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AGREEMENT SMLOUVA

on conducting a clinical study made in compliance o provedeni klinické studie uzaviena dle ustanovanl
with the provision of § 17486, paragraph 2, Act No. § 1746 odstavec 2 zakona &. 89/2012 Sb., ocbchodnl
89/2012 Call., Civil Code, as amended and in Zakonlk, v platném zndnl a dle zakona &. 378/2007 Sb.,
compliance with Act No. 378/2007 Coll. on o lé&ivech, v platném znénf
Pharmaceuticals, as amended

mezi
between
Actelion Pharmaceutlcals Ltd
Actelion Pharmaceuticals Ltd Gewerbestrasse 16
Gewerbestrasse 16 CH - 4123 Allschwll
CH — 4123 Alischwil Svycarsko
Switzerland DI¢: CHE 116.310.323

VAT Number: CHE 116.310.323

(herein referred o as *ACTELION') (dale ,ACTELION" nebo ,spole&nost ACTELION®)

and a
Krajeka zdravotni a.s.
Sociélnl péte 3316/12A
401 13 Usti nad Labem
Czech Republic
DIC: CZ25488627

Kra]ské4 zdravotnl a.s.
Socialnl péte 3316/12A
401 13 Ustl nad Labem
Ceska republika
DIC: CZ25488627

({herein referred to as “INSTITUTION") (déle ,ZDRAVOTNICKE ZARIZENI")

(jointly referred to as “the Parties”) (d4le spole&n& ,smiuvnl strany”)

1. Purpose of this Agreement 1
1.1. INSTITUTION is prepared to participate in

the following ACTELION sponsored clinical
study:

“Multlcenter, hon-comparative
extenslon to study AC-058B301, to
Investigate the longterm safety,
tolerabliity, and control of disease of
ponesimod 20 mg in subjecis with

Utel této smlouv
1.1. ZDRAVOTNICKE ZARIZENI je ochotné podilet

se na nasledujicl klinické studii, jejimZ zadavate-
lem je spoleénost ACTELION:

nMulticentrické, nesrovnévacl rozsifeni
studle AC-058B301, hodnotici dlouhodobou
bezpetnost, snaSenlivost a kontrolu one-
mocndni pfipravkem ponesimod 20mg u

pacientdl s relabujici roztrouSenou sklerd-
",

relapsing multiple sclerosis (RMS)""; zou®; protokol AC-058B303.  (déle Jen

Protocol AC-058B303. (hereinafter refemed Studie")

to a6 the "Study”).
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The Study will be conducted
INSTITUTION by the INSTITUTION's
employee, [N

Neurologické oddélenl, Krajskd zdravotnl
a.s. — Nemocnice Teplice o.z.Duchcovska
53415 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 2 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
Pharmmaceutical Practice, refevant
instructions of the State Institute of Drug
Control and may allow the physical
handling of the Study drug only to persons
duly qualified for such performance. The
study drug will be delivered to the
INSTITUTION’s pharmacy, pursuant to
regulation No. 226/2008 Coll., 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, [ EGNG
. Neurologicke oddéleni, Krajska

zdravotnl a.s. — Nemocnice Teplice
0.z.Duchcovska 53,415 29 Teplice, jako zkouSe-
jicim (déle jen ,ZKOUSEJICI"). ZDRAVOTNICKE
ZARIZENI poskytne vhodné prostory a vybaven|
a bude podporovat &innosti souvisejicl se
zlskavanim Gsastnikd a provadénim Studie ve
ZDRAVOTNICKEM ZARIZENI.

ZDRAVOTNICKE ZARIZENI z&vazné prohlasuje,
Ze je fadnym a opravnénym provozovatelem
lékarny umistdné na adrese ZDRAVOTNICKE-
HO ZARIZENI. ZDRAVOTNICKE ZARIZENI se
zavazuje zajistit pfijet, pFevzetl, kontrolu,
skladovanl a vydej hodnoceného lé&&iva pro-
stfednictvim své vySe uvedené lékarny za
podminek sprévné lékarenské praxe, pilsius-
nych pokyni Statnlho tstavu pro kontrolu l6&iv a
sml umo2nit zachézet s hodnocenym lé&ivem
pouze osobam pro tuto &innost fadné kvalifiko-
vanym. Hodnocené |&ive bude do Iékarny
ZDRAVOTNICKEHO  ZARIZENI  dodavéno
v souladu s vyhladkou & 226/2008 Sb., v
platném znénl, vterminech a dodavkach tak,
aby Studie mohla byt provedena rfadné a plynule
Za podminek stanovenych v Protokolu. ZDRA-
VOTNICKE ZARIZENI se zavazuje vést a
uchovavat zédznamy o veBkerém zachazenl
s hodnocenym lékem vsouladu se spravnou
lékarenskou praxi a pokyny spoletnosti ACTE-
LION, budou-lii takové, a na poZadan( tyto
kdykoli predioZit jako soutast studijni dokumen-
tace spolenosti ACTELION.

OPTIMUM-LT/AC-058B303_Site 3004_Bipartite Institution Agreement / OPTIMUM-LT/AC-058B303 _centrum 3004_Dvojstrannd smiouva
88 Zdravotnickym zaflzenfm



1.4.

1.5.
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request.

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

Expected study duration at INSTITUTION
is from NN unti| I

Protocol

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

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

Obligations of INSTITUTION
INSTITUTION represents and warrants that

the Study wil 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 alli 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 potet pacient, ktefl budou do
Studie ve ZDRAVOTNICKEM ZARIZENI

zarazeni, je |l

Délka trvanl Studie ve ZDRAVOTNICKEM
ZARIZENI je planovana na obdob! [ 22

Protokol

Protokol Studie {déle ,Protokol') bude pfisn&
dodrZovan a Studie bude podle tohoto Protokolu
provadéna pod dohledem ZKOUSEJICIHO,
ktery bude za dodrZzovanl protokolu zodpovidat.

Protokol je (v&ein& veSkerych dodatki) nedilnou
soutast! této smilouvy (Pifloha A). V piipadé
rozporll mezi Protokolem a touto smlouvou majl
vyjma
kdy ma prednost

pifadnost ustanovenl t{éto smiouvy,
medicinskych zéleZitostl,
Protokal.

Povinnosti ZDRAVOTNICKEHO ZARIZENI
ZDRAVOTNICKE ZARIZENI zévazné& prohladuje,
e Studie bude ve ZDRAVOTNICKEM ZARIZENI
provaddéna vsouladu s Protokolem, Z2e mu
ACTELION poskytl Protokol a dal$i dokumenty
vztahujlcl se ke Studii, a Ze se s t&émito dokumen-

ty seznamilo.

3.2. ZDRAVOTNICKE ZARIZENI se zavazuje umo2nit,

3e ZKOUSEJICI bude Studii provadét v souladu
s Protokolem a v3emi jeho budoucimi dodatky,
budou-i n&jaké, s povolenim Stéatnlho Ustavu pro
kontrolu 16&iv a stanoviskem pfislugnych etickych
komisl, pravidly sprdvné Kklinické praxe (dale
+GCP"), poZadavky Statniho Ustavu pre kontrolu
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the statement of the respective Ethics
Committees, the ICH Geoed Clinical 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
compliance with FDA-specific requirements,
whereby such assistance and
documentation to be in accordance with

will

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 and/or
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 iRB/IEC approval has been obtained.

All material provided to INSTITUTION
and/or 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.

l&tiv, jakoZz i veBkerymi plathymi zékony a
pfedpisy. Navic, bude-li to spole¢nost! ACTELION
vyZzadano, bude ZDRAVOTNICKE ZARIZENI
ptipadnd ve spolupraci se ZKOUSEJICIM,
spoleénosti ACTELION poskytovat souginnost pfi
Ziskavani veSkeré dokumentace potfebné pro
dodrzenl specifickych poZadavkll FDA, pfigem2
takovd pomoc a dokumentace budou vidy v
souladu s platnymi mistnimi zakony a piedpisy.

ZDRAVOTNICKE ZARIZENI se zavazuje
vynakladat maximalnf Gsill k tomu, aby spoleénos-
ti ACTELION pomohlo dosdhnout cill této
smiouvy, véetné - nikoli v8ak vylu&né - provedenl
Studie v hodnoticim  obdobl
v Protokolu.

stanoveném

Smiuvni sfrany se zavazujl dodrZovat veskeré
platné pravnl pledpisy tykajici
soukrom( pacientli a ochrany osobnlich tdajd.

se ochrany

ZDRAVOTNICKE ZARIZENI bude spole&nosti
ACTELION pledem pledkladat veSkeré informa-
ce, jejichz aéelem bude propagace Studie nebo
podpora zlskédvanl u&astnikli do Studie. ZDRA-
VOTNICKE ZARIZENI souhlasl s tim, Ze tyto
informace bude pouZivat pouze po pledchozim
plsemném schvélenl spole&nostl ACTELION a po
ziskanl souhlasu etické komise.

Veikery material poskytnuty ZDRAVOTNICKEMU
ZARIZENI ainebo ZKOUSEJICIMU za uZelem
provadénl studie (vietnd, av8ak nejen, hodnoce-
ného léSiva a studijnich materidll) bude dodan
pouze pro USely Studie a nesml byt pouZlvan
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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 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

material.

refained by INSTITUTION for Study
documentation, such materai shall be
retumed 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
provides to INSTITUTION
equipment (hereinafter
Study purposas., The Equipment remains

certain
“Equipment”)for

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 designated. Study Staff. The Equipment
shall only be used for the conduct of the
Study in accordance with the Protocol and
ACTELION's instructions.

INSTITUTION 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

a7

k2&dnému  jinému (Zelu. ZDRAVOTNICKE
ZARIZENI a/nebo jim povéfena osoba zodpovida
Za zabezpeleni a vedkerého
materidlu. Po dokon&en! Studie nebo pfi jejim
pledtasnému ukonen]  ZDRAVOTNICKE
ZARIZENI zajist! provedenl vyG&tovan! vedkerého
materidlu poskytnutého spoletnosti ACTELION.
Pokud se nebude jednat o materiél, ktery musl byt
ZDRAVOTNICKYM ZARIZENIM archivovan pro
Ugely dokumentace Studie, mé byt tento material
vracen spoleénosti ACTELION. Smiuvnl strany se
viak mohou dohodnout na tom, Ze tento materidl
bude zlikvidovdn (vCetnd zniteni hodnoceného
l&&iva) v souladu se smérnicemi ACTELION nebo
v souladu se specifickymi poZzadavky Studie.

inventarizaci

Spoletnost ACTELION nebo n&ktery Nezavisly
dodavatel poskytne pro ugely kiinického hodno-
cenl ZDRAVOTNICKEMU ZARIZENI zafizenf
{(déle jen ,zalizenl"), Zaflzenl zGstane vyhradnim
majetkem spoletnosti ACTELION nebo daného
Nezévislého dodavatele. Zallzenl bude pouZivat
vyhradn& ZDRAVOTNICKE ZARIZENI a/nebo
uréeny studijnl personél a bude pouZlvéno pouze
k provadén! Studie v souladu & Protokoiem a s
pokyny spole&nosti ACTELION.

ZDRAVOTNICKE ZARIZENI odpovida za
bezpetnost a za u2lvan( zafizeni s fadnou pédl, a
vratl zaflzenl ve funk&nim stavu bud Nezavislému
dodavateli nebo spoletnosti  ACTELION.
ZDRAVOTNICKE ZARIZENI nahradi veskerou
&kodu na zafizeni nebo jeho ztratu v pfipadé, Ze
byla zplsobena nedbalostl nebo Umysinym
protipravnim  jednanim  ZDRAVOTNICKEHO
ZARIZENI, a/nebo studijniho personalu. ZDRA-
VOTNICKE ZARIZENI timto bere na v&domil, 2e

v pfipadé zavinéného zplsobeni &kody nebo
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shall be compensated by INSTITUTION if
caused by nagligence 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

the Study,

documents and any other essential documents

conducting relevant source
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 fo notify
ACTELION immediately that there is an audit
or inspection pianned by any health authority or

INSTITUTION must

make available all documentation pertaining to

the Study for any such audit or inspection.

other 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.

311,

ztraty nahradi spoleénosti ACTELION naklady na
nahradu nebo opravu zafizeni. ZDRAVOTNICKE
ZARIZENI timto bere na védoml, 2e néklady na
opravu nebo néhradu budou v cené vzniknhuté
gkody nebo ztraty.

ZDRAVOTNICKE ZARIZENI bude po dobu
provadén! Studie odpovadno za to, Ze bude
okamzitd Informovat spolegnost ACTELION o
jakékoli poruse na zaffizenl.

ZDRAVOTNICKE  ZARIZENI
uchovévat =zdravotnické zaznamy pacientl
zalfazenych do Studie, jakoZ i Udaje vytvolené
vdisledku provadén! Studie, pfisiuiné zdrojové
dokumenty a veSkeré ostainl podstatné dokumenty
nebo materidly vy2adované protokolem Studie (déle
jen ,Udaje o Studii'} na bezpetném a zabezpede-
ném misté b&hem provadénl Studie a po dobu
dvaceti p&ti (26) let po jejim dokongen.

se zavazuje

ZDRAVOTNICKE ZARIZENI se zavazuje, 2e da
spole¢nosti ACTELION neprodiend na védoml, Ze
jakykoli zdravotni nebo spravni organ plénuje
provedenl auditu nebo kontroly. ZDRAVOTNICKE
ZARIZENI musl pro jakykoli takovy audit nebo
kontrolu  zpfistupnit veSkerou dokurmnentaci
vztahujlcl se ke Studil.

ACTELION je opravnén poZadovat, aby konkrétn{
osobd nebyla umecZnéna dalsl Giéast na provadéni
Studie, pokud ACTELION uvede ve své Zadosti
pliméfené diivody.

ZDRAVOTNICKEMU ZARIZENI ani 2adné
zosob, které ZDRAVOTNICKE ZARIZENI
zaméstndvd vramci provadénl Studie, nebylo
odebrano opravnénl k provadénl klinickych
hodnocenl, nebyla diskvalifikovana, ani jI nebylo
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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, emplcy 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.

Confidentiality

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 bublic domain after the time of
disclosure, except by breach of this
Agreement or breach by any third party
being - under an obligaton 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
evidenced by written records and was
not acquired directly or indirectly from
ACTELION or from any other third

party under an agreement of

zakézano provadst klinicka hodnocenl, a ZDRA-
VOTNICKE ZARIZENI b&hem doby platnosti této
Smilouvy nezaméstna Zadnou osobu, které bylo
odebrano toto opravné&nl nebo kiterd byla taklio
diskvalifkovana nebo na ni byl uvalen takovy
zakaz, kprovédénl jakychkoli pracl na Studii.
Pokud se ZDRAVOTNICKE ZARIZEN! kdykoli po
uzavi'en! této Smiouvy dozvi, Z2e jemu samotnému
nebo jakékoli osobs, kterou vyuZiva, bylo odebra-
no toto opravn&ni nebo je s ni vedeno fizenf o
odebrani tohoto oprévnéni, ZDRAVOTNICKE
ZARIZENI timto potvrzuje, Ze o tom bude okamzi-
t& plsemné& informovat spole¢nost ACTELION.

Ochrana divémych informacl

ZDRAVOTNICKE ZARIZENI bude s veskerymi
informacemi (v hmotné i nehmotné formé)
ziskanymi od spole&nosti ACTELION a/nebo
vjejim zastoupeni nakladat jako s div&mymi
informacemi a nebude tyto informace vyuZivat pro
Z4dné jiné Utely kromé& G¢ell pro vedeni Studie
podle této smiouvy.

a) ledaze by takové informace byly v dobé
2lskan| velejné pfistupné, nebo

b) ledaZe by se takové informace po datu ziskanl
staly sousastl informacl vefejn& pfistupnych,
vyjma plipadu, 2e by se tak stale porusenim
této smiouvy nebo porudenim smiuvnich po-
vinnostl jakékoli tfetl strany zavézané mi&enli-
vostl vi¢i spoletnosti ACTELION, nebo

¢) ledaZe by takové informace jiz v dobé poskyt-
nutl spoleénosti ACTELION byly ve viastnictvl
ZDRAVOTNICKEHO ZARIZENI, jak to proka-
zujl plsemné zéznamy, a soucasné& pokud
nebyly zlskany ptimo ¢&i nepfimo od spolegnos-
ti ACTELION nebo od jakékoli tfetl strany
smiuvné zavazané midenlivostl vi&i spole&-
nosti ACTELION, nebo
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ee Zdravotnickym zaffzenim



-Page 8 of 32 -

confidentiality to ACTELION; or
d) unless such information is or was
INSTITUTION
independently of receipt hereunder, as
shown by appropriate proof; or

developed by

e) unless such information is required to
be disclosed by law, governmental
regulation, or court order; provided,
however, that INSTITUTION shall use
their best efforis to provide
ACTELION with immediate notice
thereof in order to oppose or limit
such disclosure.

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

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

411  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 Exhibit B cover all Study-related
fees and costs (i.e. INSTITUTION's
overnead costs, local laboratory fees,
pharmacy fee, IT costs, eic), unless
explicitly stated otherwise in Exhibit B.

4.2,

4.3.

44,

5.

5.1.

d) ledaZe by takové informace byly prokazatelnd
vysledkem viastnl &nnosti ZDRAVOTNICKE-
HO ZARIZENI nezavisle na jejich obdrZenl
padle této smilouvy, je-li to vhodnym zplisobem
prokazéno, nebo

e} ledaZe by takové informace bylo zapotfebl
poskytnout na zakladé ustanoven| zékona,
spravniho pledpisu nebo naflzenl soudu,
aviak za pfedpokladu, 2e ZKOUSEJICI vyna-
loZl své nejlepsi Gsill ktomu, aby spole&nost
ACTELION o této situaci neprodieng uvédomi-
o, a se ta mohla proti poskytnutl informaci
uéinn& branit nebo omezit jeho rozsah.

S wwhradou dolozky o zvelejfiovanl obsaZené
dale vtéto smiouvé, budou vedkeré Udaje
a/nebo vysledky majicl pivod ve Studii povaZo-
vany za dlivémné informace.

ZKOUSEJICI zajistl, 2e personal u&astnicl se
Studie (fi. subinvestigatori, koordinatofi, studijni
sestry atd.) (dale ,studijnl persondl") bude vazan
stejnou povinnost! miZenlivosti,

Ustanovenl tohoto &lanku smiouvy z(stavajf
Gdinna i po ukondenl t&to smiouvy.

Finanénl podmin

SpoleZnost ACTELION zaplati ZDRAVOTNIC-
KEMU ZARIZENI gZastky stanovené v rozvrhu
plateb obsaZeném v Pfiloze B, ktera je nedlinou
soudasti této smiouvy. Castky stanovené v PHloze
B zahmujl v8echny poplatky a naklady souvisejic
s provadénim Studie (ij. re2ijnl naklady ZDRA-
VOTNICKEHO ZARIZENI, poplatky za pouZivan(
mistnich laboratofl, plathy Iékam&, naklady na IT
podporu, atd.), nenlHli vPHMloze B wvyslovng
uvedeno jinak. Naklady souvisejlci s &innostl
etické komise/reviznl komise ZDRAVOTNICKE-

OPTIMUM-LT/AC-058B303_Site 3004_Blpartite Institutlon Agreement / OPTIMUM-LT/AC-058B303 _centrum 3004_Dvojstrannéd smlouva

s8 Zdravotnickym zafizenim



-Page 9 of 32 -

{RB/NEC costs are not included.

52 Payment wil be made upon comect
completion of all eCRF pages verification of
such pages by ACTELION monitor against
the source documents and satisfactory
resolution of any possible queries. In case of
serious non-compliance with the Protocol,
GCP, and/or health authority and other
applicable requirements by the
INVESTIGATOR andfor 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
fuffilling 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.

54.

HO ZARIZEN( nejsou v t&chto &4stkach zahmuty.

Platba bude provedena po spravném vyplnénl
véech formulafl eCRF, ovaéfenl téchto formulait
monitoram spole&nostl ACTELION v porovnanl sa
zdrojovymi dokumenty a uspokojivém vyfizenl
vech potenciainich dotaz{i. V pilpadé zavaZného
nedodrZzen( Protokolu, z&sad GCP a/nebo
poZadavk(i zdravotnich organt &i jinych opodstat-
nénych poZadavkil ze strany ZKOUSEJICIHO
anebo ZDRAVOTNICKEHO ZARIZENI ma
ACTELION pravo nevyplatit pomémé &ast plateb
nebo viechny platby.

Platby budou spolefnosti Actelion provadény
¢tvrtletnd na zakladé vyplnénych strének eCRF,
které odpovidajl poZadavk(i stanovenym v odst.
5.2, a které byly spoletnosti ACTELION doruéeny
v pfisludném kalendafnim &tvrtletl. Platba bude
provedena ve prospé&ch bankovnlho Utu specifi-
kovaného v pfiloze C. Pokud ZDRAVOTNICKE
ZARIZENI nenf platcem DPH povinnym vystavo-
vat dafiovy doklad (fakturu), =zasflan! faktur
spoletnosti ACTELION se nevyZaduje. Pokud
ZDRAVOTNICKE ZARIZENI je platcem DPH
povinnym vystavovat dafiovy doklad (fakturu),
ZDRAVOTNICKE ZARIZENI je povinné doruéit
spolecnosti ACTELION fakturu na &astku odmény
spacifikovanou pfedem spolegnostl ACTELION.
Spoletnost ACTELICN uhradl tuto platbu do
fficeti (30) dn(i po obdrZenl odpovidajlcl faktury.
Finaini platba odmé&ny bude provedena teprve po
uspokojivém vyfesenl veskerych zbylych dotaz(.

Prib&2né naklady vzniklé v souvislosti se Studil
(napf. ndklady na &innost etické komise/reviznl
komise ZDRAVOTNICKEHO ZARIZEN() budou
spoleZnosti ACTELION bezodkladné& postoupeny
spoletnd s veskerymi konkrétnimi Gdaji potfeb-

OPTIMUM-LT/AC-056B303_Site 3004_Bipartite Inatitution Agreement / OPTIMUM-LT/AC-058B303 _centrum 3004_Dvojstranné smlouva
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5.4 Incured Study-related pass-through costs

(e.g. IRBAEC 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
ungertakes 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 k proveden[ platby. ACTELION pak platbu
provede do &fyficeti (40) dnil od cbdrZenl pFislug-
né faktury.

5.5. Protoze ZDRAVOTNICKE ZARIZENI uznava zamér

56..

5.7

5.8.

spoleénosti ACTELION hradit subjekttm hodno-
cenl Géastnicim se Studie naklady, kieré jim
vdisledku Géasti ve Studii vzniknou a rovnéz
uznava zamér ACTELION respektovat a zacho-
vavat divdmost o identité subjektli hodnocen( a
ochranu jejich osobnich daji a nezpracovévat
jejich osobnl tUdaje, pokud to nenl skutedn&
nezbyiné, ZDRAVOTNICKE ZARIZENI se
zavazuje pro ACTELION a na jeho udet zajistit
vyplacenl nahrad subjektim hodnocenf v Sast-
kach a za podminek stanovenych v pflloze B
k této smiouva.

ZDRAVOTNICKE ZARIZENI souhlasi pouZivat
systém pro Elekironicky Sbér Dat (,EDCY)
vsouladu se v3emi plsemnymi specifikacemi a
instrukcemi poskytnutymi spoleénosti ACTELION.

ZDRAVOTNICKE ZARIZENI timto potvrzuje, 2e
ma vdrZzenl vBechnu a jakoukoliv potiiebnou
infrastrukturu k pouitt EDC. Déle ZDRAVOT-
NICKE ZARIZENI zajistl, 2o takova infrastrukiura
bude K dispozici b&hem celého trvani Studie (L.
do schvalenl Zavéreiné Zpravy o Studii spoled-
nosti ACTELION), zejnéna proto, aby bylo moZné
piné dodrZzet harmonogram Studie.

ZKOUSEJICIZZDRAVOTNICKE ZARIZENI zajisti
zavedenl pfisluSnych postupll a opatfeni s cllem
Zajistit kontrolovany piistup fyzickych a elektronic-
kych zdrojli pouZivanych v souvislosti s EDC.

OPTIMUM-LT/AC-058B303_Slte 3004_BIpartite Institution Agreement / OPTIMUM-LT/AC-058B303 _centrum 3004_Dvojstrannd smiouva
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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 and/or applicable data protection
laws.

After acceptance of the final Study report by
ACTELION, ACTELION wil 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. lts 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
INSTITUTION’s local ethical guidelines to
laboratory test reporls, Source Data (as
defined by the GCP) 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.

Zejména tyto postupy a opatfenl musi byt
pfiméfené, aby se zabranilo jakémukoliv porusenf
viech platnych pravnich pfedpisi o ochrané
soukrom/ pacienta a / nebo platnych zdkonl na
ochranu osobnich tdaji .

Po schvalenf Zavéretné Zpravy o Studi
spoleénostl ACTELION, spoletnost ACTELION
poskytne ZDRAVOTNICKEMU ZARIZENI pdf.
verze vdech vypinénych stranek eCRF ZDRA-
VOTNICKYM ZARIZENIM pro potfeby archivace.

Monitoring a audity provadéné spole&nosti
ACTELION

Prib&h Studie bude monitorovan spoletnostl
ACTELICN nebo jl ustanovenou smiuvni vy-
Zzkumnou organizac! {,CRO"). Jejich zastupciim
bude umoZné&n phlistup ke vSem informacim
vzeslym ztéto Studie a spoleénost ACTELION
nebo ji ustanovena CRO budou mit neomezené
pravo vyuZivat informace vzeslé ze Studie, napt.
CRF. Spoleénost ACTELION nebo jI ustanovena
CRO budou mit vsouladu s mistnimi etickymi
smémicemi platnymi ve ZDRAVOTNICKEM
ZARIZENI pristup k vysledkim [aboratornich
vysetienl, zdrojovym datim (definovanym podle
GCP) a jakymkoli dal&lm zdznamf@im o subjektu
hodnocenl, které budou potfebné k ovéfovanl
zéznamil ve formuléafich eCRF.

Spoletnost ACTELION miiZze jmenovat nezévislé
osoby, které budou povéfeny provadénim auditl
Studie. ZDRAVOTNICKE ZARIZENI musi dét pro
Gtely jakéhokoli takového auditu k dispozici
ve$kerou dokumentac! vztahujicl se ke Studil.

d nost a odSkodnénl
Spoleénost ACTELION se zavazuje odSkodnit a
nahradit djmu na zdravl, véetn&d smrti, kterd
vznikne subjektim hodnocenl v disledku Géasti

OPTIMUM-LT/AC-056B303_SIite 3004_Blpartite Institution Agreement / OPTIMUM-LT/AC-058B303 _centrum 3004_Dvojstranns smiouva
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documentation pertaining to the Study for
any such audit.

nd Indemnification

ACTELION assumes liability for and will

indemnify and held 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.

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

d) The event resulted from therapeutic or

diagnostic 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,

measures

7.1 ACTELION is not liable for events that occur

solely as a consequence of the underlying
lliness 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, kdykoli bude mo2no Zjistit

udalostl

pouZitym pfi Studii nebo hodnocenym I6&ivym
pfipravkem, a k thradé jakekoliv djmy, ke které
bude povinen ZKOUSEJICI, ZDRAVOTNICKE

ZARIZENI a studijnl personal a pfidruZena

zU&astnéns zdravotnicka zalfzenl, pokud:

a) Uddlost byla zplsobena vsouvislosti s
podavanim hodnoceného l&&ivého pfipravku,
pfitemZ hodnoceny &&ivy piipravek byl poda-
vén v souladu s Protokolem.

b) Uddlost nastala
srovnavacich pfipravki, jejichZz podavan( bylo
odiivodn&nou soucéastl Protokolu.

¢) Kudalosti doslo v diisledku pouZiti diagnostic-
kych vykon(i provad&nych podie Protokolu.

d)} Udalost byla zplsobena terapeutickymi nebo
diagnostickymi opatfenimi, jejichz proveden!
bylo odiivodn&né a potfebné v diisiedku neo-
tekdvanych Uginkl zkoumaného pHpravku,

pficinny vztah mezi a postupem

v souvislosti s pouZitim

srovnavacich pfipravkll nebo diagnostickych
postupli po2adovanych Protokolem.

Spoletnost ACTELION nenese odpov&dnost za
udalost, ke kterym dojde vyluZné v dlsledku
zékladnlho onemocnénl subjektu hodnocenl.

Mimoto  spoletnost ACTELION
odpovédnost za uddlosti zplisobené diagnostic-
kymi nebo terapeutickymi opatienimi, ktera nejsou
vyslovné poZadovana Protokolem, nebo za
pfipady zplsobené nedbalostl (v&etné& jednani
vrozporu s uznévanymi lékaiskymi postupy nebo
jakéhokoli nedodrZenl Protokolu &i podminek této
smiouvy) & vadomd nespréavnym po&indnim
ZKOUSEJICIHO, ZDRAVOTNICKEHO ZARIZE-
NI, studijnfho persondlu nebo jakéhokoli jiného
spolupracujiciho a/nebo spfizndného Klinického
personélu &i zdravoinického zaf(zenl. V takovém

nenese

OPTIMUM-LT/AC-058B303_Site 3004_Bipartite Inettution Agreement / OPTIMUM-LT/AC-058B303 _centrum 3004_Dvojstranna smiouva
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required by the Protocol, or for events
resuling 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 7.4.

involved and/or related clinical staff and
faciliies. In such event, INSTITUTION and
INVESTIGATOR shall assume liability and
indemnify and hold hammless ACTELION
and/or 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

INSTITUTION
agree fo co-operate fully with
ACTELION in the defence or disposition
of all such cases.

b) ACTELION will be pemitted, at its costs,

responsibility, and discretion, t¢ handle

indemnification, and

and control the defence or disposition of 8.
all such cases. 8.1.

¢) No case will be settled without the prior
written congent of ACTELION.

Insurance 8.2.

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

pfipadd® se ZDRAVOTNICKE ZARIZENI a
ZKOUSEJICI zavazujl pfjmout odpov&dnost a
nahradit Skodu a Umu vzniklou spoletnosti
ACTELION a/nebo jejim pfidruzenym spoletnos-
tem.

Narok na uvedenou nahradu Skody poskytnutou
spoleénost! ACTELION bude navic moZno uplatnit
v plné vysi pouze tehdy, budou-li spinény nasledu-
jie!f podminky:

a) ACTELION musi byt co nejdfive informovén o
jakékoli stiZnosti, Zalob& nebo soudni pfi, ze
kterych vyplyva pravo na nhéhradu Gjmy, pfi-
gem2 ZDRAVOTNICKE ZARIZENI souhlasl
stim, Ze spoletnostt ACTELION ve vSech
takovych pfipadech poskytne plnou souginnost
pii obran& proti nebo postupu ve vSech tako-
vych pfipadech.

b) Spolenosti ACTELION bude umocZnéno, aby
ha viastnl naklady, odpov&dnost a dle viastnl-
ho uvaZen! vedia obranu nebo rozhodovala o
pestupu ve viech takovych piipadech.

¢) Zadny pfipad nebude urovnan bez predchozl-
ho plsemného souhlasu spoletnosti ACTELI-
ON.

Pojistén(

Spoletnost ACTELION zévazné prohladuje, Ze
uzavlela pro celou dobu Studie pojisténl odpo-
védnosti pro zadavatele a ZKOUSEJICIHO,
v rémei kterého je zajisténé i odSkodnénl subjektu
hodnocenl v piipadé smrti nebo djmy na zdravi
subjektu hodnocen! vznikié v diisledku provadén(
Studie.

ZDRAVOTNICKE ZARIZENI si na své viastn(
ndklady sjednd a bude udrZovat v platnosti
pfiméfené komerdnl pojist&nl obecné odpovad-
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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
liability
insurance as well as professional liability
legal
regulations at their sole cost and expense
for the whole period of conducting the
Study pursuant hereto.

adequate commercial general

insurance in accordance with

9 Publication

9.1 In accordance with standard editorial and
ethical ACTELION supports
publication (including, but not limited to,
manuscripts, abstracts, posters etc.) of
Study results in reputable scientific and

practice,

medical journals and at scientific
conferences.
8.2 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 (including, 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 pojisién! profesni odpovédnosti za
Skodu zplsobenou svou &innosti po celou dobu
provadén(
piedpisy.

Studie vsouladu se zakonnymi

Zvefe|fiovani
V souladu se standardnl vydavatelskou a etickou

prax] spoletnost ACTELION podporuje zvefsjfio-
vanl (vBetnd®, nikoli v8ak wvyluén&, rukopis,
abstrakt, sdélenl atd) vysledkl Studie
v uznavanych védeckych a lékalskych fasopisech
a na védeckych konferencich.

Spoletnost ACTELION bude koordinovat
prezentaci a 2zvefejiiovanl vysledkll Siudie ve
spolupraci s fidicim nebo publikadnim vyborem

Studie, bude-li zfizen.

Veskeré publikace (vletn&, nikoll viak wylugng,
rukopis(l, abstrakt, sdélenl atd.) musl spliovat
nasledujlcl nezbyiné pfedpoklady:

a) Studie byla
s protokolem,

b) navrhovana publikace uvadl vegkeré zévéry
v souladu s platnymi statistickymi postupy a
metodami interpretace vysledkd a

provadéna v souladu

c) autorstvl a posudky spliujl kritéria stanovené
Mezinarodnim vyborem vydavatell lékar-
skych periodik (ICMJE). Podle t&chto smérnic
je pfiznan! autorstvl zaloZeno pouze na krité-
rifch, kterymi jsou (i) podstatné pfisp&nl pfi
vytvéafen! koncepce a névrhu nebo pfi shro-
mazdovan! dat nebo pfi analyzovanl a inter-
pretaci dat, (ii) vypracovani nebo recenzova-
ni rukopisu s podstatnym myslenkovym ob-
sahem, (iii) schvaleni koneéné verze urdené
ke zvalgjndnl a (lv) souhlas s tim, Ze autor
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Intemational Committee of Medical
Joumal Editors (ICMJE). According to
these guidelines, authorship credit is
only on (i) substantial
contribution to concept and design, or

based

acquisition of data, or analysis and
interpretation of data; (i) drafting or
revising the manuscript for essential
intellectual content; (i) approval of
the final version to be published; and
{iv) agreement to be accountable for
all aspects of the work in ensuring that
questions related to the accuracy or
integrity of any part of the work are
appropriately investigated and
resolved. All four aforementioned
criteria must be fulfilled. Consistent
with these and major joumal guidelines,
those individuals who meet all
authorship criteria should be named
as authors and those who do not
should be acknowledged eisewhere, 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 (i) 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 his/her/its own

8.4.

ponese odpovédnost za viechny aspekty dila
pfi zajistovani fadného pfezkoumanl a vyfe-
Senl otdzek souvigejicich s pfesnostl nebo
pravostl veSkerych &astl dila. Spinédna musi
byt viechna ¢&lyfi vySe uvedend kritéria. Ve
shodé s témito a daldimi zadsadnimi vydava-
telskymi smérnicemi by jako autofi mély byt
uvadény ty osoby, které splfiuji vBechna kri-
téria pro pfiznani autorstvl, a pfipadné ty
osoby, jejichZ autorstvl nebude uznano jinde.
Pfitom se ma za to, 2e samotny vybé&r a za-
fazovan( pacientl do Studie a/nebo samotné
shromazdovan! dat nejsou dostatedné pfed-
poklady pro pfiznan[ autorstvl.

Multicentrické studie smé&jl byt zvefejfiovany

pouze vcelém rozsahu a nikoli jako data

shromazdéna v jednotlivich centrech. Nehledd
na toto pravidio smi ZDRAVOTNICKE ZARIZE-

NI publikovat své viastnl vysledky studie a/nebo

data ziskanda v rdmci dlleich studil definovanych

v protokolu v ptipad&, 2e (i} multicentricka studie

bude pfedZasné ukon&ena a nema se uskute&nit

zvefejnénl souhrnnych vysledkd nebo (ii) do 12

mésich od podepsanl zavére&né zpravy o studii

spoletnostl ACTELION nedojde ke zvefejné&nl
vysledkl studie a soucasn& nebude projedna-
vano Zadné navrhované zvefejnénl s fidicim
hebo publikaénim vyborem, a to za pfedpokladu,

Ze:

a) ZDRAVOTNICKE ZARIZENI vyda jednoznaéd-
né prohladenl, 2e studie provaddna ve ZDRA-
VOTNICKEM ZARIZENI byla souasti mult-
centrické studie a uvede odkaz na zvefejnénl
zahajenl multicentrické studie, pokud toto bylo
provedeno,

b) ZDRAVOTNICKE ZARIZENI vyda jednoznad-
né prohlaSenl, Ze (daje pfedloZené v jeho
publikaci pfedstavujl podmnoZinu tdajli 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 muiti-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 mulii-center study,
and shall state the percentage of the
total data and the related reduction of
statistical power; and

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

maZdénych v prilbdhu celé multicentrické stu-
die a uvede procentudini podil na celkovém
objemu Gdajli a souvisejicl sniZenl sily statis-
tické analyzy,

¢) ZDRAVOTNICKE ZARIZENI vyda jednoznat-
né prohlasenl, 2e interpretace Gdajli vjeho
publikaci ptedstavuje ndzor ZKOUSEJICIHO
amebo ZDRAVOTNICKEHO ZARIZENI a
nikoli nazor kteréhokoli jiného vyzkumného
pracovnika podilejictho se na provadéni multi-
centrické studie,

d) ZDRAVOTNICKE ZARIZENI vyd4 jednoznad-
né prohlddeni, Ze interpretace Udajli a zavéry
ZKOUSEJICIHO a/nebo ZDRAVOTNICKEHO
ZARIZENI uvedené v publikaci se tykajl pouze
Udajl shroméa2dénych ve ZDRAVOTNICKEM
ZARIZENI, a

e) jsou splndny nezbyiné pledpoklady podle
odstavee 9.3.

Ridicl a publikadnl komise, bude-li ustanovena,
jakoz i ZDRAVOTNICKE ZARIZENI souhlasi
s tim, 2e jakoukoli zamy&lenou publikaci obsahuijl-
cl vysledky Studie (véetn&, nikoli v3ak vylu€na,
rukopisti, abstrakt, sdélenl atd.), at individuainl
nebo multicentrické, pfedioZl spolednosti ACTE-
LION viZdy nejménd Sedesat (60) dnl pfed
pfedanim vydavateli nebo jakékeli tfetl osoba.
Béhem tohoto obdobl v délce Sedesati (60) dnl
miize spoleénost ACTELION pisemné& poZadat o
to, aby fldicl a publikaénl komise, bude-li ustano-
vena, nebo ZDRAVOTNICKE ZARIZENI takovou
publikaci pozdrZeli a umozZnili tak zajisténl
potencidinl patentové ochrany jakéhokoli vynalezu
/zlepSovaciho névrhu popsaného v pfisludnych
podkladech. Mimoto spoletnost ACTELION
uvadoml Fidicl a publikaénl komigi, budei
ustanovena, nebo ZDRAVOTNICKE ZARIZENI o
jakychkoli pfipominkédch 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 invention/improvements described
therein. Moreover, ACTELION shall notify
the Steering or Publication Committes, if
any, or INSTITUTION of any comments to
the proposed publication as well as
comments on data interpretation and/or
conclusions and the Steering or
Publication Committee, if any,
INSTITUTION shall consider in good faith
any changes reasonably requested by
ACTELION. It is understood that no
confidential information — other than data
and results, which may be published as set
forth in this Clause - and/cr information on
ACTELION's proprietary rights shall be
published without ACTELION's
written consent, such consent not to be

prior

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,

9.7 INSTITUTION grants to ACTELION, and
ACTELION retains, the exclusive right of
reference {0 and use of any publications of
INSTITUTION mada In connection with the
Study in support of new drug applications

8.6.

8.7

9.8.

jakoZ i o piipominkach k interpretaci dat a/nebo
k zdvérim, nateZ fidicl a publikaéni komise,
bude-li ustanovena, nebo ZDRAVOTNICKE
ZARIZENI veZkeré zmé&ny opravn&n& pozadova-
né spoleénostl ACTELION vdobré vife zvazl.
Pfitorn se ma za to, Ze bez pfedchozlho pfsemné-
ho souhlasu spoletnosti ACTELION nebudou
2vefejnény Zadné divémé informace - kromé
udajll a vysledkd, které sméjl byt zvefejnény podle
ustanovenl tohoto &lanku - a/nebo informace ve
vyluéném viastnictvl spoletnosti ACTELION,
pfitemZ udélenl takového souhlasu nema byt
neodlivodn&né odepieno nebo pozdrZeno.

Nehled® na wvySe uvedend ustanovenl smi
spolednost ACTELION volnd citovat z &lankd za
pfedpokladu, 2e pfitom bude uvadét védecky
zdroj Udajli (napf. védeckd konference nebo
védecky tasopis).

ZDRAVOTNICKE ZARIZENI spoleZnosti
ACTELION udéluje a ACTELION si vyhrazuje
vyluéné pravo na uvadénl odkazdl na a jakékoli
publikace = ZDRAVOTNICKEHO  ZARIZENI
vytvofené v souvislosti se Studiil a na vyuZivani
téchto publikac! za Ulelem podpofenl 2adosti o
registraci nového lé&ivého phipravku, pfedkidda-
nych spoletnostl ACTELION nebo jejim jménem
jakémukoli reguladnimu orgénu.

Bez pledchozlho plsemného souhlasu
ZKOUSEJICIHO aebo ZDRAVOTNICKEHO
ZARIZENI, pfitemZ takovy souhlas nema byt
neodiivodn&né odepfen, nesml spoleénost
ACTELION pfi jakychkoli komerénich &innostech
(napf. vinzerci atd.) zmifiovat, af pfimo &
nepfimo, jméno ZKOUSEJICIHO, nazev ZDRA-
VOTNICKEHO ZARIZENI ani tato jména & nazvy
vyuZivat k doporugovanl kvality, u&innosti a/nebo
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submitted by or on behalf of ACTELION to bezpegnosti konetného produktu a/nebo Ié¢ivého
any regulatory authority. pfipravku.

9.9. ZDRAVOTNICKE  ZARIZENI  zajistl, 2Ze
v souvislosti se Studil budou pfijata odpovidajlcl
9.8 Without INVESTIGATOR'’s and/or opatfenl , ktera zarudl, Z2e se ustanovenimi tohoto
INSTITUTION's prior written consent, such ¢lanku bude Fidit také vedkery studijnl 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. Préva k pfedmétiim dudevniho viastnictv(
INVESTIGATOR's, INSTITUTION's, or use 10.1. Veskera data a vedkeré vysledky vzeslé ztéto

the same as recommenders of the quality, Studie budou ve vylu&ném vlastnictvl spole&nosti
efficacy, and/or safety of the finished ACTELION.
product and/or drug.

10.2. Pokud by viéto Studii mély plvod jakékoli
vynalezy/zlep&enl, bude spole&nost ACTELION

9.9 INSTITUTION will ensure that adequate opravnéna, aniZ by tim ZKOUSEJICIMU a/nebo
provisions are in place with the Study Staff ZDRAVOTNICKEMU ZARIZENI vzniki narok na
provided by the INSTITUTION for the Study dal$l platbu, podat patentové pfihlasky viastnim
in order to guarantee compliance with this jménem, plfitemz se uvedené vynalezy a zlepseni
Clause. stanou a zlstanou vyluénym viastnictvim spole¢-

nosti ACTELION. ZDRAVOTNICKE ZARIZENI(
souhlasi s tim, 2e spoleinosti ACTELION na jeji

10 |ntellectual Property Rights uctet poskytne veskerou vyZadanou podporu,
10.1 Any data and results arising from ktera bude nezbytna k ziskanl jakychkoli patent,
this Study shall be the exclusive property of viaind vyhotoven! pravnich listin. Pfitom se ma za
ACTELION. to, 2e jakékoli zvefejnénl bude pozdrZeno, dokud
nebude podana pHisiusna patentova piihlaska.
102 Should any
inventions/improvements result from this 10.3. Tylo povinnost zlstavajl v platnosti | po ukon&enl
Study ACTELION shall be entitled, without této smiouvy, plitemZ budou zdvazné i pro
further payment to INVESTIGATOR and/or nabyvatele prav, préavni nastupce, spravce a dals(
INSTITUTION, to file in its own name patent zdkonné zdstupce 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 untli a patent

application is filed.

These obligations shall continue
beyond the termination of this Agreement
and shall be binding upon the
INSTITUTION's successors,
administrators

assigns,

and other legal

representatives.

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 govemmental
authorities and to the public by any medium
irespective of the territory, provided that
such disclosure shall be required by
applicable laws, governmental regulations
and/or orders and EFPIA guidelines in the
respective territory.

12.2,

12.3.

12 Tem and Temination

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 svlj souhlas stim, 28 ACTELION mizZe
zpHistupnit jakékoli podminky této smiouvy a
zejména identitu ZDRAVOTNICKEHO ZARIZENI
(idaji jako je jméno, adresa, odpovédna osoba)
statnim organim a zvefejnit je jakymkoli zplso-
bem bez ohledu na (zemi za pledpokladu, Ze
takové zvefejnéni je poZadovano pifslusnymi
pravnimi pledpisy, viadnimi nafizenimi a/nebo
pokyny & guideling EFPIA vramci ptisluiného
uzeml.

Trvénl a ukonéen(

Tato smiouva vstupuje vplatnost a nabyva
Géinnosti od data pfipojenl posledniho podpisu
smiuvnich stran a zbstane v platnosti po dobu
trvanl Studie (. do pfijetl zavéredné zpravy
spolenosti ACTELION).

Tato smlouva miZe byt kteroukoli ze smluvnich
stran kdykoli ze zavaZného divodu (napf.
zdlivodu bezpeénosti pacientl)
poddnim plsemné vypovédi s jednomeasiénl
vypovédnl dobou druhé strang.

ukondena

ZDRAVOTNICKE ZARIZENI souhlasi stim, Ze
b&hem trvani této smiouvy bude spole&nost
ACTELION plsemné informovat o jakychkoli
kolidujlcich mandatech od tfetich stran a spoled-
nost ACTELION se mi2e rozhodnout, zda
takovou situaci bude akceptovat &i nikoli. Rozhod-
ne-li se spolegnost ACTELION, Ze je pro ni takova
situace nepfijateind, ma& pravo ukondit tuto
smlouvu vypovédl ve Ih(t& urtené spolenost!
ACTELION ve vypovédi.

V pfipad8, 2e ZKOUSEJIC! v prib&hu provadéni
Studie z jakéhokoli diivodu pfestane zastavat svoji
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INSTITUTION agrees that during
the term of this Agreement he/she 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 sef out
in ACTELION's notice on termination.

In the event that INVESTIGATOR
leaves his/her 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 andfor persistent non-
compliance with the obligations as outlined
in this Agreement on the part of the
INVESTIGATOR and/or INSTITUTION,
ACTELION will have the right to terminate
the INVESTIGATOR's (INSTITUTION's)
participation in the Study with immediate
effect. If this occurs, ACTELION will notify
the regulatory authority(ies).

13 Miscellaneous
13.1

The contact person at ACTELION
wil  be: I
I or any other person
ACTELION may designate.

12.5.

13.
13.1.

13.2.

funkci ve ZDRAVOTNICKEM ZARIZENI, musi to
byt spole&nosti ACTELION neprodlend oznameno
ZKOUSEJICIM nebo ZDRAVOTNICKYM ZARI-
ZENIM a spolenost ACTELION md prévo bud
ukongit tutc smlouvu, nebo jmenovat jiného
zkousejictho zfad zaméstancl ZDRAVOTNIC-
KEHO ZARIZENI.

V piipads, 2e vramei monitoringu a/nebo auditu
bude zjisi&no zavaZné a/nebo pletrvévajlc
nedodrZovan! povinnost! shrnutych v této smlouvé
ze strany ZKOUSEJICIHO a/inebo ZDRAVOT-
NICKEHO ZARIZENI, bude mit spole&nost
ACTELION pravo ukonéit s okamZitou uginnostl
utast ZKOUSEJICIHO (ZDRAVOTNICKEHO
ZARIZENI) ve Studii. Nastane-li takova situace,
spoleénost ACTELION o ni uvédomi spravnl

organ(y).

Rlzneé

Kontakinl osobou spolefnosti ACTELION bude:
|
nebo kierdkoli dalsl osoba, kterou spolelnost
ACTEL!ON pfipadné ustanovl.

ZDRAVOTNICKE ZARIZENI bez pledchoziho
plsemného souhlasu spoletnosti ACTELION
nepostoupl nebo nepfevede Zadné ze svych prav
nebo povinnostl vyplyvajicich ztéto smiouvy.
Jakékoli postoupen! nebo pfeveden! kterychkoli
ztéchto prav nebo povinnostl udingné bez
pfedchoztho plsemného souhlasu spoletnosti
ACTELION bude od pofdtku neplatné a bude
povaZovano za divod kokam3itému ukondenl
smiouvy spolenostl ACTELION, ktera tim bude
zprosténa jakéhokoli zévazku nebo odpovédnosti,
JjeZ by pro ni z takového ukonZenl jinak vyplyvaly._
Spoleénost ACTELION miiZe postoupit nebo jinak
pfevést tuto Smlouvu a/mebo kterdkoli 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 this Agreement
subject to immediate termination by
ACTELION without any obligation or liability
attached to ACTELION as a result of such

vetkerd sva prdva a povinnosti podle nf (i) svym
Spilznénym spolednostern nebo (i) svému
nastupci v souvislosti s jakoukoli fizl, akvizicl,
konsclidaci, reorganizacl, prodejem nebo jinou
transakel souvisejicl se vdemi nebo s podstatnou
Castl jeho majetku nebo s prodejem obchodniho
utvaru, jehoZ se tyka tatc Smiouva. Spoletnost
ACTELION  poskytne ZDRAVOTNICKEMU
ZARIZENI pisemné ozndmen! o takovém postou-
peni nebo pfevodu.

termination. ACTELION may assign or 13.3. Tato smlouva a knl pfipojené pfilohy A a2 E,
otherwise transfer this Agreement and/or které tvofi jejl nedilnou souéast, tvoif Gpiné a
any or all of its rights and obligations koneéné ujednani mezi smluvnimi stranami o
hereunder (i) to Affillates or (i) to a pfedmétu smlouvy a viech naleZitostech, které
successor in interest in connection with smiuvnl strany mély a cht&ély ve smlouvé
any merger, acquisition, consolidation, re- ujednat, a které povaZuji za dile2ité. Soutasné
organization, sale, or other transaction smiuvni strany prohladujl, 2e se navzédjem
relating to all or substantially all of its sdélily vBechny informace, které povaujl za
assets or sale of the business unit to which dilleZité a podstatné pro uzavieni této smiouvy.
this Agreement relates. ACTELION will
provide INSTITUTION with  written
notification of any such assignment or
transfer.
134. Jakékoli podminky, které jsou svym smyslem
nebo cbsahem definovany iak, Ze by mély platit i
133 This Agreement and its attached po vyprSenl trvanl této smiouvy nebo po jejim
Exhibits A to D, which constitute integral ukondenl, zUstavajl Gdinné i po vyprSeni trvanl
paris hereof, constitute the entire and téte smiouvy nebo po jejim ukon&enl.
complete agreement between the Parties
about the subject matter herecf and all 13.56. Smluvni strany, ka?dd samostatné, zavazné

mafters the Parties had and wished to
agree upon herein and which the Parties
consider important. At the same time the
Parties represent and warrant to have
provided to each other all information they
deem important and substantial for
entering into this Agreement.

prohlasujl, 2e¢ na sebe berou nebezpe&l zmé&ny
okolnostl, a proto vsouladu s § 1765 odst. 2
obZangkého zakoniku Zadné ze stran nevznikne
pravo domahat se obnovenl jedndnl o smlouvd
v pfipadé jakékoli zm&ny ckolnostl. Ustanoven(
0 1765 odst. 1 a § 1766 obdanského zé&koniku
§6 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 fermination, shall
survive the expiry or temination of this
Agreement.

The Parties, each separately,
represent and wamant that they accapt the
risk of change of circumstances and
therefore neither party shall
entitted to claim renegotiation of the

become 13.7
Agreement in case of any change of
circumstances occurs. Sections 1765(2)
and 1766 of the Civil Code shall not apply .

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

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 Agreemenf, (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

Smiuvnl strany si nepfejl, aby nad ramec
této smiouvy byla
jakékoliv prdva a povinnosti stran dovozovany

vyslovnych ustanoven

z dosavadni & budoucl praxe zavedené mezi
stranami & zvyklost! zachovavanych obecné &i
v odvétvl tykajicim se pfedmétu plnénl této
smiouvy, ledaZe je ve smlouv& vyslovné sjedna-
he jinak.

ZDRAVOTNICKE ZARIZENI miZe s pfedchozim
plsemnym souhlasem spole&nosti ACTELION
danym v kazdém takovém pfipadé subdodavatel-
sky zadat provadénl uritych svych &innost! dle
této Smiouvy kvalifikovanym tfetim osobam,
pokud (a) tyto tfetl osoby provadéjl tyto &innosti
zplsobem, ktery je vsouladu s ustanovenimi a
podminkami této Smiouvy, (b) ZDRAVOTNICKE
ZARIZENI ponese nadle pinou odpovidnost za
pindnl t&chto tfetich osob a (¢) ZKOUSEJICI
nemd Zadny piimy ani nepfimy finanénl zajem na
kterychkoli takovych tfetich osobach.

Vztah ZDRAVOTNICKEHO ZARIZENI se
spolednostl ACTELION dle této Smiouvy bude
vztahem nezdvislych zhotovitell a nikoli zdstupct,
spoletného podniku nebo spoleénika spolenosti
ACTELION. Zadné ustanoven! této Smiouvy se
nevyklada tak, 2e naznatuje existenci pracovniho
pomé&ru mezi ZDRAVOTNICKYM ZARIZENIM na
jedné stran& a spolenosti ACTELION na druhé
strand.

Smiuvnl strany se zavazujl jednat v dobré vife,
bude-li k dokonéeni této Studie vyZadovana
jakakoli Uprava, zména nebo dopin&nl této

Smiouvy. Jakoukoli Gpravu, 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 implying the
relationship of employer/employee
between INSTITUTION on the one hand
and ACTELION on the other hand.

139 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

sighad by all Parties.

14 Applicable Law and Venue

141 This Agreement is in accordance
with the laws of the Czech Republic, under
exclusion of its conflicts of laws rules.

142 In case of controversies, which
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 The agreement has been issued in
both languages English and Czech. In case
of discrepancy bstween both languages, the

Czech version shall pravail,

dopIn&nl této Smiouvy musi schvélit spole&nost
ACTELION a musi byt plsemna a podepsana
vEemi Smiluvnimi stranami.

14.
14.1.

PouZitelné zékony a mistni soudnl pfislusnost
Tato smiouva se Fidi pravnimi pledpisy Ceské

Republiky. V pffpad& rozporu ustanoven( této
smiouvy a zakennych norem jsou nadfazena
ustanovenl pfisiusného zakona.

V pfipadé& vzniku sporu, ktery se nepodafi urovnat

smirnym narovnanim, bude zaleZitost predioZena

k projednanl ptislusnym obecnym soudim Ceské

Republiky. Prislunost rozhod&ich soudl je

vylou&ena.

14.3 Tate smiouva byla vyhotovena v anglické a Geské
jazykové verzi. V pfipadé rozporu téchto dvou
jazykovych verz! bude pfevaZovat teska jazykova
verze,

14.2.

Pifllohy této smiouvy:

Pifloha A: Protokol studie &. AC 058B303
Piloha B: Rozpis plateb

Pfiloha C. Formular s tdaji pro bankovn( pfevod
PHloha D: PInd moc

NA DUKAZ TOHO je tato smiouva ve trojim vyhotoveni
podepséna osobami, které k tomu byly smiuvnimi
stranami fadn& zmocnény.

Krajsxd zarsvotnt, 8.1,
Sociini ks nit{m
1 13 Ustf nad LaBem

Za ZDRAVOTNICKE ZARIz

Podpis:

Jménao: Ing- Petr Fiala

Funkce: generéinf feditel
Datum: ZU '03' 1018

Annexes of this agreement;
Exhibit A: Protocol of Study No. AC 058B303

Exhibit B: Schedule of Payments Za ACTELION Pharmaceuticals Ltd:
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Exhibit C: Supplier Master Data Form Podpis: R _
Exhibit D: Power of Attorney Jmeéno: -
Funkce:

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

authorized. Podpis:
Jméno:
zarevotn', a8,
i unkos:
5

For INSTITUTION: Datum:

Signature: i __ _

Name: Ing. Petr Fiala

Title: generdini redltel

Date: 4. 0

F
S

N
Title:
Date:

Signature:
Name:
Title:
Date:
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Exhibit A: Final Protocol Piiloha A: Finalni protokol
AC-058B303 AC-058B303
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Exhibit B: Payment Schedule

Protocol AC-058B303 / Protokol AC-058B303
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Exhibit C: Supplier Master Data

Protocol AC-0568B303 / Protokol AC-068B303
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Exhibit D:

Power of attorney
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