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AGREEMENT ZMLUVA
between medzi
Actelion Pharmaceuticals Ltd Actelion Pharmaceuticals Ltd
Gewerbestrasse 16 Gewerbestrasse 16
CH - 4123 Allschwil CH - 4123 Allschwil
Switzerland Svajciarsko
(herein referred to as “ACTELION") (dalej len ,ACTELION®)
and a
Nemocnica s poliklinikou Povazska ica s poliklinil zska Bystrica
Bystrica Nemocni¢na 986

Nemocniéna 986
017 26 Povazska Bystrica
Slovak Republic
Represented by Ing. Peter Rendek —
director of institution
(herein referred to as “INSTITUTION")

017 26 Povazska Bystrica
Slovenska republika
Zastapena riaditefom Ing. Petrom Rendekom
(dalej len ,ZDRAVOTNICKE ZARIADENIE")

(dalej spolo¢ne nazvané ,Zmluvné strany*)

(jointly referred to as “the Parties”)

1. Ucel tejto zmluvy
1.1, SKUSAJUCI je pripraveny zicastrit sa dole
1 Purpose of this Agreement
1.1 INVESTIGATOR is prepared to participate
in the following ACTELION sponsored
clinical study:

uvedeného  klinického  skusania,  ktorého
zadévatelom je spolocnost ACTELION:

PROTOKOL AC-058A201
Multicentrické, ~ randomizované, ~ dvojito  zaslepené,
A multicenter, randomized, double-blind, placebo- placebom kontrolované Kiinické skusanie, prebiehajice
controlled, parallel-group study to evaluate the vparalelnych  skupinach,  hodnotiace  Géin-
efficacy, safety and tolerability of two doses of ACT- nost, bezpegnost a znasanlivost dvoch roznych davok
128800, an oral S1P1 receptor agonist, administered Produktu  ACT-128800, agonistu receptora  S1P;,

3 - podévaného perordlne vobdobi do 28 tyzdiov
1 oyt ek npatens i moderte 0 0 o veane taskou 8 taou. chromctos

loziskovou psoriazou

PROTOCOL AC-058A201

-
(hereinafter referred to as “Study’). (daief lan; skisanie’)

9!0/.4;: i E(),/w ;0,4/44744, W-LAS
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The Study wil be conducted af
INSTITUTION. INSTITUTION will provide
appropnate facilities and equipment ang 1.2,
Wil support the recruitment activities ang
conduct of the Study at the INSTITUTION,

The study drug will be delivered to the
institutional pharmacy pursuant to Act No
140/1998 Coll. on Drugs and Medical

devices, as amended. The pharmacy 13.
undertakes to observe terms of Goog
Pharmaceutical Practice, relevant

instructions of State Institute of Drug

Control and guarantees that authorized

persons only will handie the drug,

Protocol
The protocol
"Protocol’) will be strictly adhered to and wil
be performed under the supervision and 2.1
responsibility of INVESTIGATOR,

The Protocol (including any amendments
thereof)is an integral part of this Agreement
(Exhibit A). In the event of contradictions 22
between the Protacol and this Agreement,

the provisions of this Agreement shall
Prevail, except in scientific matters, where

the Protocol shall take precedence.

Obligations of INVESTIGATOR

3.
INVESTIGATOR will conduct the Study in 3.
accordance with ICH Good Clinical Practice
(hereinafter  “GCP”),  health authority
requirements as well as any and al
applicable laws and regulations, Moreover, if
"equested by ACTELION, INVESTIGATOR
andfor INSTITUTION wil assist ACTELION
in obtaining all documentation required for
compliance with FDA-specific requirements,
whereby
documentation to be in accordance with

of the Study (hereinafter

N

such assistance and

Skasanie bude vykonavane
VZDRAVOTNICKOM  ZARIADEN,
Poskytne vhodné priestory a vybavenie a buge

ktore.

podporovat' naborové aktivity a vykonavanie
tohto skusania v ZDRAVOTNICKOM
ZARIADENI.

Skisany produkt sa bude v silade so zakonom
& 1401998 72
poméckach,

oliekoch a zdravotnickych
vzneni  neskorsich  predpisov,
dodavat do nemocnicnej
dodrziavat
lekérenskej praxe, suvisiace] s pokynmi SUKL

lekérne, ktora sa

zavazuje podmienky  spravnej
@ zaruéuje manipulaciu so skasanym produktom

vyhradne opravnenymi osobarmi

Protokol
Protokol tohto skugania (dalej len Jprotokol’) sa
bude prisne  dodrziavat & vykonavat pod
dohfadom & g
SKUSAJUCEHO.

Protokol (vratane vsetkych jeho dodatkov) je
sieastou tefto zmiuvy (pritoha A). V' pripade
nezrovnalosti medzi protokolom a touto zmiuvou,

zodpovednostou

musia byt uprednostnené ustanovenia v tejto

2mluve, okrem vedeckych zalezitost, kedy musi

byt uprednostneny protokol

Povinnosti Sk EHO

SKUSAJUCI bude Vykonavat' toto skusanie v

stlade so Smemicou spravnej Klinickej praxe
ind K

) oh:
technickjch poziadaviek na registraciu liecivjch
pripravkov na humanne pouzitie - ICH Gop (dalej
en ,.GCP*), s poziadavkami $tétneho dstavu pre
kontrolu liegiv, ako aj v sulade so Vsetkymi
Plainjmi z&konmi a nariadeniami. Okrem toho, ak
o' bude  spolognost ACTELION  pozadovat.
SKUSAJUCI ZDRAVOTNICKE
ZARIADENIE ACTELION

alalebo
bude  spolocnosti

AC-058A201_institution Contract_site 2707_Nemocnica s poliklinikou Povazska Bystrica
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applicable local laws and reguiations at ai
times

In " hisiher function as INVESTIGATOR, 32

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

INVESTIGATOR will ensure to be in
Possession of the written approval for the
Protocol as well as any amendments
thereto, the conduct of the Study, the
content of the patient information sheet (as
well as any amendment  thereto), ang
informed. consent forms (as well as any
amendment thereto) from a properly
constituted Institutional Review
B Ethics  Committ
(hereinafter  “IRBIEC") prior to fhe
commencement of the Study as well as
fhroughout the duration thereof. Such
approval must indicate the date it was
given, the name and signature of the
Chairman or Secretary of the IRB/IEC as
well as  the  names  ang
professions/positions of the members of
the IRB/IEC.

INVESTIGATOR  will  obtain  written
informed - consent from  each  patient

enroling in the Study prior to the
commencement of any Study procedure,
The method of explanation to the patient
and the obtaining of their consent has to
comply with the ICH Guidelines, with local
law andfor the ethical principles in the

asistoval’ pri- ziskavani  celej dokumentacie
$pecifickjch
potiadaviek Uradu Spojenych statov na kontroly
polravin a lietiv (FDA), pricom tato asistencia a
dokumentacia musi byt po cely ¢as v sulade
S platngmi miestnymi zakonmi a nariadeniami
SKUSAJUCI sa bude vramei vykonu svojej
funkcie maximaine snazit pomanat spolocnosti
ACTELION, so zretefom na dosiahnutie ciefov
teflo. zmiuvy, ale nie je to fimitovane fen na
Vykonavanie tohto skisania v skisanom obdobi,
ako to je popisané v protokole.

Pred zacatim skusania ako aj pocas jeno
Priebehu sa musi SKUSAJUCI ubezpecit, ze bol
Ziskany
avsetkymi jeho  dodatkami, so  sposobom

pozadovanej na  dodrzanie

pisomny  suhlas s protokolom
vykonavania skusania, s obsahom formularoy
informécil pre pacienta a informovaného suhiasy
(@ vSelymi ich  dodatkami) od  riadne
ustanovenej - etickej ~komisie  zdravotnickeho
zariadenia. Takéto schvalenie musi obsahovat
datum vydania, meno a podpis predsedu alebo
tajomnika etickej komisie, ako aj mena a nizov
profesie/funicie ¢lenov tejto etickej komisie

Pred  zagatim akéhokolvek vykonu v ramei
skisania SKUSAJUCI ziska informovany suhias
v pisomnej forme od kazdého pacienta
zaradeného do sksania. Sposob vysvetienia
pacientovi a ziskanie jeho sihiasu musi byt v
stlade 0 smernicami ICH-GCP, s miestnymi
2akonmi alalebo s etickymi principmi Helsinskej
deklaracie (sucasnej verzie), poda toho, Ktory z
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Deciaration o Helsinki (then
#=rsion), whichever represents the greater
protection  for  the
NVESTIGATOR will only use patient
monmation sheets and informed consent
fomms approved by ACTELION and by the
IRBAEC. The Parties will adhere to any
2pphcable Patient Privacy legislation and/or
3pplicable data protection laws. 35
INVESTIGATOR  will  forward any
mformation, which is foreseen to advertise
e Study or encourage recruitment for the
Stwudy to ACTELION prior to its use.
INVESTIGATOR  agrees to use the
mformation only with the prior written
3pproval of ACTELION and after IRB/IEC
approval has been obtained. 36.
All material provided to INVESTIGATOR for
the purpose of carrying out the Study
(including, but not limited to, Study drug,
Study material and equipment) are supplied
only for the purpose of the Study and must
not be used for any other purpose
INVESTIGATOR, or hisier delegate, is
fesponsible  for  the  security and
accountability of all material. At the
completion or early termination of the Study,
INVESTIGATOR  will arrange to have an
accounting of all material provided by
ACTELION. Unless the material has to be
retained by INVESTIGATOR for Study
documentation, such material shall be
retumed to ACTELION. However, the
Parties may agree to have such material
disposed of (including destruction of Study
drug) i accordance with ACTELION's
SOPs or in accordance with Study specific

current

individual.

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

dokumentov  poskytuje
ochranu.  SKUSAJUCI
informacie pre pacienta a

pacientovi  vacsiu
pouzile len formulare
informovaného
sthlasu schvalené spolocnostou ACTELION a
etickou

dodrziavat' vsetky platné zakony o ochrane

komisiou.  Zmluvne strany  budu
sukromia pacienta afalebo platne zakony o
ochrane osobnych udajov.

SKUSAJUCI poskytne spolognosti  ACTELION
akukolvek informaciu, kiors ma za dlohy
Propagovat toto skusanie alebo podporovat nabor
do skusania sker, nez ju pouzije. SKUSAJUCI
sthlasi  pouzit

predchadzajticim

tieto informacie len
pisomnym  suhlasom
spolocnosti ACTELION a po ziskani pisomngho
stihlasu etickej komisie

Vsetok Koy je  poskytnuty
SKUSAJUCEMU na cely vykonania skisania,
(vrtane,

material,

ale bez obmedzenia na skusany
produkt, Studijny materidl a vybavenie) sa dodava
en na uel tohto skusania a nesmie sa pouzit na
Ziaden iny Gtel. SKUSAJUCI a nim poverené
0soby sl zodpovedné za zabezpecenie a
Inventarizaciu vsetkého materidlu. Po skonceni
alebo po  predeasnom
SKUSAJUCI
vsetkého materialu poskytnutého spolognostou
ACTELION. Okrem toho materialu, ktory mus byt
SKUSAJUCIM  pre
dokumentcie skisania, vetok ostatny material
musi byt vrateny spolocnosti ACTELION. Avsak
2mluvng strany sa mozu dohodnit na znicen

ukongeni  skusania,

zariadi,  vykonanie  evidencie

uchovavany ucely

tohto materialu (vratane znicenia  skasansho
produktu) v stilade so standardnymi pracovnymi
postupmi (SOP) ACTELIONU alebo v silade so
Specifickjmi poziadavkami v ramci skigania

SKUSAJUCI
vhodne archivovat kopie vsetkych Zaznamov o

bude udrziavat, uchovavat a

AC-058A201_institution Contract_site 2707_Nemocnica s poliinikou Povazska Bystrica
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Report Forms (‘CRFs’) as well as any
other Essential Documents (as defined by
e GCP) in accordance with any
applicable rules and regulations, the GCP
2s well as the Sponsor's i

subjektoch skusania (,formularov CRFs"), ako aj
vsetky dalsie nutné dokumenty (ako to je
stanovené vGCP) v sulade so v8etkymi

The INVESTIGATOR and/or INSTITUTION
undertake to notify ACTELION immediately
on knowledge that an audit or inspection is
planned by any health authority or other
authorized body. INVESTIGATOR  and/or
INSTITUTION must make available all
documentation pertaining to the Study for
any such audit or inspection.

Confidentiality 4.
INVESTIGATOR and INSTITUTION will
treat as confidential any information (in
tangible or intangible form) received from
ACTELION and/or on ACTELION's behalf
and will make no use of such information,
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; o

unless such information is or was in the
possession of INVESTIGATOR and/or
INSTITUTION at the time of disclosure
by ACTELION as evidenced by written
records and was not acquired directly
or indirectly from ACTELION or from
third ~ party
confidentiality ~ to

o

any other under an
agreement  of

ACTELION; or

platnymi predpismi a nariadeniami,
GCP, ako a s pokynmi

zadavatela.

SKUSAJUCI alalebo ZDRAVOTNICKE

ZARIADENIE sa zavézuje informovat ACTELION
okamite od ziskania informacie, ze je planovany
audit alebo inspekcia akéhokolvek zdravotného
organu  alebo iného opravneného  organu
SKUSAJUCI  a/alebo  ZDRAVOTNICKE
ZARIADENIE musi spristupnit vsetky dokumenty
prindleziace k tomuto skusaniu pre akykolvek
takyto audit alebo ingpekciu

Ochrana dévernych informacii

SKUSAJUCI a ZDRAVOTNICKE ZARIADENIE
budd pristupovat ako k dévernej ku kazdej
informacii
podobe), ktord  ziskaji od  spolocnosti
ACTELION alalebo v zastupeni ACTELIONU a
nepouZiji #iadnu takuto informaciu,

(vhmotnej alebo v nehmotnej

a) iba ak je takato informacia v case postytnutia
Vo verejnom viastnictve; alebo

b) iba ak sa takato informacia stane sucastou
verejného viastnictva po poskytnuti, okrem
pripadu, Ze by sa tak stalo porusenim tejto
zmiuyy  alebo  porusenim  zmluvnych
povinnosti akejkolvek tretej strany zaviazanej
micanlivostou voci spolognosti ACTELION;
alebo

©) iba ak takato informacia je alebo bola vo
viastnictve SKUSAJUCEHO alalebo
ZDRAVOTNICKEHO ZARIADENIA v case
poskytnutia spolognostou ACTELION, &o by
bolo dokézatelné pisomnymi zaznamami a
nebola ziskana priamo alebo nepriamo od
spolocnosti ACTELION alebo od akejkolvek
tretej strany, zmluvne viazanej micanlivostou
voi spolognosti ACTELION; alebo

AC-058A201_Institution Contract_site 2707_Nemocnica s polikiinikou Povazska Bystrica
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d) unless such information
developed by INVESTIGATOR andor
INSTITUTION independently of receipt
hereunder, as shown by appropriate

is or was

proof; or

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

Subject to the Clause

contained hereinafter, any data and/or

Publication

results arising from the Study shall be
considered confidential information.

INVESTIGATOR and INSTITUTION will
ensure that the Study staff (ie. sub-
investigators, study coordinators, - study
nurses, etc.) (hereinafter “Study Staff) is
bound by same obligations of confidentiality
The provisions of this Clause shall survive

termination of this Agreement.

Financial Terms

ACTELION will pay INSTITUTION the
amounts as set forth in the payment
schedule (Exhibit B), such Exhibit B to be an
The
amounts set forth in Exhibit B cover all
Study-related
institutional overhead costs, pharmacy fee,
IT costs, etc), unless explicitly stated
otherwise in Exhibit B. IRB/IEC costs are not
included

integral part of this Agreement

fees and costs (e,

44,

d) iba ak takato informacia je alebo bola
vyvinuta SKUSAJUCIM alalebo
ZDRAVOTNICKYM ZARIADENIM nezavisle
od jej ziskania podfa tejto zmluvy, ¢o by bolo
dolozené primeranym dokazom; alebo

€) iba ak by takito informaciu bolo potrebné
poskytnit na zaklade zakona, viadneho
nariadenia alebo nariadenia sidu; avsak za
predpokladu, ze SKUSAJUCH
ZDRAVOTNICKE ZARIADENIE vynalozia
maximéine  Usilie, aby o tejto

ACTELION

upovedomili, aby mohla proti poskytnutiu

situacii

spolognost okamzite
informacii podat odpor alebo obmedzit jeho
rozsah.

S vyhradou dolozky o zverejiiovani obsiahnutej

dalej vtejto zmluve, akékolvek Gdaje alalebo

vysledky vyplvajuce z tohto skusania musia byt

povazované za doverné informacie.

SKUSAJUCI a ZDRAVOTNICKE ZARIADENIE

zabezpeti,

skusgani

e personal zucastiujici
(napr.
sestry skusania, atd) (dalej len
,sksajuci personal") bude viazany rovnakjm

sa na
spoluskusajuci, koordinator

skusania,

zavazkom micanlivosti
Ustanovenia tohto odseku zostavaju platné aj po
ukongeni tejto zmiuvy.

Finan¢né podmienky

ACTELION  zaplati ~ ZDRAVOTNICKEMU
ZARIADENIU finanéné Ciastky ~stanovené v
harmonograme platieb (priloha B), tato priloha B
je sucastou tejto zmiuvy. Ciastky stanovené v
prilohe B zahriuju vietky poplatky a naklady
spojené so skusanim (napr. rezijné naklady
zdravotnickeho zariadenia, odmena pre lekaren,
néklady na informacné technologie, atd.), pokial
to nie je inak pecificky uvedené v prilohe B.
Néklady stvisiace s cinnostou etickej komisie nie
s v tychto Siastkach zahrmuté.

ikou Povazska Bystrica




~ceipt of all completed original CRF pages
Fom the INVESTIGATOR and satisfactory
resolution of any possible queries. In case of
serious non-compliance with the Protocol,
GCP, andlor health authority and other
applicable  requirements by the
INVESTIGATOR, ACTELION has the right
1o withhold part or all payments.

Payments will be made by ACTELION
quarterly based on the number of received
CRFs fulfiling the requirements of Clause
52 to the bank account as specified in
Exhibit C. VAT or similar taxes is not
applicable. Consequently, sending invoices
to ACTELION is not necessary. The last
payment will be done upon satisfactory
resolution of any queries.

Incurred Study-related pass-through costs
(eg. IRBIEC costs) shall be promptly
passed on to ACTELION along with any
specific payment details. Payment wil be
made by ACTELION within thirty (30) days
of receipt of the corresponding invoice.

Monitoring and Audits by ACTELION
The Study will be monitored by ACTELION
of the designated CRO. lts representatives

wil be allowed access to all information
resulting from this Study and ACTELION or
the designated CRO wil
unrestricted right to use Study generated
information e.g. CRFs. ACTELION or the
designated CRO has to have access
according to INSTITUTION's local ethical
quidelines to laboratory test reports, Source
Data (as defined by the GCP) and any other
patient records needed to verify the entries

have an

-Page7of24 -

Pazyment will be made after confirmation of 5.2.

Platba bude prevedena po potvrdeni priatia
Vsetkych vyplnenyeh originalnych stran formularov
CRF od SKUSAJUCEHO a po vyhovujucom
akychkolvek

V pripade  zévazného nedodrzania protokolu,

vyrieseni moznjch  dotazov.
GCP alalebo poziadaviek zdravotného organu a
injch prisiusnych poziadaviek SKUSAJUCIM
ACTELION ma pravo neposkytnit cast alebo
celd odmenu.

Platba bude vyplacana spolognostou ACTELION
sturtrocne podla podtu priatych CRF, ktoré budl
splfiovat poziadavky v odseku 5.2, ato formou
prevodu na bankovy Geet, ktory je Specifikovany v
prilohe C. DPH alebo podobné dane nie s
uplatritelné. Ztohto dovodu  zaslanie  fakiry
ACTELIONU nie je potrebné. Posledna platba
bude  vyplatend
vaetkych dotazov.
Priebezné naklady, ktoré vznikii vsavislosti so

po  uspokojivom  vyrieseni

skiganim (napr. nakiady na ginnost eticke]
budd ACTELION
bezodkladne postipené spolu o vsetkymi

Komisie), spolocnosti

specifickymi tdajmi na vykonanie platby. Platba

bude uskutotnena spolognostou ACTELION do
tidsiatich (30) dni od prijatia prisiusnej faktury

a audity vykonane

ACTELION

Skiganie bude monitorované  spolocnostou
ACTELION  alebo  poverenou  zmiuvnou
\yskumnou  organizaciou  (.CRO"). e

sastupcovia budu mat  povoleny pristup ku
Vsetkym informéciam, kioré su visiedkom fofto
ckugania a ACTELION alebo poverena CRO
budi mat neobmedzené pravo na pouziie
informécil, Kioré vzisli ztohto skusania, napr
CRF. ACTELION alebo poverena CRO musia
mat v slade s miestnymi etickymi pravidiami
ZDRAVOTNICKEHO ZARIADENIA pristup K

AC-058A201_Insttution Contract_site 2707_Nemocnica s polikiikou Povazska Bystrica
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on the CRF.

ACTELION may appoint individuals who are 6.2.
independent of the Study to conduct audits.
INVESTIGATOR and/or INSTITUTION must
make available all documentation pertaining

to the Study for any such audit

Liability and Indemnification 7
ACTELION assumes liability for and will 7.
indemnify  and  hold  harmless
INVESTIGATOR,  INSTITUTION, ~ Study
Staff and affiiated, participating hospitals
from and against any and all injuries that

oceur to Study patients whenever a causal

relationship can be established between the

event and the Study procedure or the Study
drug if the following can be demonstrated:

a) The event resulted from the Study drug,
provided that the Study drug was
administered according to the Protocol

b) The event arose in association with the
use of comparative substances used

vysledkom  laboratomych  vySetreni, zdrojovej
GCP) a k

akymkolvek inym zaznamom pacienta, ktoré su

dokumentacii (definovanej v
potrebné na overenie zaznamov zaznamenanych
do formulérov CRF.

ACTELION méze wybrat osoby, nezavisle od
skusania, na vykonavanie auditov. SKUSAJUCI
alalebo ZDRAVOTNICKE ZARIADENIE musia
takychto
dokumentaciu stvisiacu s tymto skuganim.

spristupnit  pri auditoch ~ celd

Zodpovednost a nahrada $kody

ACTELION prevezme zodpovednost, odskodni a
zodpovednosti  SKUSAJUCEHO,
ZDRAVOTNICKE ~ ZARIADENIE,
personal a pridruzené zucastnené zdravotnicke

zbavi

skigajici

zariadenia za akékolvek a vietky poskodenia na

zdravi, ktoré vzniknd  subjektom  skusania
v dosledku Ggasti na skugani, kedykolvek bude
mozné zistit pricinny vztah medzi poskodenim
a postupom pouzitym pri Kiinickom skugani alebo
skuganym  produktom, pokial bude mozné
preukazat nasledujiice skutocnosti

a) Poskodenie bolo sposobené skusanym
produktom, pricom  skugsany produkt bol

podavany podra protokolu

legitimately as part of the Protocol b) Poskodenie vzniklo v stvislosti s pouzitim

©) The event occurred as a produktov,  ktoré  boli
of diagnostic procedures performed opravnene pouZité tak ako to je uvedené v
according to the Protocol protokole.

d) The event resulted from therapeutic or ) Poskodenie  vznklo  ako  nasledok
diagnostic  measures postupov podia
required as a consequence of protokolu
unexpected events caused by the d) Poskodenie je vysledkom liegebnych alebo
Study  drug, by  comparative diagnostickych ~ opatreni,  opravnene
substances, or by diagnostic v dosledku neot

procedures called for by the Protocol.

udalosti sposobenej skiiganym  produktom,

porovnavacimi produkimi alebo

diagnostickymi postupmi vyzadovanymi podia
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ACTELION is ot liable for events that occur 7.2.
solely as a consequence of the underlying
illness of the Study patient.

Moreover, ACTELION shall not be liable for 7.3.

events resulting from diagnostic or

therapeutic measures not  specifically
required by the Protocol, or for events
resulting from negligence (including failure
to act according to accepted medical
practice, or to comply strictly with the
Protocol or the terms of this Agreement), or
misconduct of ~INVESTIGATOR,
INSTITUTION, Study Staff or any other
involved andlor related clinical staff and
faciliies. In such event, INSTITUTION and
INVESTIGATOR shall assume liabilty and
indemnify and hold harmless ACTELION
and/or ts affiliates.

‘wilful

This Indemnity provided by ACTELION shall 7.4,
further apply as follows:
a) ACTELION is to be informed as soon
as possible of any complaint, action or
suit of proceeding giving rise to the right
of indemnification, and INVESTIGATOR
and INSTITUTION agree to co-operate
fully with ACTELION in the defence or
disposition of all such cases.

b) ACTELION wil be permitied, at its costs

and discretion, to handle and control the
defence or disposition of all such cases.

c) No case will be settied without the prior

written consent of ACTELION.

protokolu
ACTELION nie je zodpovedny za udalosti, ktoré
sa wyskytni vlutne vdosiedku zakladného
ochorenia subjektu skugania
ACTELION  nebude
sposobené  diagnostickymi
lietebnymi opatreniami, ktoré nie su Specificky

Dalej, zodpovedny  za

udalosti, alebo
vyzadované protokolom alebo  za
sposobené
nedodrziavania uznavanych lekarskych postupov

udalosti,
nedbanlivostou (vratane
alebo nepresného dodrziavania protokolu alebo
poziadaviek tejto zmiuvy) alebo  Gmyselnym
nespravnym  potinanim  SKUSAJUCEHO,
ZDRAVOTNICKEHO ZARIADENIA, skisajiceho
personalu alebo akéhokolvek iného povereného
alalebo pridruzeného Kiinického personalu alebo
zdravotnickeho zariadenia. V' takomto pripade
preberajil  zodpovednost ~ ZDRAVOTNICKE
ZARIADENIE a SKUSAJUCI, Ktori
skodu azbavia zodpovednosti  spolocnost
ACTELION afalebo jej pridruzené spolognosti

& ; -

nahradia

ACTELION bude navy$e mozné uplatnit, pokial
budu spinené nasledujice podmienky:
a) ACTELION musi byt neodkladne
informovany o akejkolvek staznosti, zalobe
alebo
vzniku  prava
SKUSAJUCI
ZARIADENIE suhlasia plne spolupracovat so
spolognostou ACTELION pri obhajobe alebo
odovzdavani vetkych takychto pripadov.
Spolo¢nost ACTELION bude mat povolene,
aby na viastné naklady a podla viastného

sudnom  spore, ktoré su  pricinou
na odskodnenie, ~pricom
2 ZDRAVOTNICKE

uazenia, viedla a riadia obhajobu alebo
odovzdavanie pri vsetkych takjchto pripadov.
Ziaden  pripad
predchadzajiceho
spolognosti ACTELION.

nebude

urovnany  bez

pisomného suhlasu
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Insurance 8.
ACTELION shall have insurance coverage 8.1.
for the Study in accordance with applicable

law. 8.2
INSTITUTION and INVESTIGATOR shall
procure  and  maintain  adequate
commercial general liability insurance as
well as professional liability insurance at

their sole cost and expense.

Publication .
In accordance with standard editorial and 9.1
ACTELION  supports
publication (including, but not limited to,

ethical  practice,
manuscripts, abstracts, posters etc) of
Study results in reputable scientific and
medical journals and at scientific
conferences.

ACTELION  shall

presentation and publication of the Study

co-ordinate  the 9.2

results, in collaboration with the Steering or

Publication Committee of the Study, if any.

Any and all publications (including, but not 9.3.

limited to, manuscripts, abstracts, posters

etc.) must fulfi the following prerequisites:

a) the
compliance with the Protocol; and

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

Study was conducted in

techniques and interpretations; and

acknowledgements
follow the criteria established by the
International Committee of Medical
Journal Editors (ICMJE). According to
these guidelines, authorship credit is

)

authorship  and

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

or revising the manuscript for

Paistenie
ACTELION ma uzavreté poistenie pokrjvajiice
Klinické skusanie, v sulade s platnymi zakonmi

ZDRAVOTNICKE ZARIADENIE a SKUSAJUCI
si na svoje viastné naklady uzavr a budi
udrziavat v platnosti primerané  komercné
poistenie vseobecnej zodpovednosti za Skodu
ako aj poistenie

zodpovednosti  z vykonu

povolania.

Publikovanie

V stlade so standardnou vydavatelskou a
etickou praxou, ACTELION poskytne podporu
pri publikovani (vratane, ale bez obmedzenia len
na rukopisy, abstrakty, postery atd.) vysledkov
skiSania v renomovanych vedeckjch a

a na
konferenciach

ACTELION bude koordinovat prezentacie a
publikacie vysledkov skusania v spolupraci s
riadiacou alebo vydavatelskou komisiou tohto
skusania, ak je zriadena.

Vaetky mozné publikicie (vratane, ale bez
obmedzenia na rukopisy, abstrakty, postery atd.)

musia  nevyhnutne  spliiovat  nasledujice
predpoklady:
a) skisanie bolo vykonané v silade s

protokolom; a

b) planovana publikacia uvadza vetky zavery,
ktoré vyplyvaji z platnych Statistickjch
technik a interpretacii; a

&

autorstvo a posudky sa riadia podfa kritérii

stanovenych  Medzinarodnym  vyborom
Vydavatelov lekarskych &asopisov (ICMJE)
Poda tychto pokynov, priznanie autorstva je
zalozené len na (i) podstatnom prinose ku
konceptu a dizajnu alebo zhromazdovaniu
Gdajov alebo analyze a interpretcii Gdajov; a
(ii) vypracovani alebo recenzovani rukopisov
s podstatnym myslienkovym obsahom: a (i)
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essential intellectual content, and (i)
approval of the final version to be
published. All three aforementioned
criteria must be fulfilled. Consistent
with these and major journal guidelines,
those individuals who meet all
authorship criteria should be named
as authors and those who do not
should be acknowledged elsewhere, if
appropriate. It is understood that
enrolment of patients into the Study
andfor data collection, alone, is not
adequate to qualify for authorship.
Multicenter studies may only be published
in their entirety and not as individual center
data. Notwithstanding the foregoing, in the
event that () 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
twelve  (12)
signature of the final Study report by

made  within months  of

ACTELION and no proposed publication is

under discussion by the Steering or
Publication ~ Committee,  INSTITUTION
andlor INVESTIGATOR may  publish

his/herfits own study results and/or data on

sub-studies  defined i

provided that:

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

the  Protocol,

multi-center publication, if any; and

b) INSTITUTION and/or INVESTIGATOR
clearly states that the data presented
in the publication represents a subset
of the total data collected in the mulfi-

state the

center study, and shall

percentage of the total data and the

schvéleni finalnej verzie uréenej na

publikovanie. Vsetky ti vyssie uvedené
kritéria musia byt spinené. V sulade s tymito
a sdaldimi hlavnymi pokynmi casopisu, ti
Ktori
autorstva, by mali byt uvedeni ako autori a ti,

jednotiivei, splnia  vietky  kritéria
Ktori ich nespinia, by mali byt uvedeni inde,
ak je to vhodné. Rozumie sa, Ze nabor
pacientov  do  skisania  alalebo
zhromazdovanie Gdajov samo o sebe, nie su
dostatogne

autorskych prav.

predpoklady pre  priznanie

Multicentrické skisania mozu byt publikované
len v celom rozsahu a nie ako daje z jedného

centra. Napriek tomu, €0 je tu uvedene,
ZDRAVOTNICKE ~ ZARIADENIE  afalebo
SKUSAJUCI mozu publikovat svoje viastné
vysledky skugania afalebo udaje ziskane
v ych Studiach y

v pripade, Ze (i) multicentrické skusanie bolo
pred¢asne
publikcia nebude urobena alebo (ii) Ziadna

ukontené a Zziadna spolocna

publikécia vysledkov skusania nebola urobena v

priebehu dvanastich (12) mesiacov od podpisu

zaveretnej spravy skisania ACTELIONOM a

Ziadna planovana publikécia nie je posudzovana

riadiacou alebo  publikagnou  komisiou, za

podmienok, ze:

a) ZDRAVOTNICKE ZARIADENIE alalebo
SKUSAJUCI jasne uvedie, ze skusanie
vykonané v ZDRAVOTNICKOM
ZARIADEN bolo sticastou multicentrického

skusania a malo by odkazoval na

multicentricku  publikaciu, ak  nejaka
existuje; a
b) ZDRAVOTNICKE ZARIADENIE alalebo

SKUSAJUCI jasne uvedie, ze prezentované
Gdaje v publikacii predstavuju podskupinu z
celkovo  zozbieranych Gdajov v ramci

multicentrického ~ skusania a  uvedie
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percentualny podiel z celkovych udajov a
stvisiace znizenie siy Statistickej analyzy; a
ZDRAVOTNICKE ~ ZARIADENIE
SKUSAJUCI jasne uvedie, ze interpretacia

c)

alalebo

Gdajov v publikicii reprezentuje pohlad
SKUSAJUCEHO a  ziadneho  iného

in the multi-center study; an
d) INSTITUTION and/or INVESTIGATOR
data
and conclusions of

clearly states that the
interpretation
INVESTIGATOR in the publication
from the  INSTITUTION
INVESTIGATOR applies only to the
data collected at the INSTITUTION;
and

and/or

€) the prerequisites of Sub-Clause 9.3 are
given

The Steering or Publication Committee, if

any, as well as INVESTIGATOR and/or

INSTITUTION

intended publication (including, but not

agree to submit any
limited to, manuscripts, abstracts, posters
etc.), whether individual or multi-center, to
ACTELION at least sixty (60) days prior to
submission to a publisher or disclosure to
any third party. Within this sixty (60) day
period, ACTELION may request in writing

Committ

na
multicentrickom skisan; a

d) ZDRAVOTNICKE ~ZARIADENIE
SKUSAJUCI jasne uvedie, Ze interpretacia
Gdajov a zavery SKUSAJUCEHO uvedené
v publikacii  vydanej ZDRAVOTNICKYM
ZARIADENIM a/alebo SKUSAJUCIM sa
vztahuie fen na

alalebo

Gdaje  zozbierane
v ZDRAVOTNICKOM ZARIADEN(; a
€) st spinené podmienky v podélanku 9.3

Riadiaca alebo publikatna komisia, ak je
zriadena, ako & SKUSAJUCI
ZDRAVOTNICKE ~ ZARIADENIE
prediozit kazdii planovand publikaciu (vratane,

alalebo
suhlasia

ale nie je to obmedzené len na rukopisy.
abstrakty, postery, atd.), & uz individudinu alebo
ACTELION
miniméine Sestdesiat (60) dni pred odovzdanim

multicentricku,  spolognosti

alebo

tretej
strane. V priebehu tychto sestdesiatich (60) dni,

that the Steering or
if any, or INSTITUTION andior
INVESTIGATOR delay such publication in
order to protect the potential patentability of
any invention/improvements  described
therein. Moreover, ACTELION shall notify
the Steering or Publication Committee, if
any, or  INSTITUTION
INVESTIGATOR of any comments to the
proposed publication as well as comments

and/for

on data interpretation and/or conclusions
and the Steering or Publication Committee,

ACTELION moze pozadovat v
pisomnej forme, aby riadiaca alebo publikagna
komisia, ak je zriadena, alebo ZDRAVOTNICKE
ZARIADENIE a/alebo  SKUSAJUCI
takito publikaciu, kvoli zaisteniu potenciainej

pozdrzali

patentovej ochrany akeéhokolvek
vynalezu/zlepsenia, tu
ACTELION
publikagni komisiu, ak je zriadena, alebo
ZDRAVOTNICKE ~ ZARIADENIE
SKUSAJUCEHO o akychkolvek pripomienkach

k planovane] publikacii, ako aj o pripomienkach

popisaného. Navyse

musi  informovat riadiacu a

alalebo
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if  any,  INSTITUTION
INVESTIGATOR shall consider in good
faith any changes reasonably requested by
ACTELION, It
confidential information  other than data
and results, which may be published as set

and/or

is understood that no

forth in this Clause - and/or information on
ACTELION's proprietary rights shall be
published without ACTELION's prior written
consent,

such consent not to be

unreasonably withheld or delayed.

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

INVESTIGATOR and INSTITUTION grant 9.7.
to ACTELION, and ACTELION retains, the
exclusive right of reference to and use of
any publications in support of new drug
applications submitted by or on behalf of
ACTELION to any regulatory authority.

Without  INVESTIGATOR's  andlor 9.8
INSTITUTION's prior written consent, such
consent not to be unreasonably withheld,
ACTELION may not make reference, either
directly or indirectly, in any commercial
activities (e.g. advertisements etc), to
INVESTIGATOR's, INSTITUTION's, or any
of the Study Staffs names or use the same
as recommenders of the quality, efficacy,
andfor safety of the finished product and/or
drug

INSTITUTION and  INVESTIGATOR will 9.9

k interpretaciam vysledkov alalebo zaverom a
riadiaca alebo publikacna komisia, ak je
ZDRAVOTNICKE ~ ZARIADENIE
alalebo SKUSAJUCI by mali prehodnoit s
dobrym Gmysiom vsetky odovodnené zmeny

zriadena,

pozadovane spolonostou ACTELION. Rozumie
sa, Ze ziadne z dévernych informacii — okrem
tdajov & vysledkov, ktoré mézu byt publikovans
tohto  elanky —
informécie vo vylugnom viastnictve spoloénosti
ACTELION, nebudu publikované bez predosiého
pisomného suhlasu ACTELIONU, pricom takjto
sthlas nesmie byt bezdovodne odopreny alebo

podfa  ustanoveni alalebo

pozdrzany.
Napriek vyssie uvedenému, ACTELION moze
slobodne citovat z ¢lankov, za predpokladu, ze
vedecke
konferencie alebo vedecké ¢asopisy) budi

zdroje  Udajov  (napr.  vedecké
uvedené

SKUSAJUCI a ZDRAVOTNICKE ZARIADENIE
udelujd spolocnosti ACTELION vjlugné pravo
na uvadzanie odkazov a vyuzivanie akjchkolvek
publikécii, na podporu ziadosti o registraciu
noveho lieku predkladanej  spolognostou
ACTELION alebo v jej mene, ktorémukolvek
regulatnému organu, a spolocnost ACTELION
si toto pravo ponechava,

Bez predchadzajiceho pisomného  sthlasu
SKUSAJUCEHO alalebo ZDRAVOTNICKEHO
ZARIADENIA, pritom takjto sihlas nesmie byt
bezdovodne  odopreny,  sa  spolocnost’
ACTELION nesmie odvolavat, ¢i uz

alebo. nepriamo, pri- akychkolvek komercnych

priamo

aktivitach (napr. v reklame atd) na meno
SKUSAJUCEHO, nazov ZDRAVOTNICKEHO
ZARIADENIA,
personalu alebo tieto mena a nazvy vyuzivat ako

alebo mena  skusajiceho

odporucatelov kvality,  uéinnosti  alalebo

bezpecnosti kone¢ného produktu a/alebo lieku.
ZDRAVOTNICKE ZARIADENIE a SKUSAJUCI
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ensure that adequate provisions are in place
with the Study Staff in order to guarantee
compliance with this Clause.

Intellectual Property Rights 10
Any data and results arising from this Study 10.1
shall be the
ACTELION.

Should any inventions/improvements result
from this Study ACTELION shall be entitled,
without further payment to INVESTIGATOR
andfor INSTITUTION, to file in its own name
patent applications, and the said inventions

exclusive property of

and improvements will become and remain
the exclusive property of ACTELION.
INVESTIGATOR and INSTITUTION agree
to provide ACTELION with all requested
assistance necessary for obtaining any
patents, including  execution  of
documents. It

legal
is understood that any
i withheld
application is filed.

publication until a patent

These obligations shall continue beyond the
termination of this Agreement and shall be
binding upon the INVESTIGATOR's and/or

INSTITUTION's  assigns,  successors,
administrators and other legal
representatives. INSTITUTION and

INVESTIGATOR will ensure that adequate
provisions are in place with the Study Staff
in order to guarantee compliance with this
Clause.

Term and Termination 11
This Agreement shall come into force and 11.1.
effect as of the date of the last signature of
the Parties and shall remain in effect for the
duration of the Study (i.e. until acceptance of

the final Study report by ACTELION).

zabezpecia prijatie zodpovedajucich opatreni,
Ktoré zarugia, Ze sa ustanoveniami tohto &lanku
bude riadit aj vietok skasajtici personal.

Pravo dusevného viastnictva

Akékolvek udaje a vysledky pochadzajuce z tohto
skiisania st vo vylugnom viastnictve spolognosti
ACTELION.

Ak akykolvek vynalez / zlepsovaci navih bude
tohto spolognost
ACTELION bude opravnend, bez dalsich platieb
SKUSAJUCEMU  a/alebo ZDRAVOTNICKEMU
ZARIADENIU,  podat
patentovu prihlasku, pricom spominany vynalez

vysledkom skigania,

pod viastnym menom

alebo zlepSovaci navrh sa stani a zostanu
vyluénym Vviastnictvom ACTELIONU.
SKUSAJUCI a ZDRAVOTNICKE ZARIADENIE
suhlasia poskytnat' spolo¢nosti ACTELION vaetku
pozadovanu
akychkolvek

pomoc potrebni  na  ziskanie

patentov, vratane  vyhotovenia

pravnych dokumentov. Je samozrejme, Ze
akakolvek publikacia bude pozdrzana az do
zaregistrovania patentovej prihlasky.

Tieto zavazky zostavaji v platnosti aj po ukonceni
tejto zmluvy a budi zavazné aj pre nadobidatelov
prav afitulov, pravnych nastupcov,
adalsich zakonnych zastupcov SKUSAJUCEHO
ZDRAVOTNICKEHO ~ ZARIADENIA
ZDRAVOTNICKE ZARIADENIE a SKUSAJUCI

zabezpetia prijatie zodpovedajicich opatreni,

spravcov

alalebo

ktoré zarucia, Ze sa ustanoveniami tohto ¢lanku
bude riadit’ aj vSetok skusajuci personal.

Trvanie a ukoncenie zmluvy

Tato zmiwa vstupuje do platnosti a nadobida
Ginnost  od  datumu  posledného  podpisu
zmiuvnych stran a zostane v platnosti pocas
trvania tohto skusania (tj. do prijatia zaveretnej

spravy skusania spoloénostou ACTELION).
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This Agreement may be terminated by either 11.2.

Party for good reason (e.g. patient safety) at
any time by giving one month prior written
notice to the other Party.

INVESTIGATOR agrees that during the
term of this Agreement he/she will notify
ACTELION of any confiicting 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 the event that INVESTIGATOR leaves
his/her INSTITUTION  for
whatever reason during the course of the
Study, ACTELION has the right to either
terminate this Agreement or to appoint a

position  with

different
INSTITUTION
In case monitoring and/or auditing identifies

investigator  from  within

serious andior persistent non-compliance
with the obligations as outiined in  this
Agreement on the pat of the
INVESTIGATOR  and/or  INSTITUTION,
ACTELION will have the right to terminate
the INVESTIGATOR's (INSTITUTION's)
participation in the Study with immediate
effect. If this occurs, ACTELION will notify
the regulatory authority(ies)

Miscellaneous
The contact person at ACTELION will be:
Rachel Heinis, phone: +41 61 565 66 40 ,
+41 61 565 68 50,
rachelheinis@actelion.com or any other
person ACTELION may designate.

INVESTIGATOR or INSTITUTION will not
assign or transfer any of their rights or

fax: email:

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

of any obligations or rights

1

121,

3,

2

5.

Této zmluva moze byt ktoroukolvek zmluvnou

stranou  kedykolvek ukongena zo zavazného
dovodu (napr. z dovodu bezpecnosti pacientov),
podanim pisomnej vjpovede s jednomesatnou
vypovednou lehotou druhej zmluvne; strane
SKUSAJUCI suhlasi, e pocas trvania tejto
zmluvy bude pisomne kontaktovat ACTELION v
pripade rozporného nariadenia s tretimi stranami
aspolognost ACTELION sa moze rozhodnut
odsuhlasit tito situaciu alebo nie. Pri odmietnuti
ma spolognost ACTELION pravo ukondit tito
2miuv

V pripade, ze SKUSAJUCI v priebehu skisania
odide 2o svojej pozicie zo ZDRAVOTNICKEHO
ZARIADENIA pre akjkolvek dévod, spolocnost
ACTELION mé pravo ukongit tito zmluvu alebo
v t iného skusajiceho zo
ZDRAVOTNICKEHO ZARIADENIA

V pripade, ze monitorovanie a/alebo audit zisti

zavazné alalebo pretrvavajice nedodrziavanie
zavaizkov vymedzenych touto zmluvou zo strany
SKUSAJUCEHO afalebo ZDRAVOTNICKEHO
ZARIADENIA, spolognost ACTELION mé pravo
ukondit Gcast SKUSAJUCEHO
(ZDRAVOTNICKEHO ZARIADENIA) na skisani
s okamzitou platnostou. Ak sa toto stane,
ACTELION  bude
regulaény organ (regulagné organy)

spolognost informovat

Reézne
Kontaktna osoba spolognosti ACTELION: Rachel
Heinis, telefon: +41 61 565 66 40 , fax: +4161
565 68 50, email: rachelheinis@actelion.com
alebo ktorakolvek ina osoba, ktoru spolonost
ACTELION pripadne ustanovi

SKUSAJUCI ani ZDRAVOTNICKE ZARIADENIE
nebudd postupovat ani prevadzat ziadne zo
svojich prav alebo povinnosti vyplyvajticich z tejto
zmluvy  bez  predchadzajiceho
stihlasu ACTELIONU.

pisomngho
Akékolvek postipenie
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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 termination

This Agreement and its attached Exhibits A
to C, which constitute integral parts hereof,
constitute the entre and  complete
understanding between the Parties.

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

the expiry or termination of this Agreement.

13.
134

Applicable Law and Venue

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

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

INVESTIGATOR's STATEMENT:

| MUDr. Tomas Kopal, principal INVESTIGATOR,
herewith confirm, that | have read and understood

slebo  prevedenie  ktorjchkolvek  z tychto
povinnosti alebo prav bez predchadzajiceno
pisomného  suhlasu  spolotnosti  ACTELION,

nebude platné a bude viest kokamzitemu
ukongeniu tejto zmiuvy spolognostou ACTELION,
bez akychkolvek zavizkov alebo zodpovednosti
ACTELION, ktoré by pre fu
2 takéhoto ukongenia inak vypiyvali

spolognosti

Thto zmiuva aknej pripojené prilohy A az D,
Koré tvoria nedelitelng sugast tejto zmluvy.
predstavujis Gpind @ koneend vzajomnu dohodu
medzi zmiuvnymi stranami

Vaetky podmienky, ktoré svojim Gcelom alebo
obsahom by mali platit 3 po vyprsani platnosti
alebo ukongeni tejto zmiuvy, zostavaji uginné 3j
po vyprsani platnosti alebo ukonceni tejto zmiuvy

13,
131

Platné zakony a prislusné sudne organy

Tato zmiuva sa bude interpretovat a vykladat v
silade so zakonom Slovenskej republiy. s
wyligenim jeno koliznych noriem

V pripade sporov, Kioré nebudd urovnané
Zmierenim, budu tieto zalezitosti prediozené
prislugnému  sudnemu organu v Slovenskej
republike.

VYHLASENIE SKUSAJUCEHO

Ja, MUDr. Tomas Kopal, hlavny skuajici v tomto

skigani, tymto potvidzujem, Ze som sa zoznamil

handed
over from ACTELION. | have been informed about
ACTELION

study protocol and all relevant

this  Agreement  between

spi a vgetkymi p

spolocnostou ACTELION na vykonanie skusania. Bol som
Actelion

Zoznameny so zmiuvou uzavretou medzi

P Ltd. and s p
Povazska Bystrica and will adhere to the

obligations of INVESTIGATOR stated in there.

s U a
Povazska Bystricaa budem dodrziavat povinnosti v nej

S P

stanovené hlavnému skusajicemu.
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Signature:

Annexes of this agreement

Annex A: Protocol of Study No. AC-058A201
Annex B: Schedule of Payments

Annex C: Bank Transfer Details

Annex D: Power of attomey

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

For INSTITUTION:

Represented By.

Signature:

Date o/
Name: Ing. Peter Rendek
Title: Director

For ACTEmarmaceuﬁcals Ltd:

Datum.....
Podpis....

Prilohy tejto zmluvy:

Priloha A: Protokol skissania AC-058A201
Priloha B: Harmonogram platieb

Priloha C: Udaje pre bankovy prevod
Priloha D: Pina moc

I

i

NA DOKAZ TOHO zmiuvné strany podpisali toto zmiuvu

0 v troch h riadne spl

osobami.

Za ZDRAVOTNICKE ZARIADENIE:

Spinomocnena osoba:

Podpis
Datum
Meno
Funkcia

L 20f1

Ing. Peter Rendek

riaditel nemocnice

Za ACT,E,kTO‘N'F{\annaceugicals Ltd:

Slgnalu‘< y i
oae st Lol o
Name: Peter M. Schieber i
Totby
Signature: y —
DA 9 806 g Datum:
Name: Sabine Pilot igris
Title: Global Resourcing & Opertions Manager Eurikcias

3 M6 vou

e Lols

wm gl

Sabine Pilot
Global Resourcing & Operations Manager
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Annex A: Final Protocol Priloha A: Finalny protokol

AC-058A201 AC-058A201
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Exhibit B: Payment Schedule Priloha B: Harmonogram platieb
Protocol AC-058A201 / ACT-128800 Protokol AC-058A201 / ACT-128800
Payment to INSTITUTION Platby ZDRAVOTNICKEMU ZARIADENIU
Terms and Conditions: Podmienky:
1. Payment for patient's participation in the Study 1. Platby za_ucast pacienta na skagani_budi
will be calculated as follows: kalkulované nasledovne:
Fees Navsteva Platba v
EURO EURO
Fee for completion of Visit 1 Platba za dokongent navstevu
(Screening) 100 1 (Skrining) 10!

Fee for completion of Visit 2

0
Platba za dokonZend navétevu ‘
(Day 1 Randomization) 140 2 (1. def Randomizacia) 140
Fee for completion of Visit 3 Platba za dokonZend navétevu
(Day 8) 3 (8. def) ) _

Fee for completion of Visit 4 Platba za dokongen navtevu
(Day15) 4 (15. def) 90 W

Fee for completion of Visit 5
(Week 3) 40
Fee for completion of Visit 6

(Week 4)

Fee for completion of Visit 7

(Week 6)

Fee for completion of Visit 8
k

Platba za dokoncent navstevu
7 (6. tyzden 40

(6. tyzdeii)
8 (8. tyzden)
Platba za dokongen navstevu
.
10 (1. tyzder) .

(Week 8)
.

(Week 12)

Fee for completion of Visit 10

2 70
Fee for completion of Visit 11 Platba za dokonent navétevu =
(Week 18) 4 11 (18. tyzden) 40
Fee for completion of Visit 12 Platba za dokoncent navstevu
(Week 20) 4 12 (20. tyzden) 40

Platba za dokoncent navstevu
13 (22. ty2deR)

Platba za dokoncent navstevu
14 (24. tyzder)

Platba za dokongent navstevu
15 (26. tyzder) 40
Platba za dokontent navstevu

16 EOT (28. tyzdef) 70

Fee for completion of Visit 13

0
0
ez

Fee for completion of Visit 14

(Week 24) 40
Fee for completion of Visit 15

(Week 26) 40

70

Fee for completion of Visit 16
EOT (Week 28)

70
Fee for completion of Visit 17 Platba za dokoncent navstevu
EOS (Week 29) and Safety 17 EOS (29. tyzderi) a
Phone call week 32 bezpetnostny telefonat v 32,
tyzdni 60

k Total 1080
Fee for Additional PFT 20
Assessment

Fee per Additional Visit for re-

initiation of study drug at site

Platba za dodatogné vysetrenie
plicnych funkeii PFT

Platba za dodatognu navitevu
pre opéatovné nasadenie
skuganého lieku v centre
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Only performed visits will be paid. In case the
patient_prematurely discontinues the Study,
EOT, EOS and safety phone call should be
performed. If the EOT visit coincides with a
scheduled visit, the EOT assessment should
be performed and only the EOT fee will be
paid. In case of premature discontinuation of
the Study caused by death of the patient, no
EOT/EOS/safety phone call wil be paid.

ACTELION will pay visit 1 for up to two
screening failures for each patient

Zaplatené budu len vykonané navstevy. V
pripade, Ze pacient skisanie predéasne
ukong, je treba vykonat navstevu EOT (pri
ukongent lietby), navstevu EOS (pri ukongeni
skusania) a bezpecnostny telefonat. Ak sa
navsteva EOT (pri ukonceni liecby) prekryva s
planovanou_navstevou, bude vykonané len
vySetrenie EOT a bude vyplatena platba len
za vySetrenie EOT. V pripade predcasného
ukongenia  skusania v dosledku umrtia
pacienta, nebudu preplatené ziadne z navstev
EOT/EOS/bezpecnostny telefonat

ACTELION Zapla!i plalbu za navstevu 1za

by the INSTITUTION in this study which |s to

pacientov ako rzv screemng failure na kazdého

be invoiced to ACTELION as pass-through
costs. Itis understood that no assessment
activity is compensated, which was made
without the existence of a fully signed patient
informed consent form to participate in the
above mentioned study.

Overnight stays will be paid only when
required by the protocol. In this case, 100 €
will be paid to the INSTITUTION per over-
night stay and it is to be invoiced to ACTE-
LION as pass-through costs,

2. Covering patient’s costs

ACTELION offers to patients a compensation
for each visit at the study site. This
compensation should cover costs of travel,
loss of salary and any other costs associated
with the visit of the study site.

Payment for patient’s costs will be calculated
as follows:

VZORRVOTNICKOM ZARIADENI v tomto
skasani, ktora bude vyuctovana ACTELIONU
ako priebezné naklady. Rozumie sa, e nebud(
preplatené ziadne vy3etrenia, ktoré boli
vykonané bez ziskania Gpine podpisaného
formuléra informovaného suhlasu pacienta s
Geastou na uvedenom skusani

Pobyt v nemocnici cez noc bude zaplateny
len ak je vyZadovany protokolom. V takomto
pripade bude ZDRAVOTNICKEMU
ZARIADENIU zaplatenjch 100 € za jednu
noc v nemocnici, ktoré sa budu faktdrovat
ACTELIONU ako priebezné naklady

2. Unhrada nakladov pacientov

Spolognost Actelion pontika pacientom formu
financnej kompenzécie za kazd( navstevu

v skigajucom centre. Tato kompenzacia ma
pokryvat cestovné naklady, usli mzdu
avaetky ostatné naklady, spojené

s navatevou v skusajucom centre.

Uhrada nakladov pacientov bude kalkulovana
nasledovne:

Visit Patient's | Payment Navsteva Rozvih | Vyplacanie |
costs | schedule poknytia | platieb
fees to nakladov | pacientom

inEURO | patients pacienta | v EURO
in EURO v EURO -
Visit 1 (Screening) 60 Navsteva 1 (Skrining) 60
[ Visit2 (Day 1 Randomization) 60 Navsteva 2 (1. Den 60
Visit 3 (Day
v‘s' i(:y 1)5 o Navteva 3 (8. den) 60
ot Dy 29 50 240 Naviteva 4 (15. den) 60 240
Visit 5 (Week 3) 40 _ ——.
Navateva 5 (3. tyzden) 40
] [ 40 Navsteva 6 (4. tyzder)) 40 | -
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Visit 7 (Week 6) 40 Naviteva 7 (6. tyzder) 40 |

Visit 8 (Week 8) 20 Navsteva 8 (8. tyzder) 40

Visit 9 (Week 12) 40 Navsteva 9 (12. tyzden) 40 )

Visit 10 (Week 16) 40 240 Navateva 10 (16. tyzderi) 40 240
Visit 11 (Week 18) 40 Naviteva 11 (18. tyzder) 40

Visit 12 (Week 20) 40 Navsteva 12 (20. tyzder) 40 -
Visit 13 (Week 22) 40 Navsteva 13 (2. tyzder)) 40

Visit 14 (Week 24) 40 Navteva 14 (24. tyzdef) 40

Visit 15 (Week 26) 40 Navéteva 15 (26. tyzden) 40

Visit 16 EOT (Week 28) 20 Navsteva 16 EOT (28. tyzder) 20 -
Visit 17 EOS (Week 29) 20 240 Naviteva 17 EOS (29. tyzden) 20 240
Total 720 720 Spolu 720 720 |

Each patient will receive for a day of
completed visit at the site the amount listed in
collum ,Patient’s costs fees in EURO". Fees
will be paid cummulatively in three payments
as listed in collum ,Payment schedule to
patients in EURO"

In case the patient prematurely discontinues
the study or in case of patient’s screen failure,
a proportional part of the payment will be
made corresponding to the number of
completed visits on the basis of the above
listed ,Patient’s costs fees in EURO".

Overnight stays will be paid only when
required by the protocol. In this case, 100 €
will be paid to the patient per overnight stay
and it is to be invoiced to ACTELION as pass-
through costs,

Patient's compensations wil be paid to the
INSTITUTION, who is responsible for paying
the patient, obtaining signed confirmation of
receipt from patients. Tracking the payments
and filing will be performed by INSTITUTION
cooperating with INVESTIGATOR and
ACTELION and copy of signed confirmations
of receipt from patients will be filed in site file.
For tax liability resulting from obtaining such
payments paid to patients is responsible
patient.

The Parties agree to compensate patient's
costs separately to the INSTITUTION'S
payments listed in section1 of this Exhibit B
INSTITUTION will receive an upfront payment
of 1.200 EUR that will be invoiced as deposit

Kazdy pacient dostane za kazdu dokoncent
névétevu v skusajlicom centre Ciastku
uvedend v stipci ,Rozvrh pokrytia nakladov
pacienta v EURO". Platby budu vyplacané
sumarne v troch platbach, ako je uvedené
vstipci ,Vyplacanie platieb pacientom
vEURO"

V pripade, Ze pacient skusanie ukonéi
predcasne alebo v pripade zlyhania skriningu,
pacientovi bude zaplatena prislusna iastkova
platba zodpovedajiica pottu dokoncenych
navstev podia vyssie uvedeného rozvrhu
pokrytia nakladov pacienta

Pobyt v nemocnici cez noc bude zaplateny len
ak je vyzadovany protokolom. V takomto
pripade bude pacientovi zaplatenych 100 € za
jednu noc v nemocici, ktoré sa budu
fakturovat ACTELIONU ako priebezné
naklady

Uhrada nakladov pre pacientov bude
vyplatena ZDRAVOTNICKEMU ZARIADENIU,
Ktoré je zodpovedné za vyplatenie platby
pacientom a za ziskanie podpisaného
potvrdenia o prijati platby pacientmi
Sledovanie platieb a ich evidenciu bude
ZDRAVOTNICKE ZARIADENIE vykonavat

v spolupréci so SKUSAJUCIM a spoloénostou
ACTELION a képie prislugnych potvrdeni

o prijati platby pacientmi budu zalozené

v dokumentacii skusajiceho v centre. Za
splnenie dafiovych povinnosti vyplyvajcich

2 prijatia takto vyplatenych platieb pacientovi
je zodpovedny pacient.

Zmluvné strany sa dohodli preplacat Ghrady
nakladov pre pacientov oddelene od platieb
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invoice and after payment to patients
advanced amount will be cleared by clearing
invoice. If required, other upfront payments
will be paid and balanced at the end of the
study. It is the INSTITUTION's responsibility
that no patient identity is disclosed vis-a-vis
ACTELION

3. Payment

Payments will be made according to Clause 5
of the Agreement and all mentioned rates in
this agreement are understood inclusive VAT,
if applicable.

Actelion Pharmaceuticals Ltd, with its regis-
tered offices at Gewerbestrasse 16, CH-4123
Alischwil, Switzerland, is an entrepreneur in
the sense of the Value Added Tax law and is
registered for this purpose in its state of
residence under the number 488 660, no VAT
is due on the services performed according to
article 44 of VAT Directive 2006/112/EC.

ZDRAVOTNICKEMU ZARIADENIU uvedene
v bode 1 tejto prilohy B. ZDRAVOTNICKE
ZARIADENIE obdrz{ zalohovi platbu vo viske
1.200 EUR, ktord vyfakturuje zalohovou
faktiirou a po vyplateni giastok pacientom
zalohovt sumu vyGEtuje zuctovacou faktdrou
Ak to bude potrebné, bud zaplatené dalsie
zélohové platby, ktoré bud zGEtovane po
ukonéeni Stadie. Je zodpovednostou
ZDRAVOTNICKEHO ZARIADENIA aby pri
tom nebola spolocnosti ACTELION odkryta
identifikacia ziadneho pacienta

3. Sposob platby.

Platby budd vykonané podla éldnku 5 tejto
zmluvy a véetky uvedené finanéné iastky st
vratane DPH, ak je uplatniteiné

Spolognost Actelion Pharmaceuticals Ltd., so
sidlom na adrese_Gewerbestrasse 16, CH-
4123 Allschwil, Svajtiarsko, je obchodna
spolognost v zmysle zakona o dani z pridanej
hodnoty a je registrovana pre tieto Gcely v
mieste svojho sidla pod &islom 488 660. Na
sluzby vykonané podra glanku 44 smernice o
DPH 2006/112/ES sa DPH nevztahuje.

Actelion Ltd
confirms to use all performances delivered on
the basis of the Agreement exclusively for its
own company.

ACTELION will provide a payment order form
as Exhibit C of this Agreement requesting
complete bank details to INSTITUTION for
completion.

If the INSTITUTION requests to issue in-
voices, original invoices for the amount due as
specified by ACTELION beforehand are to be
addressed to:

Actelion Pharmaceuticals Ltd
Attn: Rachel Heinis

Global Operations
Gewerbestrasse 16

4123 Allschwil

Switzerland

The same invoicing address applies to any
pass-through costs as specified in Clause 5.4
of the Agreement

ACTELION will cover its wire transfer fees
charged by ACTELION's bank. Bank charges
of a corresponding INSTITUTION bank and/or
any other intermediary bank will be the respon-
sibility of the INSTITUTION.

Actelion Ltd
Zaroven potvrdzuje, Ze vsetky sluzby dodané
na zaklade tejto zmluvy pouzile vyhradne pre
viastnd spolognost.

Spolognost ACTELION bude _pozadovat
vyplnit tipiné bankové Udaje ZDRAVOTNIC-
KEHO ZARIADENIA do formuléra platobneho
prikazu, ktory je prilohou C tejto zmiuvy.

Ak ZDRAVOTNICKE ZARIADENIE vyzaduje
vystavenie faktary, originalne faktury s vyskou
platoy vopred odsuhlasenej spolocnostou
ACTELION je nutné zaslat na adresu

Actelion Pharmaceuticals Ltd
Attn: Rachel Heinis

Global Operations
Gewerbestrasse 16

4123 Allschwil

Switzerland

Rovnaka fakturacna adresa plati aj pre vsetky
priebezné naklady Specifikované v Clanku 5.4
tejto zmluvy.

Spolognost ACTELION uhradi poplatky za
bankové  prevody  Ugtované  bankou
ACTELIONU. Bankové poplatky _prislusnej

banky ZDRAVOTNICKEHO ~ ZARIADENIA
alalebo dalsej sprostredkovatelskej banky
bud hradené ZDRAVOTNICKYM
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ZARIADENIM.

EXHIBIT C: Bank Transfer Details .
PRILOHA C: Bankové udaje pre

prevod penazi

Study: AC-058A201
Skusanie: AC-058A201

Account holder:

‘Nemocnica s boliimie P —=——— Majitel G&tu:
Nemocnica s poliklinikou PovaZska Bystrica

Nemocnica s polikiinikou PovaZska ‘Bystric
Address of account holder: m hetinkoll: Povazs e

— ey Adresa majitefa uétu:
Nemocnicna 986, 017 26 PovaZska Bystrica .
N Ena 98 726 35K Biam
Bank name: GSOB, a.s. 'emocnicna 986, 017 26 Povazska Bystrica

Bank address Nam Ares 5= Nazov banky: GSOB, as.

Bank address: Nam. Andreja Hlinku 25/30, Ao e ———————
017 01 Povazska Bystrica Adresa banky: Nam. Andreja Hiinku 25/30,
1BAN: SK47 0000 0040 fe53 ~s-———— 017 01 Povasska Bystrica

IBAN: SK47 0000 0040 0973 0104 —

SWIFT/BIC Code: CEKOSKEX ———— 'BAN: SK47 0000 0040 0973 0164
SWIFT/BIC-Code: CEKOSKBX P A
Account No- 4009735165 SWIFT/BIC-Code: CEKOSKEX
AccountNo.: 4008730104 &

Cislo Gétu: 4000730704
Reference (max. 18 digits): AC0O58A201 — o S —

Referencia (max. 18 digits): AC058A201
VAT Number: SK2020705038 =

T ICDPHZdislo: SK2020705038
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EXHIBIT D: POWER OF ATTORNEY PRILOHA D: PLNA MOC

AC-058A201_Institution Contract_site 2707_Nemocnica s poliklinikou Povazska Bystrica |



Ako sadna tlmoénitka slovenského
jazyka menovana dekrétom ministra
spravodlivosti Ceskej republiky Spr
56/97 zo dita 12. méja, 1997 tymto
potvrdzujem, Ze tento dokument je
presnym a Gplnym prekladom do
sloventiny a suhlasi doslovne so
znenim pripojenej listiny v anglickom
jazyku. Tlmoénicky tkon bol riadne
zapisany do dennika ako polozka ¢&.
3087

Tlmoénicka dolozka
Sworn Translator’s Certificate

As a sworn translator of the Slovak

language appointed by the Minister of

Justice of the Czech Republic by Spr 56/97
Decree dated May 12, 1997 1 confirm
hereby that this document is a correct and
full translation into the Slovak language and
complies verbatim with the attached
document in English. This translation has
been duly entered into the journal under the

number 3087

Ing. Therid Mrazovi®

T ——



Klinicka stidia Actelion AC-058A201 - Névrh zmluvy

j-sukenik

od: Iveta Cizova [cizova@pro-com sk]
Odoslané: 9. maja 2011 12:56

Komu:  jsukenik@mail t-com.sk

Predmet: Kiinicka studia Actelion AC-058A201 - Navrh zmiuvy

Dobry defi pén doktor,

Uvedomila som si ze som Vam neposlala elektronicki verziu zmiuvy, do
ktorej by ste mohli vpisovat’ pripadin poznamky. Teraz to teda naprvam
a prikladdm aj poistny certifikét v take] nie celkom kvalitnej kipii,

ale teraz ide len o (daje v fiom obsiahnuteé. K podpisu zmluvy
predioZime kvalitndi kdpiu alebo origindl, podfa toho co budete
Vyzadovat.

S pozdravom

Iveta Cifova

Dr. Iveta Cfova

Regional Monitor

Covance

Authorised representative of Actelion Pharmaceuticals, Ltd.

1. maja 205 / 956 22 Prasice / Slovak Republic

e-mail: cizova@pro-com.sk / mobile: +421 905 355144 / fax: +421 38 5391308
Informacia od ESET NOD32 Antivirus, verzia databazy 6108 (20110509)

Tuto spravu preveril ESET NOD32 Antivirus.

http://www.eset.sk

17.5.2011
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