final Study report by

ACTELION. ACTELION will provide the
INSTITUTION with a pdf-version of all e-
CRFs completed by the INSTITUTION for

archiving.

Monitoring and Audits by ACTELION

6.1 The Study will be monitored by ACTELION
or the designated CRO. Its representatives
will be allowed access to all information
resulting from this Study and ACTELION or

the designated CRO will have an
unrestricted right to use Study generated

information. ACTELION or the designated

CRO has to have access according to

lNSTlTUTION's local ethical guidelines to
laboratory test reports, Source Data (as
defined by the GOP) and any other patient

records needed to verify the entries on the

eCRF.

6.2 ACTELION may appoint individuals who are

independent of the Study to conduct audits.

INSTITUTION must make available all

6.1.

6.2.

Zejmena tyto postupy a opatl‘enl musl byt

pl‘imel‘ene. aby se zabranilo jakemukoliv porusenl

vsech platnych pravnlch pl‘edpist‘l o ochrané

soukroml paclenta a I nebo platnych zékonfl na

cchranu osobnlch udaju .

Po schvélenl Zévéreéne Zpravy o Studii

spoleCnostl ACTELION, spolecnost ACTELION
poskytna ZDRAVOTNICKEMU ZARIZENI pdf.
verze vsech vyplnenych stranek eCRF ZDRA-

VOTNlCKYM ZARIZENIM pro potl‘eby archivace.

Monitorin a udi rovadéne s leCnostl

ACTELION
Probeh Studie bude monitorovan spoleénostl

ACTELION nebo jl ustanovencu smluvnl vy-

zkumncu organizacl (”CRO"). Jejich zastupcum

bude umoznen pl'lstup ke vsem informaclm

vzeslym ztéto Studie a spoleénost ACTELION

nebo jl ustanovena CRO budou mlt neomezene

pravo vyuilvat infonnace vzeslé ze Studie. napl‘.

CRF. SpoleCnost ACTELION nebo jl ustanovena

CRO budou mlt vsculadu smlstnlmi etickymi

smémicemi platnymi ve ZDRAVOTNICKEM
ZARIZENI pl‘lslup k vysledkflm laboratornlch
vyéeti‘enl, zdrojcvym datum (definovanym podle

GCP) a jakymkcli dalSlm zaznamflm o subjektu

hodnocenl, ktere budou potl‘ebné kcvél‘ovanl

zaznamfl ve formulal'lch eCRF.

Spolecnost ACTELION mute jmencvat nezavisle

osoby. ktere budou povereny provadenlm audittl

Studie. ZDRAVOTNICKE ZARIZENI musl dat pro

116e jakéhokcli takoveho auditu kdispozici

veskerou dokumentaci vztahujlcl se ke Studii.

d nost a odskodnénl

Spoieénost ACTELION se zavazuje odskodnit a
nahradit ujmu na zdravl. veetne smrti. ktera

vznikne subjektflm hodnocenl v dosledku ucasti

OPTIMUM-LTIAO-0585303_Slte 3004_Blpartlte Institution Agreement I OPTIMUM-LTIAc-OsaBaoa _centrum 3004_Dvolstranna omlouva
so Zdravotnlckym zel'lzenlm



Liabili

-P898120f32-

documentation pertaining to the Study for
any such audit

nd In mnification

ACTELION assumes liability for and will

indemnify and hold harmless

INVESTIGATOR, INSTITUTION, Study

Staff and affiliated. participating hospitals
from and against any and all injuries,
including death, that occur to Study patients
whenever a causal relationship can be
established between the event and the
Study procedure or the Study drug if
a) The event resulted from the Study drug

administration. 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.

0) 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.

7.1 ACTELION is not liable for events that occur

solely as a consequence of the underlying
illness of the Study patient.

7.2 Moreover, ACTELION shall not be liable for

events resulting
therapeutic

from diagnostic or
measures not specifically

7.2.

7.3.

v klinickém hodnocenl. kdykcli bude moino zjistit

pl‘ldinny vztah mezi udalostl a postupem

pouiitym pl‘i Studii nebo hodnoceny’m lea-ivyrn
prlpravkem. a k L'Ihradé jakékoliv L'rjmy, ke které
bude povinen ZKOUSEJICI. ZDRAVOTNICKE
ZARIZENI a studijnl personal a pl'idruiena
zfléastnéna zdravotnicka zal'lzenl. pokud:

a) Udalost byla zpusobena vsouvislosti s
podavanlm hodnoceného Iééivého pl‘lpravku.

pl‘icemz hodnoceny let‘tivyir pl‘lpravek byl peda-

van v souladu s Protokolem.

b) Udalost nastala vsouvislosti s pouzitlm
srovnavaclch prlpravku. jejichi podavanl bylo
oduvodnénou soucastl Protokolu.

c) Kudalosti doSlo v dflsledku pouiitl diagnostic-

ky’rch vykonu provadénych podle Protokolu.

d) Udalost byla zpusobena terapeutickymi nebo
diagnosticky’mi opatl‘enlmi. jejichi provedenl

bylo odtrvodnéné a pottebne v dflsledku neo-
cekavanYch ucinku zkoumaného pl‘lpravku,

srovnavaclch pl‘lpravku nebo diagnostickych

postupu poZadovanych Protokolem.

Spolecnost ACTELION nenese odpovednost za
udalosti, ke kterym dojde vylume vdusledku
zakladnlho onemocnénl subjektu hodnocenl.

Mimoto ACTELION
odpovédncst za udalosti zptlsobené diagnostic-
ky'rmi nebo terapeutickymi opatt‘enlmi, ktera nejsou
vyslovne pozadovana Protokolem. nebo za

pl‘lpady zpusobene nedbalostl (voetné jednanl
v rozporu s uznavanymi lekal'skymi postupy nebo

jakéhokoli nedodrienl Protokolu Ci podmlnek taste
smlouvy) Ci vsdomé nespravnym pottinanlm

ZKOUSEJICIHO, ZDRAVOTNICKEHO ZARIZE-
NI. studijnlhc personalu nebo jakehokoli jineho

spolupracujlclho alnebo spi'lznéného klinického
personalu 6i zdravotnického zal‘lzenl. Vtakovem

spolecnost nenese
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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.
INSTITUTIONI Study Staff or any other 7.4.
involved andlor related clinical staff and
facilities. In such event. INSTITUTION and

INVESTIGATOR shall assume liability and

indemnify and hold harmless ACTELION

andlor its affiliates.

7.3 This Indemnity provided by ACTELION shall
further apply in full 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 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.
responsibility, and discretion, to handle
and control the defence or disposition of 8.
all such cases. 8.1.

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

Insurance 8.2.

8.1 ACTELION represents and warrants to
have executed and to maintain for the

prrpade se ZDRAVOTNICKE ZARIZENI a
ZKOUSEJICI zavazujl pt'ijmout odpovédnost a
nahradit Skodu a ujmu vzniklou spoteénosti
ACTELION alnebo jejlm pfidruieny’rm spoleénos-

tem.

Narok na uvedenou nahradu skody poskytnutou

spolecnostl ACTELION bude navIc mozno uplatnit
v pine VySi pouze tehdy. budou-li splnény nestedu-
jIcI podmlnky:

a) ACTELION must byt co nejdt‘lve informovan o
jakékoli stitnosli. 2alobe nebo soudnl pfi, ze

kterych vyplyva pravo na nahradu ujmy, pl‘i-
oernz ZDRAVOTNICKE ZARIZENI souhlasl
s tImI 2e spoleénosti ACTELION ve vsech

takovych ppadech poskytne plnou soucinnost

pt‘i obrané proti nebo postupu ve vsech tako-

vych pflpadech.
b) Spoteénosti ACTELION bude umoineno, aby

na Vlastnl naklady, odpovednost a die vlastnl-

ho uvazenl vedla obranu nebo rozhodovala o

postupu ve vseoh takovych pflpadech.
c) Zadny pflpad nebude urovnan bez pfedchozl-

ho plsemného souhlasu spolecnosti ACTELI-
ON.

Poiiétént
SpoleCnost ACTELION zavazne prohlasuje, 1e
uzavfela pro oelou dobu Studie pojistenl odpo-

védnosb' pro zadavatele a ZKOUSEJICIHO.
v ramci kterého je zajistené i odskodnénl subjektu
hodnooent vpl'Ipade smrti nebo ujmy na zdravl
subjektu hodnocenl vzniklé vdfrsledku provadenl
Studie.

ZDRAVOTNICKE ZARIZENI si na eve vlastnl
naklady sjedna a bude udriovat vplatnosti
pl'imét‘ené komerénl pelleténl obecne odpoved-
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whole period of the Study the liability

insurance for the sponsor and the

INVESTIGATOR under which also the
indemnification in case of a patient's death
or damage to patient’s health accrued due

to the performance of Study is ensured,

8.2 INSTITUTION shall procure and maintain

adequate commercial general liability
insurance as well as professional liability

legal

regulations at their sole cost and expense

insurance in accordance with

for the whole period of conducting the

Study pursuant hereto.

9 Publication

9.1 In accordance with standard editorial and

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.

9.2 ACTELION shall co-ordinate the

presentation and publication of the Study

results, in collaboration with the Steering or
Publication Committee of the Study. if any.

9.3 Any and all publications (includingI but not

limited to. manuscripts, abstracts, posters
etc.) must fulfil the following prerequisites:

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

b) the proposed publication states any
conclusions relative to valid statistical

was

techniques and interpretations: and
c) authorship and acknowledgements

follow the criteria established by the

9.2.

9.3.

nosti jakoz i pojisténl profesnl odpovednosti za

skodu zpusobenou svou Cinnosti po celou dobu

provadénl Studie vsouladu se zakonnymi

pi‘edpisy.

Zvei‘einovanl

Vsouladu se standardni vydavatelskou a etickou

praxi spolecnost ACTELION podporuje zvel'ejno-

vanl (vcetné, nikoli vsak vylucné. rukopisu,

abstrakt. sdélenl atd.) vysledku Studie

v uznavanych vedecky'ch a lekai‘skych casopisech

a na védeckych kcnferencich.

Spoieénost ACTELION bude koordinovat
prezentaci a zvei‘ejhovanl vysledku Studie ve

spolupraci sl'ldiclm nebo pubiikaénlm vyborem

Studie, bude-li zi'Izen.

Veskeré publikace (vcetné. nikoli vsak vylut‘Ené.

rukopisu, abstrakt, sdélenl atd.) musl splnovat

nasledujlcl nezbytné pi‘edpoklady:

a) Studie byla v souladu

s protokolem,

b) navrhovana publikace uvadi veskere zavéry

vsouladu s platnymi statistickymi postupy a

metodami interpretace vysledku a

provadéna

c) autorstvl a posudky splhuji kritéria stanovené
Mezinarodnim vyborem vydavatelu lékaf—
skych periodik (ICMJE). Podle téchto smérnic

je pi‘iznanl autorstvl zalozeno pouze na kn'té-
rilch, kterymi jscu (i) podstatné pi‘ispénl pi‘i

vytvai‘enl koncepce a navrhu nebo pi‘i shro-
maZo'ovanl dat nebo pi‘i analyzovanl a inter-

pretaci dat. (ii) vypracovanl nebo recenzova-

nl rukopisu s podstatnym myslenkovym ob-
sahem, (iii) schvaleni konecne verze urcené
ke zvei‘ejnenl a (iv) souhlas stlm, 2e autor
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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: (ii) drafting or

revising the manuscript for essential

intellectual content; (iii) approval of

the final version to be published; and

(iv) agreement to be accountable for

all aspects of the work in ensuring that

questions related to the accuracy or

integrity of any part of the work are

appropriately investigated

resolved. All four aforementioned
and

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.

9.4 Multicenter studies may only be published
in their entirety and not as individual center

data. Notwithstanding the foregoing. in the

event that (i) the multi—center study has

been terminated prior to completion and no

joint 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 may publish hls/herlits own

9.4.

ponese odpovednost za vsechny aspekty dIIa

pi‘i zajiSt’ovanl I‘adného pl‘ezkoumanl a vyl‘e-

senl otazek souvisejlcich s pi‘esnostl nebo

pravosti veskerych castl dIIa. Splnéna musi

byt vsechna etyi‘i vy'se uvedena kritéria. Ve

shode s temito a dalslmi zasadnlmi vydava-
telskymi smérnicemi by jako autoi‘i mély t

uvadeny ty osoby, které splnujl VSechna kri-

t6ria pro pi‘iznanl autorstvi. a pl‘lpadne ty

osoby, jejichz autorstvl nebude uznano jinde.

Pi‘itom se me za to, ie samotny vybér a za-

I'azovanl pacientu do Studie alnebo samotné

shromaidovani dat nejsou dostatecné pl‘ed-
poklady pro pl‘iznanl autorstvi.

Multicentricke studie sméjl by't zvei‘ejnovany
pouze v celém rozsahu a nikoli jako data

shromaidena vjednotlivfrch centrech. Nehlede

na toto pravidlo sml ZDRAVOTNICKE ZARIZE—
NI publikovat sve vlastni vysledky studie alnebo

data zlskana v ramci dllclch studii definovanych

v protokolu v pl‘lpadé. 2e (i) multioentricka studie

bude pfedcasne ukonéena a nema se uskutecnit
zvel'ejnenl souhrnnych vysledku nebo (ii) do 12
mésicu od podepsanl zévéreéne zpravy o studii

spolecnosti ACTELION nedojde ke zvei‘ejnenl

vysledktl studie a soucasné nebude projedna-
vano zadné navrhovane zvefejneni s I'ldicim
nebo publikacnlm vyborem. a to za pl‘edpokladu,

2a:
a) ZDRAVOTNICKE ZARIZENI vyda jednoznac-

ne prohlaSenI. 2e studie provadena ve ZDRA-

VOTNICKEM ZARIZENI byla soucastl multi-
centricke studie a uvede odkaz na zvefejnénl

zahajenl mulficentricke studie. pokud toto bylo
provedeno.

b) ZDRAVOTNICKE ZARIZENI vyda jednoznac-
né prohlaSenI. 2e udaje pl‘edloiené vjeho
publikaci pfedstavujl podmnoZinu udaju shro-
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study results and/or data on sub-studies

defined in the Protocol, provided that:

a) INSTITUTION clearly states that the
study conducted at INSTITUTION was
part of a multi-centre study and shall

reference the multi-centre publication,
if any; and

b) INSTITUTION clearly states that the
data presented in the publication

represents a subset of the total data
collected in the multi-center study,
and shall state the percentage of the
total data and the related reduction of

statistical power; and

c) INSTITUTION clearly states that the
interpretation of the data

publication represents the view of

INVESTIGATOR andlor
INSTITUTION and not of any other
investigator participating in the multi-

in the

center study; and

d) INSTITUTION clearly states that the

data interpretation and conclusions of

INVESTIGATOR and/or
INSTITUTION in the publication

applies only to the data collected at

the INSTITUTION: and
e) the prerequisites of Sub-Clause 9.3

are given.

9.5 The Steering or Publication Committee. if

any. as well as INSTITUTION agree to
submit any intended publication (including,
but not limited to, manuscripts. abstracts,
posters etc.), whether individual or multi-

center. to ACTELION at least sixty (60)

9.5.

maidenych v prubéhu celé multicentricke stu-

die a uvede procentualni podil na celkovem

objemu udaju a souvisejlcl snizenl sIIy statis-
ticke analyzy,

c) ZDRAVOTNICKE ZARIZENI vyda jednoznac-
né prohlasenl, 2e interpretace ddaju vjeho

publikaci pi‘edstavuje nazor ZKOUSEJICIHO
alnebo ZDRAVOTNICKEHO ZARIZENI a
nikoli nazor kterehokoli jineho vyzkumneho

pracovnlka podilejlclho se na provadénl multi-

oentricke studie,

d) ZDRAVOTNICKE ZARIZENI vyda jednoznao-
né prohlasenl, ta interpretaoe ddaju a zavary

ZKOUSEJICIHO aInebo ZDRAVOTNICKEHO
ZARIZENI uvedené v publikaci se tykajl pouze
udaju shromaZdénych ve ZDRAVOTNICKEM
ZARIZENI, a

e) jsou splnény nezbytné pi'edpoklady podle

odstavce 9.3.

RIdicI a publikaénl komise. bude—Ii ustanovena,
jakoi i ZDRAVOTNICKE ZARIZENI souhlasi

s tIm, 2e jakoukoli zamySIenou publikaci obsahujl-
cl vysledky Studie (veetne, nikoli veak vylucne.
rukopisfl, abstrakt. sdélenl atd.). at’ individualni

nebo mulficentn'cké, pl'edloil spolecnosti ACTE-
LION dy nejméné Sedesat (60) dnu pl‘ed

predanlm vydavateli nebo jakékoli ti'etl osobe.
Béhem tohoto obdobl vdélce Sedesati (60) dnu
muie spolecnost ACTELION plsemné pozadat o

to, aby I‘Idicl a publikaénl komise, bude-Ii ustano-

vena, nebo ZDRAVOTNICKE ZARIZENI takovou
publikaci pozdrieli a umoZniIi tak zajiéténi

potencialni patentove ochrany jakehokoli vynalezu
Izlepsovaciho navrhu popsaného vpi'lslusnych

podkladech. Mimoto spoieénost ACTELION

uvédoml I‘ldicl a publikaénl komisi, buds-Ii

ustanovena, nebo ZDRAVOTNICKE ZARIZENI o
jakychkoli pl'ipominkach knavrhované publikaci
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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 delay such publication in

order to protect the potential patentability

of any inventionlimprovements described

therein. Moreover, ACTELION shall notify

the Steering or Publication Committee, if
any, or INSTITUTION of any comments to
the proposed publication as well as
comments on data interpretation andlor

and the Steering or
Publication Committee, if any,

INSTITUTION shall consider in good faith

any changes reasonably requested by

ACTELION. It is understood that no

confidential information — other than data

conclusions

and results. which may be published as set
forth in this Clause - andlor information on
ACTELION's proprietary rights shall be
published without ACTELION’s prior
written consent, such consent not to be
unreasonably withheld or delayed.

9.6 Notwithstanding foretasted, ACTELION
may freely quote from articles, provided
that the scientific source of data (e.g.
scientific conference or scientific journal) is

mentioned.

9.? INSTITUTION grants to ACTELION, and

ACTELION retains, the exclusive right of

reference to and use of any publications of
INSTITUTION made in connection with the
Study in support of new drug applications

9.6.

9.7

9.8.

jakoz i o pfipomlnkach kinterpretaci dat alnebo

kzavérum, nacez "diet a publikaénl komise,

bude—li ustanovena, nebo ZDRAVOTNICKE

ZARIZENI veékeré zmény opravnene pozadova-
ne spolecnostl ACTELION vdobré vll‘e zvaZl.
Pfitom se ma za to, ze bez pfedchozlho plsemne-
ho souhlasu spoiednosti ACTELION nebudou
zvel‘ejnény :adne dflvérné infonnace - krome
udaju a vysledku, které sméjl byt zvel‘ejnény podle

ustanovenl tohoto clanku - alnebo infonnaoe ve

VyIUCném vlastnictvl spoleénosti ACTELION,

pl‘ibemi udélenl takového souhlasu nema byt
neoduvodnéné odepl‘eno nebo pozdrzeno.

Nehledé na vy5e uvedena ustanovenl sml
spoleénost ACTELION volne citovat zClanku za
pl‘edpokladu, 2e pfitom bude wadét Vadecky
zdroj udaju (napl‘. védeoka konference nebo
védecky casopis).

ZDRAVOTNICKE ZARIZENI spoleénosti

ACTELION udéluje a ACTELION si vyhrazuje
vylu6né pravo na uvadénl odkazu na a jakekoli
publikace ZDRAVOTNICKEHO ZARIZENI
vytvol‘ené v souvislosfi se Studil a na vyuzlvanl

téchto publikacl za fleelem podpol‘enl zadostl o
registraci noveho lééiveho pflpravku, pl'edklada-
nych spolecnostl ACTELION nebo jejlm jménem
jakémukoli regulaénlmu organu.

Bez pl'edchozlho plsemneho souhlasu
ZKOUSEJICIHO alnebo ZDRAVOTNICKEHO
ZARIZENI, pficemi takovy souhlas nema byt
neoduvodnéne odepfen, nesml spolecnost
ACTELION pri jakychkoli komerénlch oinnostech
(napl‘. vinzerci atd.) zminovat, at' pflmo Ci

nepl‘lmo, jméno ZKOUSEJICIHO, nazev ZDRA-
VOTNICKEHO ZARIZENI ani late jmena cl nazvy
vyuilvat k doporubovanl kvality, L'ICinnosti alnebo
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submitted by or on behalf of ACTELION to bezpeénosti koneéneho produktu alnebo léCivého

any regulatory authority. pi'Ipravku.

9.9. ZDRAVOTNICKE ZARIZENI zajistl, 1e

vsouvislosti se Studii budou pl‘ijata odpovidajlcl

9.8 Without INVESTIGATOR's and/or opati'eni . ktera zaruci. 2e se ustanovenimi tohotlo
INSTITUTION's prior written consent, such clanku bude i‘ldit take veskery studijni personal.
consent not to be unreasonably withheld,
ACTELION may not make reference. either

directly or indirectly. in any commercial

activities {e.g. advertisements etc.). to 10. Prava k predmétflm dusevniho vlastnictvi

INVESTIGATOR's. INSTITUTION's, or use 10.1. Veskera data a veskeré vysledky vzeslé ztéto
the same as recommenders of the quality, Studie budou ve vylucném vlastnictvi spolecnosti

efficacy, and/or safety of the finished ACTELION.

product andlor drug.

10.2. Pokud by vtéto Studii meiy puvod jakekoli

vynalezyizlepSeni. bude spoieénost ACTELION

9.9 INSTITUTION will ensure that adequate opravnena. aniz by tIm ZKOUSEJICIMU alnebo
provisions are in place with the Study Staff ZDRAVOTNICKEMU ZARIZENI vznikl narok na
provided by the INSTITUTION for the Study daléi piatbu, podat patentové pfihlasky vlastnim

in order to guarantee compliance with this jménom. pfibemz se uvedene vynalezy a zlepéenl

Clause. stanou a zfistenou vylucnym vlasmictvim spolec-

nosti ACTELION. ZDRAVOTNICKE ZARIZENI
souhlasi stlm, 1e spolecnosti ACTELION na jejl

10 Intellectual Propem Rights abet poskytne veskerou vyzadanou podporu.
10.1 Any data and results arising from ktera bude nezbytna kziskanijakychkoli patentfl,

this Study shall be Ihe exclusive property of vcetné vyhotoveni pravnich listin. Pritom se ma za
ACTELION. to. 2e jakekoli zvei'ejnéni bude pozdrleno. dokud

nebude podana pi‘IsIusna patentova pI'téSka.

10.2 Should any
inventions/improvements result from this 10.3. Tyto povinnost zilstavajl v platnosti i po ukonbeni

Study ACTELION shall be entified, without této smlouvy, pi‘icemz budou zavazne i pro

further payment to INVESTIGATOR and/or nabyvatele prav. pravni nastupce, spravce a dal§I

INSTITUTION. to file in its own name patent zakonné zastupce ZDRAVOTNICKEHO ZARI-
applications. and the said inventions and ZENI.
improvements will become and remain the

exclusive property of ACTELION.
INSTITUTION agrees to provide ACTELION 11. Transparentnost
at Actelion's expense with all requested 11.1 ZDRAVOTNICKE ZARIZENI timto potvrzuje a
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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 termination of this Agreement

and shall be binding upon the
INSTITUTION's assigns, successors,
administrators and other legal
representatives.

g
12.1.

INSTITUTION confirms and gives
hereby their consent that ACTELION may

disclose any terms and conditions of this

Agreement and in particular the identity of

the INSTITUTION (such as name, address.
person in charge) to governmental
authorities and to the public by any medium 12.2.
irrespective of the territory. provided that

such disclosure shall be required by
applicable laws, governmental regulations
and/or orders and EFPIA guidelines in the

respective tenttory.

12.3.
12 Term and Termination

12.1 This Agreement shall come into
force and 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 either Party for good reason (e.g. patient

safety) at any time by giving one month prior 12.4.
written notice to the other Party.

dava svt'rj souhlas stlm, 2e ACTELION mute
zpl‘lstupnit jakékcli podmlnky tato smlouvy a
zejména identitu ZDRAVOTNICKEHO ZARIZENI
(udaji jako je jmeno, adresa, odpovédna osoba)
stétnlm organum a zvel'ejnit je jakymkoli zpuso-

bem bez ohledu na uzeml za pl‘edpokladu. ie

takové zvel‘ejnénl je poiadovano pl‘tslusnymi

pravnlmi pl‘edpisy. Vladnlmi nal'lzenlmi alnebo
pokyny 6i guideliny EFPIA vramci pl‘lslusného

uzemi.

Trvanl a ukonbenl
Tato smlouva vstupuje vplatnost a nabyva
uCinncsti od data pl‘ipojenl posiednlho podpisu
smluvnlch stran a zustane vplatnosti po dobu

trvanl Studie (tj. do pfijetl zavérecné zpravy

spolecnostl ACTELION).

Tato smlouva mflie byt kteroukoli ze smluvnlch

stran kdykoli ze zavaineho duvodu (napl'.
zduvodu bezpecnosti pacienttr)
podanlm plsemne vypovédi
vypovedni dobou druhé strané.

ukoncena
s jednoméslcnl

ZDRAVOTNICKE ZARIZENI souhlasl stlm. ze
béhem trvanl této smlouvy bude spolecnost

ACTELION plsemné infom'rovat o jakychkoli

kolidujlclch mandatech od tl‘etlch stran a spolec-
ncst ACTELION se mu2e rozhodnout. zda
takovou situaci bude akceptovat 6i nikoli. Rozhcd-
ne-li se spolecnost ACTELION, 2e je pro ni takova

situace nepl‘ijatelnaI ma pravo ukoncit tuto
smlouvu vypovédl ve Ihtrte urcene spoleénosti
ACTELION ve vypovédi.

V pi'lpadé. 2e ZKOUSEJICI v prubéhu provadénl
Studie z jakéhokoli duvodu pfestane zastavat svoji
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INSTITUTION agrees that during
the term of this Agreement helshe will notify
ACTELION of any conflicting mandates with

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 a period set out

in ACTELION's notice on termination.

In the event that INVESTIGATOR
leaves hislher position with INSTITUTION

for whatever reason during the course of the
Study. ACTELION must be notified thereof

immediately by the INSTITUTION or the
INVESTIGATOR and ACTELION has the
right to either terminate this Agreement or to
appoint a different investigator from within
INSTITUTION.

In case monitoring and/or auditing
identifies serious andlor persistent non-

compliance with the obligations as outlined
in this Agreement on the part of the

INVESTIGATOR andlor INSTITUTION,
ACTELION will have the right to terminate
the INVESTIGATOR's (INSTITUTION’s)

participation in the Study with immediate
efiect. If this occurs, ACTELION will notify

the regulatory authority(ies).

13 Misgllanegug

13.1 The contact person at ACTELION

be:

or any other person

ACTELION may designate.

will

12.5.

13.
13.1.

13.2.

funkci ve ZDRAVOTNICKEM ZARIZENI, must to
by’t spolebnosti ACTELION neprodlene oznameno

ZKOUSEJICIM nebo ZDRAVOTNICKY’M ZARI-
ZENIM a sporecnost ACTELION ma pravo bud'
ukoncit tuto smlouvu, nebo jmenovat jiného

zkousejlciho zl‘ad zaméstnanct’r ZDRAVOTNIC-

KEHO ZARIZENI.

Vpl‘lpadé, 2e vramci monitoringu alnebo auditu
bude zjisténo zavaZne alnebo pletrvavajlcl

nedodrzovanl povinnostl shrnutych v teto smlouvé

ze slrany ZKOUSEJICIHO alnebo ZDRAVOT-
NICKEHO ZARlZENl, bude mlt spoieénost
ACTELION pravo ukonéit sokamzitou ubinnostl
floast ZKOUSEJICIHO (ZDRAVOTNICKEHO
ZARIZENI) ve Studii. Nastane-Ii takova situace,
spoleénost ACTELION 0 nl uvédoml spravnl

organ(y).

Rl'rzne
Kontaktnl osobou spoleCnosti ACTELION buds:

nebo kterakoli dalsl osoba. kterou spotettnost
ACTELION pl‘lpadne ustanovl.

ZDRAVOTNICKE ZARIZENI bez pl‘edchozlho

plsemného souhlasu spoleénosti ACTELION
nepostoupl nebo nepl‘evede zadne ze svych prev

nebo povinnostl vyplyvajlclch ztéto smlouvy.

Jakekoli postoupenl nebo pl‘evedenl kterychkoli

ztéchto prev nebo povinnostl udinéné bez
pl‘edchozlho plsemneho souhlasu spolecnosti

ACTELION bude od pocatku neplatne a bude
povazovano za dtrvod kokamZitému ukonCenl

smlouvy spolecnostl ACTELION, ktera tlm bude
zprosténa jakehokoli zavazku nebo odpovédnosti.

jet by pro ni z takového ukoncenl jinak vyplyvaly._

Spoleénost ACTELION maze postoupit nebo jinak
pl‘evést tuto Smlouvu alnebo kterakoli nebo
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13.2 INSTITUTION will not 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 lhis Agreement
subject to immediate termination by
ACTELION without any obligation or liability
attached to ACTELION as a result of such
termination. ACTELION may assign or
othenNise transfer this Agreement andlor

any or all of its rights and obligations
hereunder (i) to Affiliates or (ii) to a

successor in interest in connection with

any merger, acquisition. consolidation. re-

organization. sale, or other transaction

relating to all or substantially all of its
assets or sale of the business unit to which

this Agreement relates. ACTELION will
provide iNSTlTUTION with
notification of any such assignment or

written

transfer.

13.3 This Agreement and its aweched
Exhibits A to D. which constitute integral
parts hereof. constitute the entire and
complete agreement between the Parties
about the subject matter hereof and all

matters the Parties had and wished to
agree upon herein and which the Parties
consider important. At the same time the
Parties represent and warrant to have

provided to each other all information they

deem and substantial for
entering into this Agreement.

important

13.3.

13.4.

13.5.

veskera sva prava a povinnosti podle ni (i) svym

Spl‘lznenym spoleénostem nebo (ii) svemu

nastupci v souvislosti sjakoukoli fazi. akvizicl.
konsolidacl. reorganizacl. prodejem nebo jinou
transakci souvisejlcl se vsemi nebo s podstatnou

casti jeho majeiku nebo s prodejem obchodnlho

utvanJ. jehoz se tyka tato Smlouva. Spolecnost
ACTELION poskytne ZDRAVOTNICKEMU
ZARIZENI plsemne oznamenl o takovem postou-
penI nebo pfevodu.

Tato smlouva a knl plipojené pl‘ilohy A at E.

ktere tvofl jejl nedllnou soucést, tvofl aplne a
koneéne ujednanl mezi .smluvnlmi stranami o
pl‘edmetu smlouvy a vsech naleZitostech. které
smluvnl strany mély a chtély ve smlouve

ujednat. a které povaiujl za dflleiité. Soucasné
smluvnl strany prohlasujl. 26 se navzajem

sdelily vsechny infonnace. ktere povazujl za

dfllezlté a podstatné pro uzavl‘enl této smlouvy.

Jakekoli podmlnky. ktere jsou svym smyslem
nebo obsahem definovany tak. 2e by mely platit i

po vyprsenl trvanl tato smlouvy nebo po jejlm
ukonoenl. zustavaji acinne i po vyprsenl trvanl
tato smlouvy nebo po jejlm ukonoenl.

Smluvnl strany. kazda samostatné. zavazné

prohlasujl. 2e na sebe berou nebezpecl zmeny

okolnostl. a proto vsouladu s § 1765 odst. 2

aboanskeho zakonlku :adne ze stran nevznikne
pravo domahat se obnoveni jednanl o smlouvé
v pl‘lpadé jakékoli zmény okolnostl. Ustanoveni

a 1765 odst. 1 a § 1766 obcanskeho zakonlku
se nepouZijl.
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Any terms and conditions, which by 13.6.

their intent or content are meant to have

validity beyond expiry or termination. shall

survive the expiry or termination of this
Agreement.

The Parties.

represent and warrant that they accept the

each separately.

risk of change of circumstances and

therefore neither party shall become
entitled to claim renegotiation of the

Agreement in case of any change of

circumstances occurs. Sections 1765(2)

and 1766 of the Civil Code shall not apply .

13.7

The Parties do not wish that any

rights or obligations of the Parties are

derived from the current or future practice
introduced between the Parties or from

business practice observed generally or in

the field related the subject matter of this

Agreement. unless explicitly agreed in the

Agreement.

13.8

13.7With ACTELION's prior written consent in
each instance, INSTITUTION may

subcontract the performance of certain of

its activities under this Agreement to

qualified third parties. provided that (a)

such third parties perform such activities in
a manner consistent with the terms and

conditions in this Agreement. (b)
INSTITUTION remains fully liable for such

third parties' performance... and (c)
INVESTIGATOR has not any direct or

indirect financial interest in any such third

parties.

13.9

Smluvnl strany si nepl‘ejl, aby nad ramec

vyslovnych ustanovenl této smlouvy byla

jakakcliv prava a povinnosti stran dovozcvany

zdcsavadnl ci budoucI praxe zavedene mezi

stranami ci zvyklostl zachcvavanych obecné ci

vodvétvl tykajlclm se pfedmétu plnénl této

smlouvy, IedaZe je ve smlouvé vyslovné sjedna-

nojinak.

ZDRAVOTNICKE ZARIZENI maze s pl'edchozlm
plsemnym souhlasem spoleénosti ACTELION

danym v kaZdem takovém pI'Ipadé subdodavatel-

sky zadat provadénl uréity'ch svych oinnostl dle

teto Smlouvy kvalifikovanYm tl'etlm osobam.

pokud (a) tyto tl‘etl osoby provadéjl tyto oinnosti

zpusobem. ktery je vsouladu sustanovenlmi a
podmlnkami této SmlouvyI (b) ZDRAVOTNICKE
ZARIZENI ponese nadale plnou odpovednost za
plnenl tachto tfetlch osob a (c) ZKOUSEJICI
nema iadny pi‘lmy ani nepflmy finanénl zajem na

kterychkoli takovych tl‘etlch osobach.

Vztah ZDRAVOTNICKEHO ZARIZENI se

spoleénostl ACTELION dle teto Smlouvy bude
vztahem nezavislych zhotovitelu a nikoli zestupctr,

spolebného podniku nebo spoleénlka spoleénosti

ACTELION. Zadne ustanovenl této Smlouvy se
nevyklada tak, 1e naznaéuje existenci pracovnlho

poméru mezi ZDRAVOTNICKYM ZARIZENIM na
jedné strané a spolebnostl ACTELION na dnrhé

strane.

Smluvnl strany se zavazujl jednat v dobre vII‘e,

bude-Ii kdokoncenl této Studie vyiadovéna

jakakoli uprava. zmena nebo doplnénl této
Smlouvy. Jakoukoli upravu. zménu nebo
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13.8 INSTITUTION’s relationship with
ACTELION under this Agreement shall be
that of independent contractors and not as

an agent. joint venture. or partner of

ACTELION. Nothing in this Agreement
shall be construed as

relationship of employerlemployee

between INSTITUTION on the one hand

and ACTELION on the other hand.

implying the

13.9 The Parties agree to negotiate in good

faith if any alteration, modification or

amendment to this Agreement is required
in order to complete the Study. Any
alteration. modification. or amendment to

this Agreement must be approved by
ACTELION and must be in writing and
signed by all Parties.

14 Applicable Law and Venus

14.1 This Agreement is in accordance
with the laws of the Czech Republic. under

exclusion of its conflicts of laws rules.
14.2

cannot be settled amicably. the matter shall

be brought before the competent general
courts of the Czech Republic. The

jurisdiction of arbitral courts is excluded
14.3

both languages English and Czech. In case
of discrepancy between both languages. the

Czech version shall prevail.

In case of controversies. which

The agreement has been issued in

doplnénl této Smlouvy musl schvalit spoleénost

ACTELION a musl by’t plsemna a podepsana

veemi Smluvnlmi stranami.

14.
14.1.

Pcuzitelne zakony a mlstnl soudnl prlslusnost

Tate smlouva se l‘idl pravnlmi pl‘edpisy Ceske

Republiky. V pflpadé rozporu ustanovenl této

smlouvy a zakonnYch norem jsou nadfazena

ustanovenl pl'lslusného zakona.
V pflpadé vzniku sporu. ktery se nepodal‘l urovnat

smlrnym narovnanim. bude zalezitost pi‘edlozena

k projednanl pl'lslusnym obecnym soudam Ceské

Republiky. Pi‘lslusnost rozhodélch soudu je

vyloubena.
14.3 Tato smlouva byla vyhotovena v anglicke a ceske

14.2.

jazykové verzi. Vpl‘lpadé rozporu téchto dvou

jazykovych verzl bude pl‘evazovat ceska jazykova

verze.

Pl‘llohy této smlouvy:

Pi‘lloha A: Protokol studie 6. AC 0583303
Pi‘lloha B: Rozpis plateb
Pi‘lloha C: Formulai' s udaji pro bankovnl pi‘evod
Prlloha D: Plna mcc

NA Dl'JKAZ TOHO je tato smlouva ve trojlm vyhotovenl
podepsana osobami. které k tomu byly smluvnlmi

stranami fadné zmocnény.
“MM! luluScclllnaifl ”1“!!!
401 13 If Mil-l Ill
«z.ZeZDRAVOTNICKE uhlz 9.1.

Podpis: ____

menu: m
Funk°e= mamm—Datum. &

Annexes of this agreement:
Exhibit A: Protocol of Study No. AC 0583303

Exhibit '31 SGtU'B 0f Payments 2a ACTELION Pharmaceuticals Ltd:
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Emibit C: Supplier Master Data Form Podpis:

Exhibit D: Power of Attorney Jméno:

Funkoe:
IN WITNESS WHEREOF, the Parties hereto have Datum:

executed this Agreement in hiplioete by persons duly
authorized. Podpis:

Jmeno:ri-we:‘hiufia Labs-31Funkce.
FOI' INSTITUTION: 545:3392? Datum:

"3 I ’

Signature: '

Name: In .PetrFIaIa

Title: generélnl lealfel
Date: . _ n

F

S
N
Title:
Date: - I --',7(//

Signature:

Name:
Title:
Date: 24%2015
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Exhibit A: Final Protocol Pi‘iloha A: Finélni protokol

AC'0533303 AC-O5SB303
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Exhibit B: Payment Schedule

Pr0t000| AC-0583303 I Protokol AC-0583303
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Exhibit c: Supplier Master Data

Protocol Ac-osasaos I Protokol Ac-osaaaoa

-

-
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Exhibit D:

Power of attorney
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