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CLINICAL SITE AGREEMENT ZMLUVA O VYKONANI A ZDOKUMENTOVANI
KLINICKEHO SKUSANIA

Protocol No:DEX-TRA-04.(“the Protocol’) Protokol¢.: DEX-TRA-04 (dalej ,Protokol™)

”A randomized, double-blind, placebo and active-controlll Randomizovana dvojito zaslepena placebom a aktivne

parallel-group study to evaluate the analgesic efficacy ¢ kontrolovana Studia v paralelnych skupinach na hodnotenie

safety of dexketoprofen trometamol and tramac analgetickej @innosti a bezpénosti perorélnej fixnej

hydrochloride ORAL fixed combination on moderate to sevi kombinacie dexketoprofén trometamolu a tramadol

acute pain following abdominal hysterectonf{the Study”) hydrochloridu na miernu aZz zavaznu akudtnu bokespo
abdominalnej hysterektémii(dale ,Stadia”)

Oral fixed combination tablet of: Tableta peroralnej fixnej kombinacie:

Dexketoprofen trometamol (DKP.TRIS), non-steroidal a dexketoprofén trometamolu (DKP.TRIS), nesteroidového
inflammatory drug (NSAID), cyclooxygenase (COX-1 & protizapalového li&va (NSAID), inhibitora cyklooxygenazy
COX-2) inhibitor. (COX-1 a COX-2),

Tramadol hydrochloride (TRAM.HCI), u-opioid receptor tramadol hydrochloridu (TRAM.HCI), agonistu opioidnych p-
agonist, noradrenaline and serotonin re-uptake inhibitc receptorov, noradrenalinu a selektivneho inhibitora spatného

(“the Study Drug) vychytavania serotoninud’élej ,skusany liek alebo ,Studijné
liec¢ivo")

THIS AGREEMENT is made by and between TATO ZMLUVA sa uzatvara medzi

1) 1)

PAREXEL International Czech Republic s.r.o.with head of PAREXEL International Czech Republic s.r.o.

office at Sokolovska 651/136a

Sokolovska 651/136a 186 00 Praha 8

186 00 Prague 8 Ceska republika

Czech Republic IC: 27160360

Organization ID No.: 27160360 DIC: CZ27160360

Tax ID No.: CZ27160360 zastupenym na zaklade plnej moci #ad 7.12.2010 MUDr.

represented pursuant to the power of attorney dated 7.12 Michaelou Tichou,
by MUDr. Michaela Ticha,

hereinafter "PAREXEL dalej ,spol@nos’ PAREXEL”,

which enter into this agreement for the interest of Ktord vstupi do tejto smluvy v zaujme Menarini Ricerche .S.r.l
Menarini Ricerche S.p.A, with head office at 12/14, Via Tit so sidlom 12/14, Vis Tito Speti, 00040 Pomezia, ( Rome)
Speri, 00040, Pomezia (Rome), Italy (hereinafter referred = Taliansko

“SPONSOR?”) Dalej len “ZADAVATEL”)
and a

(2) (2)

Fakultna nemocnica Trencin Fakultnd nemocnica Tréim
Legionarska 28 Legionarska 28

911 71 Trencin 911 71 Trencin

Slovakia Slovensko

Organization ID No.: 00643637 IC: 00643637

Tax ID No.: SK2020315946 DIC: SK2020315946
INSTITUTION, with head office at RNDr. Jan Dubovsk dalej ,zdravotnicke =zariadenie”, zastipena RNDr. Jan
director (hereinafter referred to as “Institution”). Dubovsky, riadité

and a

| 208695 DEX-TRA-04 SVK 42102 CSA KopcanB Bilingudl180528 0,3 Slovakia_Inst_PI_CSA _V2.6_Bilingual



3

MUDr. Branislav Kopcan
birth.

adresa:

Slovak Republic
hereinafter "Principal Investigator"

WHEREAS

(2) The SPONSOR is in the business of innovating
developing pharmaceutical products;

2) PAREXEL shall, in the interest of the SPONSC
arrange and administer a multi-centre study to clinic
evaluate the Study Drug and it or one of its affiliates
entered into an agreement with SPONSOR concerning
management, funding and administration of the St
PAREXEL agrees to carry out, in the interest of the SPCRIS
at the facilities of the Institution and by the Princi
Investigator and his/her collaborators, the clinical tnamed
“A RANDOMIZED, DOUBLE-BLIND, PLACEBO AND
ACTIVE-CONTROLLED,

PARALLEL-GROUP STUDY TO EVALUATE THE
ANALGESIC EFFICACY AND

SAFETY OF DEXKETOPROFEN TROMETAMOL AND
TRAMADOL

HYDROCHLORIDE ORAL FIXED COMBINATION ON
MODERATE TO SEVERE

ACUTE PAIN FOLLOWING ABDOMINAL
HYSTERECTOMY’, identified with the protocol numbe
“DEX-TRA-04" (hereinafter referred to as "Study"). Instituti
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MUDr. Branislav Kogan
nar.

adresa:

Slovensko
dalej ,hlavny skuSajuci”

VZHLCADOM K TOMU, ZE

Q) ZADAVATEL sa angazuje v oblasti inovacii a vyvoja
farmaceutickych produktov;

2) Spolénog PAREXEL sa zavdzuje menom
ZADAVATE LA vykona' a zabezpgt spravu multicentrického
klinického skuSania zameraného na klinické posudenie
skuSaného lgvad a ma (bd sama svojim menom alebo
prostrednictvom niektorej zo svojich sesterskych sjmaisti)

so ZADAVATEI’OM uzavret( zmluvu o vykonani, financovani
a sprave klinického skuSania. Spoios PAREXEL sa
zavazuje pre ZADAVATEA vykona Kklinické skasanie v
priestoroch zdravotnickeho zariadenia. Toto klinické skuSanie
bude vykonané hlavnym skusajucim a jeho spolupracovnikmi a
ma nazov: RANDOMIZOVANE, DVOJITO ZASLEPENE,
PLACEBOM AAKTIVNE KONTROLOVANE KLINICKE
SKUSANIE S PARALELNOU SKUPINOU, ZAMERANE NA
POSUDENIE UCINNOSTI A BEZPECNOSTI
PERORALNE PODAVANEHO SKUSANEHO LIEIVA
DEXKETOPROGEN TROMETAMOL A
TRAMADOLIUMCHLORID VO FIXNE DAVKE PRI
LIECBE BOLESTI U STREDNYCH AZ ZAVAZNYCH
AKUTNYCH BOLESTI BRUCHA PO HYSTEREKTOMI! a

and Principal Investigator (including his collaborators) shal je d’alej ozn&enéacislom protokolu "DEX-TRA-04 " {alej len

responsible for the conduct of the Study in compliance witt
Protocol and all applicable laws and regulations.

3) Institution and Principal Investigator have e:
reviewed sufficient information regarding SPONSOR’s St
Drug, the Protocol for the Study and the Principal Investig
brochure to evaluate their interest in participating in thehs
and each desires to participate in the Study as more paitic
described in this Agreement. In this Agreement, Institutiah
Principal Investigator may sometimes be referred
individually or, at other times, referred to collectively “#se
Site”.

The parties intend to participate in the Study by rendering
services and agree to the following:

Section 1. Conduct of the Study

1.1 Study Protocol
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"klinické skuSanie"). Zdravotnicke zariadenie a hlavny
skuSajuci (vratane jeho spolupracovnikov) su zodpovedni za
vykonavanie klinického skuSania v sulade s ustanovenim
protokolu a platnymi zdkonmi a predpismi.

3 Zdravotnicke zariadenie a hlavny skdSajuci si
preStudovali dostatmé mnoZstvo informacii tykajucich sa
ZADAVATE LOVHO Studijného ligiva, Protokol Stadie a
Brozuru pre skuSajuceho, aby zhodnotili svoj zaujem zapaji
do Studie a Zelaju si zappjsa doStudie tak, ako je to blizSie
popisané v tejto zmluve. V tejto zmluve mézu agravotnicke
zariadenie ako aj hlavny skusSajuci ozeai kazdy samostatne
alebo spoléne ako ,Centrum®.

Strany sa z¥ashuju Studie poskytovanim sluzieb a sthlasia s
nasledovnym: 3
Cast’ 1. Wkonavanie Studie

1.1 Protokol Stidie
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The nature and scope of the Study are described in the Prc
The Protocol, including any amendments, constitutes
integral part of this Agreement (“this Agreement”). se of
any inconsistency between this Agreement and the Prot
this Agreement shall prevail.

1.2 Regulatory Framework

The parties agree that the Study will be conductec
accordance with:

the Declaration of the Helsinki World Medical Associati
Recommendations Guiding Physicians in Biomedical Rese
Involving Human Subjects including amendments as set o
the Protocol,

the "ICH Harmonised Tripartite Guideline, Guideline for G¢
Clinical Practice, Step 5 (CPMP/ICH/135/95)",

the requirements of the United States Food and I
Administration (if applicable according to the Protocol),

the Directive 2001/20/EC of the European Parliament an
the Council of 4 April 2001 on the approximation of the la
regulations and administrative provisions of the Member S
relating to the implementation of good clinical practice in
conduct of clinical studies on medicinal products for hur
use,

EU GCP Directive (2005/28/EC),

the applicable laws of the Slovak Republic (especially Amt
362/2011 Coll., on Drugs, as amendmed by Act No. 459/.
Coll and by other relevant amendments — hereinafter
referred to as “Law on Drugs”), Decree of Ministry ofdith of
the Slovak Republic No. 433/2011 Coll., which specifies de
concerning requirements on the site, where the clinicaligi
conducted, requisites of the application for clinical t
| approval and application concerning opinion on ethics of
clinical trial and requirsites of such opinion and Act |
| 122/2013 Coll., on Personal Data Protection, as subseqt
amended and ltalian Personal Data Protection Act (D
| 196/2003 consolidated), each one to the applicable extent),
any conditions of approval imposed by any applicable IRB
or governmental authorities, as any of the foregoing ma
amended from time to time,

the Protocol,

any specific Study instructions issued by PAREXEL
SPONSOR (“Instructions”),

any other pertinent rules and regulations.

1.3 General Duties and Obligations of the Institution

The Institution warrants that the Principal Investigator is
employee, agent or contractor of the Institution and Institt
guarantees the proper performance by the Principal Investi
of all his or her obligations hereunder.

The Principal Investigator hereby warrants that he/she
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Povaha a rozsah Studie si popisané v Protokole. Protokol,
vratane akychkivek dodatkov, predstavuje nedielnucéadf

tejto Zmluvy (“Zmluva”). V pripade akychKeek nezrovnalosti
medzi Zmluvou a Protokolom, je zavaznou Zmluva.

1.2 Regulany ramec

Strany sa dohodly, Zze Stadia bude vykonavana v sdlade s:
Helsinskou deklaraciou Svetovej zdravotnickej asociacie o
Odporueniach riadiacich lekarsky a biomedicinsky vyskum
zahmujuci Tudské subjekty, vratane dodatkov tak, ako su
uvedené v Protokole,

"Harmonizovanou tripartitnou smernicou Medzinarodnej
konferencie o Harmonizacii, Smernicou o spravnej klinickej
praxi, Krok 5 (CPMP/ICH/135/95)",
poZiadavkami Spravy pre potraviny a lieky Spojenych Statov
americkych - FDA (ak su aplikovdte poda Protokolu),
Smernicou 2001/20/EC Eurdpskeho parlamentu a Rady zo
442001 o  Zjednocovani  zakonov, regulacii  a
administrativnych dkonovélenskych Statov, tykajucich sa
implementécie spravnej klinickej praxe pri vedeni klinickych
skuSani medicinskych produktov pre humanne pouzite,
Smernicou Eurépskej tnie EU GCP (2005/28/EC),
relevantnou legislativou Slovenskej republiky, najma zédkonom
¢. 362/2011 Z.z., o liekoch a zdravotnickych pomdckach
v zneni zakond. 459/2012 Z.z. d@alSich neskor3ich predpisov
(dalej tiez len ,zadkon o liekoch®), vyhlaSkou Ministerstva
zdravotnictva SRé. 433/2011 Z.z., ktorou sa ustanovuju
podrobnosti o poZziadavkach na pracovisko, na ktorom sa
vykonava Klinické sku3anie, o naleZitostiach Ziadosti o jeho
schvalenie, Ziadosti o stanovisko k etike klinického skiSania
nélezZitostiach tohto stanoviska a zakoném122/2013 Z.z.

o ochrane osobnych U(dajov v zneni neskorSich predpisov,
Z4akon o ochrane osobnych Udajov Talianska (D. Lgs 196/2003
konsolidovany), kazdy v prislusnom rozsahu),

akymikd'vek podmienkami schvalenia uloZzenymi prislusnou
etickou komisiou ¢i  ktorymikol'vek  aplikovaténymi
kontrolnymi organmi, vratane pripadnych buddcich zmien
tychto podmienok,

Protokolom,

akymikd'vek Specifickymi pokynmi tykajdcimi sa Studie, ktoré
vyda PAREXEL alebo ZADAVATE (“Pokyny”),

d’alSimi relevantnymi pravidlami a predpismi.

1.3 VSeobecné zdravotnickeho
zariadenia

povinnosti a zavéazky

Zdravotnicke zariadenie prehlasuje, Ze hlavny skuSajach¢e je
zamestnancom, zastupcom alebo zmluvnym partnerom a
garantuje, Ze hlavny skasajuci bude nélezite vykahagatky
svoje povinnosti pad tejto Zmluvy.

Hlavny skdSajaci tymto prehlasuje, Zze ma dostatozdroje v
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sufficient resources with regard to time, adequate personne
facilities for the performance of the Study. The Site imfibrm
PAREXEL about all changes of personnel, facilities and clir
research methods at the Institution that may affect the S
The Principal Investigator hereby further warrants thashee
will notify enrolment of subject into the Study, along witle
number of approval of the Study conduct and date of enrolr
to the health insurance company of the subject immedi
after subject enrolment into the Study.

The Institution, the Principal Investigator, and the rele
Personnel directly involved in the Study, if so requestec
PAREXEL or SPONSOR, shall attend any investig:
meetings that may be organised for the benefit of the Stuc
Institution is required to authorise the attendance of
Personnel at such meetings, then this authorisation shall r
unreasonably withheld or delayed.

The Principal Investigator hereby warrants that he/she
received a copy of the clinical investigator broch
(“Investigator Brochure”) and has read and understooc
contents.

The Site may appoint such other individuals as it may d
appropriate as sub-investigators (hereinafter the *
Investigators”) to assist the Principal Investigator indbeduct
of the Study at the Site in accordance with the Protocol.
Site shall keep PAREXEL informed of all Sub-Investigateo
appointed at all times and furnish PAREXEL with an up-d
list of Sub-Investigators from time to time upon the saniego
up-dated. The Principal Investigator shall be responsible
leading such team of Sub-Investigators, who in all respects
be bound by the same obligations as the Principal Investige

The Institution and/or the Principal Investigator will provide
each Sub-Investigator, a copy of the Protocol and
information furnished by the SPONSOR or PAREXEL to
Site. The Site will ensure that the Sub-Investigatorsfualte
informed about the Study Drug and the Study. Furthermore
Principal Investigator shall be responsible for ensuring dhe
staff and personnel within the Institution who participatéhm
Study have read and understood the Protocol.

In the event Principal Investigator becomes either unwildin:
unable to perform the duties required by this Agreement
Institution or Principal Investigator will inform PAREXEIn i
writing within 3 days. The Institution shall endeavour
promptly appoint a replacement Principal Investigator thé
acceptable to PAREXEL and SPONSOR.
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zmysle ¢asovych moZznosti, vhodného persondlu a zariadeni na
uskut@nenie Stadie. Centrum bude PAREXEL informowa
vSetkych persondlnych zmenach, zmenéach tykajucich sa
zariadeni a zmenach metdd klinického skudSania v
zdravotnickom zariadeni, ktoré by mohli ovplytrtadiu.
Hlavny skdsSajuci tymtal’alej prehlasuje, Ze oznami zaradenie
subjektu do Stidie s uvedenitisla rozhodnutia o povoleni
Stadie a datumu zaradenia subjektu zdravotnej tpais
subjektu bezodkladne po zaradeni subjektu do Studie.

Zdravotnicke zariadenie, hlavny skdSajuacidalSi prislusny
persondl, ktori sa Studie priamo¢aéiuje, sa na poZiadanie
spola&nosti PAREXEL alebo na poziadanie ZADAVATE
zWastnia kazdej porady/schédze skuSajucich, ktord gpotd
PAREXEL alebo ZADAVATH: pripadne zorganizuji v zaujme
Stadie. Pokik je nevyhnutné, aby&as’ personalu Centra
zdravotnicke zariadenie na pracovnych stretnutiach povolilo,
potom takéto povolenie bez vdZzneho dévodu neodmietne’ vyda
a nebude ho ani neodévodnene odkiathZiava'.

Hlavny skuSajuci tymto potvrdzuje, Ze obdrzal kopiu brozary
pre Klinického skiSajuceho (“Brozura pre skuSajuceho®),
pregital ju a rozumie jej obsahu.

Centrum mdZe pd@d svojho uvazenia ustanéviné vhodné
osoby ako spoluskuSajucichd’dlej “spoluskusajuci®), ktori
budd vypomahé hlavnému skusajicemu pri vedeni Stadie v
Centre v sulade s Protokolom. Centrum je povinné zakazdym
poskytnd PAREXELu informacie o vSetkych takto
ustanovenych spoliskiSajucich a priebezne poskytova
PAREXELuU aktualizovany zoznam spoluskudsajucich ak pride k
jeho obmene. Zodpovednym za vedenie timu spoluskdSajacich
bude hlavny skuSajuci. Pomocny personal bude vo vSetkych
ohradoch viazany rovnakymi zavazkami a poviniaosi ako
hlavny skasajuci.

Zdravotnicke zariadenie a/alebo hlavny skuSajlci zaobstaraju
pre kazdého zo spolusku3ajucich koépiu Protokolu a vSetky
ostatné informéacie, ktoré PAREXEL alebo ZADAVATE
Centru poskytne. Centrum zabe&peaby boli spoluskusajuci
plne informovani o Studijnom kéve a samotnej Stadii. Hlavny
skuSajuci bude naviac povinny uis§ia, Ze pomocny personal

a personal v ramci zdravotnickeho zariadenia, ktory &ashgi

na Stadii Protokol prétal a préitanému porozumel.

V pripade, Ze sa hlavny skaSajuci stane neochotnym alebo
neschopnym pli povinnosti zakotvené v tejto Zmluve, su
zdravotnicke zariadenie a hlavny skuSajuci povinni o takejto
skutanosti do 3 dni pisomne informava spol@&nog’
PAREXEL. Zdravotnicke zariadenie sa bude shaitn skor
ustanowi za hlavného skuSajuceho néhradu, ktor4d bude
prijate'nd ako pre spotmos’ PAREXEL, tak aj pre
ZADAVATE LA.
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1.4 Ethics Committee/ Review Board / Requlatory Authc
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1.4 Etickd komisia/ Revizna rada / Schvalenie kontrolnym

Approval / Notifications

PAREXEL or SPONSOR shall make the necessary submis
or notifications to the regulatory authorities (including reléy
local and multicentre ethics committees) in accordance
local laws. The Study may not commence until the Princ
Investigator is informed by PAREXEL in writing that tl
authorities have given their authorization.

The Site warrants that any conditions of approval impose
the ethics committee shall be adhered to.

The Site shall provide the ethics committee with
reports/updates it requires and shall provide PAREXEL
copies of such documents.

1.5 Subject Information and Informed Consent

The Principal Investigator shall ensure that, prior to
screening and treatment phases of the Study, the n
significance, implications and risks of the Study are expla
in detail to each Study subject. Prior to the subject’s enroli
into the Study, the Principal Investigator, or his/her authot
delegate, shall obtain their written, dated and signed infol
consent to participate, as well as consent for the confide
disclosure, processing and transfer of necessary documer
of the subject's health and personal data to PAREXE
SPONSOR, the competent health authorities and «
institutions (, as legally required and in accordance with
standards specified in Section 1.2.

The Sponsor reserves the right to evaluate the compliance
information sheet and the informed consent form with
applicable Data Protection Laws as identified in clause rdz
to request amendments, if needed, to make such docu
compliant with such Data Protection Laws. In such a cast
PAREXEL shall promptly liaise with the ethics commiti
and/or any other competent authority in order to put forwarc
request of the Sponsor for consideration. If an agreement ¢
final text cannot be found and the Sponsor in good |
considers the information sheet and the informed consent
not being compliant with the applicable Data Protection Lz
the Sponsor shall have the right to terminate the Agree
immediately. The parties shall not be entitled to any foifn
compensation (including damages), indemnity or otherwis
relation to such termination towards the Sponsor.

1.6 Study Recruitment

It is planned to conduct the recruitment phase of this
centre study from September 2013 to April 2014

The Principal Investigator shall recruit at least n 20 sibjtor
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organom / Ozndmenia

PAREXEL alebo ZADAVATH: poskytni v3etky potrebné
materidly alebo oznamenia regiigm orgdnom, vratane
prislusnych etickych komisii (lokalnych i multicentrickych), v
stlade s prislusnymi zakonmi. Studia nesmi€ bghajena,
pokym PAREXEL nebude pisomne inform@vahlavného
skuSajuceho o tom, Ze prisludné organy vydali svoje povolenia.

Centrum se zavazuje, Ze vSetky podmienky v suhlase etickej
komisie budu dodrzZiavané.

. Centrum zabezgé vSetky hladsenia a aktualizacie vyZadované

etickou komisiou a PAREXELu doda kopie vSetkych takych
dokumentov.

1.5 Informécie predastnikov a informovany suhlas

Hlavny skulSajuci zaisti, Zze pred ¢imtkom skriningovych a
liecebnych faz Stadie budl kazdémuastnikovi Studie
detailne vysvetlené: povaha, doleZitosmplikacie a rizika
Stadie. Pred registraciou¢dstnika do Studie zaisti hlavny
skuSajuci alebo osoba nim poverend pisomny Informovany
suhlas dastnika s &ag’'ou na Studii, ktory bude obsahdva
datum a ich podpis ako aj suhlas s poskytovanim dbévernych
Gdajov, sUhlas s ich spracovanim a prenosom potrebnej
dokumentécie tykajucej sa zdravotného statdastinika a jeho
osobnych Gdajov PAREXELu, , ZADAVATEOVI, prisludnym
regul&nym organom a inym institiciam) v sulade s pravnymi
predpismi Specifikovanymi ¢asti 1.2.

Zadavaté si vyhradzuje pravo vyhodnétizhodu formulara

s informéciami a informovaného suhlasu s prislusnymi zakonmi
o ochrane (dajov pdd odseku 1.2 av pripade potreby
pozZiad& o doplnenie, aby bol zabezmy sulad s tymito
zakonmi o ochrane udajov. Vtakomto pripade spue’
PAREXEL sa okamzite spoji s etickou komisiou alebo inym
prislusnym Uradom na predloZenie Ziadosti zad8waitena
posudenie. Ak nemozno dospi& dohode o kornmom texte

a zadavate sa vdobrej viere domnieva, Ze formular
s informaciami ainformovany sOhlas nie s0 v sulade
s prislusnymi zédkonmi o ochrane udajov, zaddvategle ma
pravo ukowit zmluvu okamzite. Zmluvné strany nebudidtma
narok na Ziadnu formu nahrady (vratane nahrady 3kéd),
odskodnenia alebo inej kompenzacie od zad&aateslvislosti

s ukorgenim.

1.6 Nabor do Staudie

Naborova faza tejto multicentrickej Studie sa uskuitood
Septembra 2013 do Aprila 2014.

Hlavny ska3ajuci ziska asp®0 (Eastnikov pre tato Stadiu v
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the Study within a period of n 11 months.

The Principal Investigator and the Institution have been n
aware that this is a multicentre Study and therefor
competitive recruitment situation shall apply. Should the 1
number of subjects enrolled in the Study be met prior to the
of the recruitment phase specified here in section

PAREXEL, for Menarini shall have the right to termini
further recruitment and no payment shall be made for any
further subjects.

1.7 Study Documents and Drug Supplies

SPONSOR or the SPONSOR'’'s designee shall er
appropriate and timely supply of the documents and S
Drugs necessary for the performance of the Study.

The Study Drug shall be in accordance with Sec. 43 i) of
No. 362/2011 Coll., on Drugs, supplied to Institutio
pharmacy. Institution hereby undertakes to ensure that har
with the Study Drug be performed in compliance with Protc
Instructions, pursuant to all relevant generally binding It
regulations, and the Good Pharmacy Practice. Prin
Investigator hereby undertakes to draw the Study Drug
Institution’s pharmacy in compliance with the Protocol ant
doses required for each individual Study subject visit.

The Site hereby warrants that it shall:

(a) keep a written inventory of any clinical supplies, equipn
and Study Drug provided by SPONSOR or PAREX
according to the Protocol or the Instructions;

(b) use Study Drug solely for the Study, documenting ¢
dispensing and to return all unused clinical or other sup
provided by SPONSOR or PAREXEL according to the Prot:
or the Instructions;

(c) retain all necessary records and documents about the
as required by applicable regulatory requirements,
Agreement and the Protocol;

(d) where applicable, store emergency code-break inform
envelopes in a safe place ensuring that they are acce$s
necessary, and to return each of them, used or unused

|(e) perform/ensure safe liquidation/disposal of unused S
Drug (as hazardous waste) in accordance with the appli
laws, if requested to do so by SPONSOR.

All documents, data, know-how, formulas, and the Study [
provided to the Principal Investigator for purposes of the S
are and will remain SPONSOR's property and will be net
to SPONSOR, PAREXEL, or their respective designees |
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gasovom rozsahu 11 mesiacov.

Hlavny skdSajuci a zdravotnicke zariadenie boli upovedomeni
Ze sa jedna o multicentrickli Stadiu a tym konkdngn
naborovl situaciu. Do konca naborovej fazy by mat by
spineny celkovy peet prijatych  @astnikov ~ Studie
(Specifikovany w.1.6) PAREXEL bude ma v mene Menarini
pravo ukowit d’alSiu ndborovu fazu, Zoho vyplyva, Ze za
d'alSie/nasledne prijaté subjektycéstnikov) nebude vyplateny
d’alSi poplatok.

1.7 Dokumentécia Stidie a zasobovanigiem

PAREXEL, ZADAVATEL alebo osoba dena
ZADAVATELOM zabezp&i vhodné a wasné dodavky
dokumentov a 3tudijného &iwa potrebného na vykonavanie
Stadie.

Studijné ligivo bude vsulade s § 43 pism. i) zakota
362/2011 Z.z., o liekoch a zdravotnickych poméckach, dodané
do nemocninej lekarne  zdravotnickeho  zariadenia.
Zdravotnicke zariadenie sa zavazuje, Ze zaisti, aby nakladanie
so Studijnym ligivom prebiehalo v sulade s Protokolom,
Pokynmi, dalej so vSetkymi relevantnymi vSeobecne
zavaznymi pravnymi predpismi a so spravnou lekarenskou
praxou. Hlavny sklSajuci sa zavazuje, Ze bude Studijny liek
odoberd priamo z lekarne zdravotnickeho zariadenia v sulade
s Protokolom a v davkach potrebnych pre jednotlivé Studijné
navstevy dastnikov skdsania.

Centrum sa tymto zavazuje:

(a) vies pisomné zaznamy vSetkych Kklinickych zasob a
vybavenia dodaného ZADAVATEOM alebo PAREXELom
pod’a Protokolu alebo Pokynov;

(b) pouZivéd Studijné ligivo vyhradne na Stadiu,
dokumentové kazdé jeho vydanie a vrata&Setky nepouzité
klinické alebo iné zasoby dodané ZADAVALBM alebo
PAREXELom poda Protokolu alebo Pokynov.

(c) uchovavé vsetky potrebné zaznamy a dokumenty tykajace
sa Studie tak ako je to vyzadované aplikokmgeni vieobecne
zavaznymi pravnymi predpismi, Zmluvou a Protokolom;

(d) kde je to aplikovatmé, na bezgmom mieste

uchovéavd obalky, pre pripad nudze, s informaciami

na desifrovanie kddu a zabe#jpe Ze v pripade nadze

budu pristupné. V3etky obalky, otvorené i neotvorené tyrati
(e) na ziadoSZADAVATE LA vykona'/zaistt

likvidéciu Studijného ligiva ako nebezpmého

odpadu v sulade s pravnymi predpismi.

VSetky dokumenty, data, know-how, vzorce a Studijnéivie
poskytnuté  hlavnému skd3ajucemu a zdravotnickemu
zariadeniu za delmi Stadie su a zostavaju majetkom
ZADAVATET'A a budd na poziadanie  vratené
ZADAVATELOVI, PAREXELu alebo nimi poverenym
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request.

1.8 Adverse Events

The Principal Investigator is obliged to document all adv
events in accordance with the Protocol and to notify and re
all serious adverse events according to the procedure sge
in the Protocol or Instructions and applicable laws as spec
above in Section 1.2 subpar. 6.

Section 2. Documentation and Monitoring

2.1 Documentation and CRF Handling

The Principal Investigator shall keep all original medidals
(paper and print-outs of electronic files) of every sub
participating in the Study in addition to the Case Report F¢
(CRFs). This medical file will clearly identify each ugly
subject and where the medical files are the source docun
all entries on the CRFs must be traceable to entries ir
medical file. The Principal Investigator warrants thatGiRFs
submitted to PAREXEL or the SPONSOR are true, comy
and correct and accurately reflect the results of the Stody
will be signed promptly by the Principal Investigator or his/
authorised delegate following a subject visit.

2.2 Monitoring

|The parties agree to frequent monitoring visits to the Institu
by a monitor appointed by PAREXEL or SPONSOR. ~
monitor shall visit the Site during the Study to discuss S
progress with the Principal Investigator and other Site pers¢
who will allow direct inspection of all Study related reco
including subject medical files requested by the monitor.
Site shall remain responsible for the accurate and compligte
entry in the CRFs.

2.3 Audit and Reqgulatory Inspection

Audits or inspections may be performed during or &
completion of the Study, by PAREXEL, SPONSOR, tt
designee or a regulatory authority. In the event that PARE
or SPONSOR requests to perform such an audit, the Sille
allow access to the facilities where the study is condu
access to the whole documentation related to this Clinical £
available and if necessary provide further information
requested. Should a governmental or regulatory auth
including, but not limited to the U.S. Food and Di
| Administration, request or carry out an inspection of the S
facilities, the Site shall immediately notify PAREXEL |
telephone, email or fax and allow PAREXEL and/or
SPONSOR to be present. The Site shall provide to PARE
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osobam.

1.8 Neziadulce udalosti

Hlavny skuSajuci je povinny dokumentavaSetky neZiaduce
udalosti v sulade s Protokolom a nahlasiSetky vazne
neziaduce udalosti¢inky v sulade s postupom Specifikovanym

v Protokole, Pokynoch av vSeobecne zavaznych pravnych
predpisoch, uvedenych v ods. 1.2, bod 6 vysSie.

Cast’ 2. Dokumentacia a monitorovanie

2.1 Dokumentécia a formulare CRF

Hlavny skuSajuci bude okrem formularov CRF archivova
v3etky originalne zdravotné zaznamy (na papieri a &gtia
kopie elektronickych dokumentov) kazdéhsastnika Studie.
Tieto zdravotné zaznamy budul jasne identifikowazdéeho
U¢astnika Studie tam, kde s zdravotné zaznamy zdrojovou
dokumentéciou, vSetky poloZky vo formularoch CRF musta by
doh’adaténé v polozkach v zdravotnych zaznamoch. Hlavny
skiSajuci sa zavazuje, Ze vsetky formulare CRF odovzdané
PAREXELu alebo ZADAVATE:OVI budl pravdivé, Gpiné a
spravne, budd presne zobrazbwgsledky Stadie a hri po
navsteve dastnika budd podpisané hlavnym skiSajucim alebo
nim poverenou osobou.

2.2 Monitorovanie

Strany suhlasia s pravidelnymi kontrolnymi navStevami
zdravotnickeho  zariadenia  pozorova® menovanym
PAREXELom alebo ZADAVATEZOM. Pozorovatk bude
navstevova Centrum péas Stadie, aby s hlavnym skd3ajlcim

a ostatnym personalom Centra prebral pokrok Stadie. Hlavny
skiSajuci a ostatny personal Centra umoZnia pozofimxate
priamu indpekciu v3etkych zaznamov spojenych so Stidiou
vratane zdravotnych zéznamovadtnika skdSania. Centrum
zostava zodpovedné za presné a plne anonymizované udaje vo
formularoch CRF.

2.3 Audit a requléna kontrola

Audity alebo kontroly zo strany PAREXELu, ZADAVATEA
alebo prislusného kontrolného organu méztl \pgkonavané v
priebehu i po ukateni Stadie. V pripade, Ze si PAREXEL
alebo ZADAVATEL Zela vykond takyto audit, Centrum mu
povoli pristup do vSetkych zariadeni, kde prebieha klinicka
Studia, spristupni mu vSetky dokumenty tykajuce sa klinickej
Stadie a v pripade potreby poskytd&lSie informéacie. V
pripade, Ze si vladna alebo regula autorita ako napr. Sprava
pre potraviny a lieky Spojenych Statov americkych Zela
uskut@nit' inSpekciu v Centre, bude Centrum okamZite
informova® PAREXEL telefonicky, e-mailom alebo faxom a
umozni @as PAREXELu alebo ZADAVATHA. TaktieZ
PAREXELu a ZADAVATE’OVI poskytne kopie vsetkych
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and/or SPONSOR copies of all materials, corresponde
statements, forms and records that the Site receives, olua
generates pursuant to any such inspection.
Section 3. Confidentiality and Subject Data

3.1 Protection and Retention of Subject Data

With respect to the subjects’ medical files and tbiection of
subjects’ data, the parties agree to implement perti
measures so that the subjects’ identity is kept as caortiddl¢
and to collect subjects’ data in accordance with the afbdic
laws. The parties shall adopt all physical, logit
organizational, technical and |.T. security measures
accordance with the Regulatory Framework, particularly
the Slovak Act on personal data protection and any subse
amendments or with the Italian personal data protection
where applicable.

The Site is obliged to retain the documents facilita
identification of the Study subjects, and all other St
documentation disclosed by SPONSOR, for at least 15
after the end or the premature termination of the Study.
SPONSOR is responsible for informing the Site when it is
| longer necessary to retain all the Study documentation.

3.2 Confidentiality

“Institution and Principal Investigator shall consider

information related to Study provided by SPONSOR an
PAREXEL as strictly confidential and, therefore, shall

disclose such information to any third party, with the exceg
of its own employees, collaborators and consult
(collectively “Personnel”), only to the extent strictly necegs
for the Study's performance and in accordance with
applicable data protection laws.

It is understood that Institution and Principal Investigatedl<
obtain from the aforesaid Personnel the undertaking to kee
maintain the information as secret and confidential and

adopt all the technical measures required to ensure
information is kept and maintained as secret and confidenti.

The obligations of confidentiality set forth in this Agreem
shall not apply to the information which at the time
SPONSOR and/or PAREXEL's disclosure is generally knc
to the public and to the information which after SPONS
and/or PAREXEL's disclosure becomes public knowle
except by breach of this Agreement by the Institution
Principal Investigator.
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materialov, koreSpondencie, vyjadreni, formularov a zaznamov,
ktoré dostane, obdrzi alebo vytvori na zaklade takejto inSpekcie.

Cast’ 3. Dévernos a informacie o (#astnikovi

3.1 Ochrana a uchovavanie datsastnikovi

S ofadom na zdravotné zaznamy a zhrodimianie Udajov

o pacientoch sa zmluvné strany dohodli grijarimerané
opatrenia na to, aby bola totoZfiopacientov uchovavana

v dévernosti, a zhromdbva’ (daje o pacientoch v sulade

s prislusnymi pravnymi predpismi. Zmluvné strany prijmua
vSetky fyzické, logické, organizaé, technické opatrenia

a opatrenia na zatanie bezpénosti IT v sulade so zakonnym
ramcom, najma zakonom o ochrane osobnych (dajov
Slovenskej republiky a vSetkych naslednych zmien a doplneni
a prislusnom pripade so zakonom o ochrane osobnych udajov
Talianska.

Centrum je povinné uchov&vadokumenty umaiujdce
identifikaciu Gastnikov Stldie a vSetku ostatnt dokumentéciu
Stadie poskytnut ZADAVATEOVI najmenej 15 rokov po
skorteni alebo prethsnom ukoteni Stludie. ZADAVATE. je
zodpovedny za informovanie Centra o tom, Ze uchovavanie
dokumentécie tykajicej sa Stadie uZ nie je viac nutné.

3.2 Dbvernot

Zdravotnicke zariadenie a hlavny skdSajuci sa zavazujd
povaZzovd vSetky informacie tykajlice sa klinického skdsania,
ktoré im poskytol ZADAVATH a/alebo spoknos’ PAREXEL

za prisne doverné a nesmu tieto informacie poskyfdnej
tretej strane, s vynimkou svojich vlastnych zamestnancov,
spolupracovnikov a poradcowdlej len suhrnne oztiavanych

ako "osoby podijuce sa na vykonavanie klinického
skdSania"), a to iba v rozsahu nevyhnutne potrebnom pre riadne
vykonanie klinického skuSania a v sulade s platnymi zakonmi o
ochrane dat.

Zdravotnicke zariadenie a hlavny skdsajuci su povinni vy#Ziada
si od zhora uvedenych osb6b pd@igcich sa na realizacii
klinického skdSania pravne zavaznym spdsobom zavazok
povazovd vSetky tieto informacie za doverné.

Zdravotnicke zariadenie a hlavny skuSajucidsdej zavazuju
prijat’ vSetky vhodné technické opatrenia potrebné na kegpe
uchovavanie a zabezfmnie dbverného charakteru tychto
informacii.

Povinnos zachovavédéverny charakter informdcii ptaltejto
zmluvy neplati pre informacie, ktoré sitase ich ziskania od
ZADAVATET’A alalebo spolnosti PAREXEL uz verejne
zname a informacie, ktoré sa po ich ziskani od ZADAVBARE
a/alebo spoknosti PAREXEL stanu verejne zname bez toho,
aby zdravotnicke zariadenie alebo hlavny skdsajuci porusili
ustanovenia tejto zmluvy.
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At the time of expiration or termination for whatever masf
the Agreement, or at any time upon SPONSOR ar
PAREXEL's request, the Institution and Principal Investig:
shall promptly return to the SPONSOR and/or PAREXEL
information, retaining only one (1) copy for its legal files,
order to be able to identify, at any time, the data coveredst
secrecy obligations.

The obligations of confidentiality set forth in this Agreem
|are extended to all countries of the world and shall rema
full force and effect for a period of ten (10) years fribma date
of expiration or termination for whatever reason of
Agreement.

Institution acknowledges that, in case of breach of
confidentiality obligations set forth in this Agreeme
SPONSOR and/or PAREXEL shall be entitled to start l¢
proceedings in order to protect the information and find r
for any possible damage caused by the aforesaid breach.

Institution and Principal Investigator shall be conside
responsible for any non authorized information’s disclo:
made by its Personnel.”

Section 4. Ownership Rights

4.1 Intellectual Property Rights

All Study Results obtained during the performance of the S
shall be SPONSOR’s property and SPONSOR shall haw
right to use the Study Results in any manner dee
appropriate. The Study Results shall automatically vester
Sponsor and to the extent required, the Site hereby assic
rights, title and interests in the Study Results obtained ir
Study to SPONSOR.

For the avoidance of doubt, any and all results, invent
(whether patentable or not), information and data availab
the Institution, to the Principal Investigator and the railé
Personnel during the performance of the Study shall be
shall remain the exclusive property of SPONSOR, witl
having to pay any further and additional amount of money
| shall not be transferred in any way, transmitted to third se
and/or distributed without the prior written consent
SPONSOR.

The Institution, the Principal Investigator and the rele\
Personnel shall not acquire any rights of any kind whatsc
with respect to the Study Drug as a result of performance t
this Agreement. All Study Results conceived by Institutior
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V pripade ukotenia platnosti tejto zmluvy alebo jej vypovede
z akéhokdvek dovodu a/alebo kedykeek na zaklade Ziadosti
ZADAVATELA a/alebo spolénosti PAREXEL, sa
zdravotnicke zariadenie a hlavny skuSajuci zavazuju
bezodkladne ZADAVATEOQVI a/alebo spolénosti PAREXEL
vratit’ vSetky poskytnuté informécie. Ponechaju si iba jednu (1)
kopiu pre svoje zaznamy, aby boli schopni kedyké
identifikovat’ data, na ktoré sa tahuje povinnasmicanlivosti.

Povinnosti stanovené touto zmluvou, ktoré sa tykaju nakladania
s dbvernymi informéciami, platia pre vSetky krajiny svata
zostavaju plne platné &idné po dobu desiatich (10) rokov od
datumu ukotenia platnosti alebo vypovede tejto zmluvy z
akéhokdvek dévodu.

Zdravotnicke zariadenie berie na vedomie, Ze v pripade
poruSenia ustanoveni o nakladani s dévernymi informaciami
uvedenymi v tejto zmluve méa ZADAVATE a/alebo
spol@nos” PAREXEL pravo z&t pravne kroky na ochranu
dévernych informécii a Ziadandhradu Skéd, ktoré vznikna v
do6sledku takéhoto porusenia.

Zdravotnicke zariadenie a hlavny skuSajaci su tiez zodpovedni
za pripadné neopravnené nakladanie s dévernymi informaciami
zo strany o0s6b podigjucich sa na realizacii klinického
skusania.

Cast’ 4. Vlastnicke prava

4.1 Prava duSevného vlastnictva

V3etky vysledky Studie ziskané v priebehu vykonavania Studie
st majetkom ZADAVATEEA a ZADAVATEL ma pravo
pouZiva vysledky Studie akymKwek spdsobom, ktory uzné
za vhodny. Vysledky Stadie automaticky prechadzaju na
ZADAVATE’A atymto, v pozadovanej miere, zdravotnicke
zariadenie a hlavny skdSajaci postupuju vSetky prava, naroky a
zaujmy na vysledkoch Stadie ziskané v  Stadii
ZADAVATE 20OV

Pre odstranenie pochybnosti plati, Ze vSetky vysledky, zistenia
(bez offadu na taii su patentovatimé alebo nie), informécie a
data, ktoré maju zdravotnicke zariadenie, hlavny skuSajdci a
prislusné osoby vykonavajuce klinické skuSanie k dispozicii po
dobu vykonavania klinického skuSania, sU0 a zostavaju
vyluénym vlastnictvom ZADAVATEA, a to bez akejkivek
dalSej platby alebo finamého plnenia, a nesmu tbyiadnym
spbsobom prevedené na tretie osoby, poskytnuté tretim osobam
ani Sirené medzi tretie osoby bez predchadzajuceho pisomného
sthlasu ZADAVATEA.

Tym, Zze Centrum bude pthiZmluvu, nenadobudne samo, ani
jeho zamestnanci alebo zastupcovia, Ziadne pr&ahuice sa

na Studijné ligivo. V3etky vysledky Stadie ziskané
zdravotnickym  zariadenim alebo hlavnhym  skdSajucim
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its Principal Investigator, solely or jointly with othersaagesult
of work done under this Agreement, shall be, and remain,

times the sole and exclusive property of SPONSOR (sutge
the right expressly reserved for PAREXEL under this 8ac
4.1). The Site agrees to promptly notify PAREXEL ¢
SPONSOR in writing of any Study Results.

Institution and Principal Investigator warrant by the execu
of this Agreement that they have not entered, and will not,e
into any contractual agreement or relationship which woul
any way conflict with or compromise SPONSOR'’s rights
Study Results arising out of or related to their performs
thereunder.

Notwithstanding the foregoing, PAREXEL shall retain 1
ownership rights in and to all templates, programs and «
materials developed or licensed by PAREXEL prior to or a
from the commencement of this Agreement, regardles
whether such materials are used in connection with
Agreement.

4.2 Publications

Without prejudice to the obligations imposed by the applic
legislation, without the express prior written consent of
Sponsor, the Institution, the Principal Investigator and
collaborators shall not publish, display or use any Study Re
or data arising out from the Study’s performance. In the €
that the Institution, the Principal Investigator or
collaborators wish to publish the Study’s Results and/or dat
publication purposes, they will submit a manuscript to
SPONSOR, that will undertake to review it within ninety (!
days; the SPONSOR shall not unreasonably withhold
manuscript, but will be able to require a delay in publicatio
ninety (90) days for proven reasons related to intelléc
property protection. SPONSOR shall have the right to der
amendments to any proposed publication or presentatic
reasonable grounds including, without limitation:

SPONSOR shall have the right to demand amendments -\
shall not be unreasonably withheld - to any propc
publication or presentation on reasonable grounds inclu
without limitation:

To ensure the accuracy of the presentation or publication;
To ensure that proprietary information is not inadverte
divulged;

To enable intellectual property rights to be secured; and/or
To enable relevant supplementary information to be provide

Authorship of any publications relating to the Study shall
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individualne alebo v spolupraci s inymi, ktoré su vysledkom
prace vykonavanej na zéklade tejto Zmluvy, budl a zostanu
vzdy vyhradnym a exkluzivnym vlastnictvom ZADAVATE

(s vyhradou prav, ktoré si vtomto odseku 4.1 vyslovne
vyhradzuje spolétnog’ PAREXEL). Centrum suhlasi, Ze bude
bezodkladne pisomne informaVRAREXEL a ZADAVATELA

o v3etkych vysledkoch Studie.

Zdravotnicke zariadenie a hlavny skiSajuci svojim vstupom do
tejto Zmluvy potvrdzuju, Ze nevstapili ani nevstapia do Ziadnej
zmluvnej dohody alebo vahu, ktory by bol akymkek
spbésobom  vrozpore salebo by ohrozoval prava
ZADAVATE A na vysledky Studie.

Bez olfadu na vySSie uvedené si spmlos’ PAREXEL
ponechava Uplné vlastnicke prava votam k vSetkym
vzorom, programom dalSim materialom, ktoré spdiaog’
PAREXEL vypracovala alebo ktoré si spéhos’” PAREXEL
licencovala pred zd@atkom tejto Zmluvy a nezavisle od tejto
Zmluvy, bez ofiadu na to,i sa tieto materidly v spojitosti
s touto Zmluvou vyuzivaju alebo nie.

4.2 Publikovanie

Bez toho, aby boli dotknuté povinnosti jednotlivych zmluvnych
strdn podia platnych zakonov, nesmie zdravotnicke zariadenie,
hlavny skdSajuci ani ich spolupracovnici bez predchadzajuceho
pisomného suhlasu ZADAVATIEA publikova’, zverejni’ alebo
vyuziva® vysledky klinického skiSania ani iné data, zistena na
zaklade jeho realizacie. V pripade, Ze zdravotnicke zar@deni
hlavny skuaSajuci alebo ich spolupracovnici chcu publiRova
vysledky klinického skdSania a/alebo iné suvisiace udaje, su
povinni najprv predloZirukopis textu utfeného na zverejnenie
ZADAVATELOVI, ktory sa zavazuje text skontrolavado
dev&'desiatich (90) dni. ZADAVATE sa zavézuje bezddvodne
neodopieré udelenie suhlasu, avSak ma pravo poZiada
posunutie publikacie az o dedesiat (90) dni v pripade
opravnenych dévodov tykajlcich sa zab&rpméa ochrany prav
dudevného vlastnictva. ZADAVATEE méa pravo pozadovav
primeranej miere zmengi Upravy v predloZzenej publikacti
prezentécii, vratane okrem iného:

ZADAVATEL si vyhradzuje pravo pozadavaoddvodnené
opravy alebo dodatky, ktoré nebudd bezdbévodne odmietnuté,
pri akychkdvek navrhnutych publikacidch alebo prezentaciach,
aby napriklad, ale nielen:

zabezpéil presnos prezentacie alebo publikacie;

zabezpeil, Ze chradnené informéacie nie sU z nepozornosti
odhalené;

zabezpéil prava na dusevné vlastnictvo; a/alebo

dodal relevantné doflijuce informacie.

so Studiou bude

Autorstvo kaZdej publikacie spojenegj

Slovakia_Inst_PI_CSA V2.6_Bilingual



determined by mutual agreement.

As this Study is a multi-centre study, the first publicatidr
data shall be based on consolidated data from all ce
analysed according to the Protocol, unless otherwise agre
writing by all the principal investigators involved in the Stt
and by the SPONSOR.

Section 5. Term and Termination of the Agreement

|5.1 This Agreement shall become effective following the
of the last signature of the parties and shall remain irfdtde
and effect for the full duration of the Study according to
protocol unless terminated prematurely in accordance with

PAREXEL or SPONSOR reserves the right to terminate
Agreement without cause written notice delivered to

Institution and to the Principal Investigator. In case of ¢
termination, PAREXEL will pay the Institution for the actigs
performed up to the date of termination and shall have the
to receive from the Institution the Study Results of the dietty
completed up to that moment, which Study Results sha
subjected to the regulations of this Agreement. Witt
prejudice to the foregoing, it is understood that

compensation shall be due by the PAREXEL to the Institt
as a consequence of the early termination provided herein.

5.2 In addition to the foregoing, @ PAREXEL, for t
SPONSOR, may terminate this Agreement upon written ni
effective on the date of its delivery to the remaining iBa
thereto, for reasons including, but not limited to, any of
following occurrences:

- subject recruitment, as defined in Section 1.6, has
been completed within the scheduled period;

- two months after shipment of the Study Drug
material, no subjects have been recruited or
Principal Investigator recruits no subjects or recr
such a low number of subjects that it can be asst
that the agreed number of subjects will not be rea
during the planned recruitment phase;

- SPONSOR terminates the Study because
development of the Study Drug is discontinued;

- the dosage used for the Study no longer seems -
justified;

- a regulatory authority or other authorised institut
decides to terminate the Study in the Institution or .
whole;

- the ethics committee changes its opinion on the S
from positive to negative;

- the Principal Investigator fails to adhere to
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stanovené na zaklade vzajomnej dohody.

Pretoze tato Studia je multicentrickou Stadiou bude prva
publikdcia dat zaloZzena na zjednotenych déatach zo vSetkych
centier, ktoré budu analyzované padProtokolu, ak to nebude
inak pisomne odsuhlasené vSetkymi skiSajucirsagtinenymi

v Stadii a ZADAVATELOM.

Cast’ 5. Trvanie a zrudenie Zmluvy

5.1 Tato zmluva nadobuda platiosdatumom podpisu
poslednou zmluvnou stranou a zostava plne platnanadl po
celd dobu vykonavania klinického skuSania v sulade s
ustanovenim protokolu, polianebude prethsne ukotena v
sulade s ustanovenidtanku 5.2.

Spolanog’ PAREXEL a ZADAVATEL si vyhradzuju pravo
odstapit od zmluvy bez udania dévodu, na zaklpidemnéhao
odstupenia zaslaného zdravotnickemu zariadeniu a hlavnému
skuSajucemu. V pripade ptagného ukafenia zmluvy zaplati
spol@nos” PAREXEL zdravotnickemu zariadeniu Zanosti
vykonané k datumu ukéenia platnosti zmluvy a ma pravo
dost®¥ od zdravotnickeho zariadenia vSetky vysledky
klinického skuSania zistené na zaklagenosti vykonanych k
datumu ukotenia tejto zmluvy. Vysledky klinického skdSania
a ich odovzdavanie sa riadi ustanovenim tejto zmluvy. Bez
ohfadu na vySSie uvedené sa dojednava, Ze &pudd
PAREXEL nebude zdravotnickemu zariadeniu vyptébadnu
kompenzaciu za prédsné ukodenie tejto zmluvy v sulade s
ustanovenim tohtédlanku.

5.2 ZADAVATEL alebo PAREXEL, konajici v mene
ZADAVATELA, mozu ukodit tato Zmluvu pisomnou

vypovelou s platnofgou ku diu dorwenia takej vypovede

ostathym  zmluvnym  stranam, ato, okrem inych,
z ktoréhokdvek z nasledovnych doévodov:

nabor @astnikov tak ako je definovany €asti 1.6 nebol
dokorteny v ramci stanovenej doby;

dva mesiace po zaslani Studijnéhccilia alebo materialov
nebol vybrany Ziadnydastnik alebo hlavny skuSajuci nevybral
Ziadneho dastnika, alebo vybral tak malé mnoZsteasinikov,
Ze je mozné predpoklafiaze dohodnuté mnoZstv@astnikov
nebude vybrané do konca naplanovaného obdobia naboru;
ZADAVATEL ukorti Stadiu pretoZe je preruseny vyvoj
Studijného ligiva;

dokaze sa, 7ze davka pouzivana pre Stadiu
opodstatnend;

kontrolny organ alebo ina autorizovana institicia rozhodne
celkove ukonit Studiu v institucii alebo Stadiu ako celok;

Eticka komisia zmeni svoje stanovisko ku Studii z kladného na
Zaporng;

hlavny skuSajuci nebude dodrzigvaodmienky Protokolu a
pozZiadavky na vyglovanie formularov CRF pdd pravidiel

prestala by

© spravnej klinickej praxe; alebo
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conditions of the Protocol and the requirement
complete CRF data according to the Guidelines
Good Clinical Practice; or

- for any other breach of this Agreement by the Princ
Investigator or the Institution, provided that t
Institution and/or Prncipal Investigator fails to ci
such breach within thirty (30) days after receipt
written notice specifying such breach.

The Institution may terminate this Agreement effectivehat
date of delivery of the termination notice to the ot
Contractual Parties if any of these occur:

- PAREXEL, acting in the interest of the SPONSC
hereto breaches or does not fulfil its obligatic
stipulated in this Agreement or in applicable laws
fails to remedy such breach within 60 (sixty) d:
following the receipt of the remedy notice from t
Institution;

- any other contractual counter-party looses authoris:
to perform its activities in the industries necessary
proper performance of this Agreement;

- the safety risk for Study Subjects becomes unbeal
based on a mutual evaluation conducted by
between the Institution, the Investigator and
SPONSOR;

- any authorisation, approval or validation concerning
Study expires and/or is not extended and/or is canc
or revoked (e.g. mainly termination of the Study by
State Institute for Drug Control of Slovak Repuk
and/or a disapproval of the Study by the Etf
Committee).

In case of termination of this Agreement by any Contrac
Party hereto, the effects of termination of this Agreen
concern all Contractual Parties except if the Agreement
terminated by the Investigator. In such case the Agree
between the Institution and the Sponsor is still valid and

co-operation with the Sponsor, a new Investigator, who |
sign this Agreement and to take over the obligations of
original Investigator in order to ensure proper continuatiol
the Study and protection of proper interests of the S
Subjects

5.3 Should the Principal Investigator claim that continuatio
the Study is no longer medically justifiable, due to
unexpected results, (ii) the severity or prevalence of se
adverse events or (iii) the efficacy of the treatmernh \@tudy
Drug appears to be insufficient; then he/she will prom
notify PAREXEL as well as the ethics committee in writing.
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déjde k poruseniu Zmluvy zo strany hlavného skusSajuceho
alebo zdravotnickeho zariadenia; pdki&irana, ktora Zmluvu
porusi, nenapravi takéto porusenie do tridsiatich (30) dni odo
dina dorgenia pisomnej upomienky 3Specifikujucej takéto
porusenie.

Zdravotnicke zariadenie je opravnené odstigd Zmluvy s
a¢innogou odo da dordenia prejavu vole ostatnym
zmluvnym stranam v nasledovnych pripadoch:

- PAREXEL kona v zaujme zadaviaea pokid porusi alebo
nesplni niektord svoju povinnbpod’a tejto Zmluvy alebo
pod’a zdkona a tuto povinnpaespini ani v dodatoej lehote
60 (Segdesiatich) dni odoith dorenia vyzvy k naprave od
InStitdcie;

- pokid’ niektora zo zmluvnych stran strati opravnenie na vykon
¢innosti v danej oblasti jej pdsobenia padejto Zmluvy,

- riziko ohrozenia bezgaosti pacientov zaradenych do Studie
bude nezvladnuteé na zaklade vzajomného posudenia
vykonaného instituciou, skusajucim a ZADAVALEM

- pokid’ niektoré potrebné opravnenie, povolenie alebo suhlas
na klinické skaSanie skohsvoju platnog a nebude prdéené,
alebo bude zrusené (najma zruSenie klinického skuSania
Statnym ustavom pre kontrolu dig SR, nesuhlasné stanovisko
k etike klinického skuSania).

V pripade odstupenia od Zmluvy niektorou zo zmluvnych stran
nastavaju &inky odstupenia od Zmluvy wovSetkym

zmluvnym stranam, okrem pripadu ak od Zmluvy odstapi
Skudsajuci. V takom pripade Zmluva medzi zdravotnickym
zariadenim a Zadavdtam trvad’alej a zdravotnicke zariadenie

Institution undertakes to identify, without undue delay ant je v zaujme zachovania kontinuity klinického skuSania

a ochrany zaujmovaastnikov klinického skdsania povinné
bezodkladne zabezié v s&innosti so Zadavatem nového
skuSajuceho, ktory pristupi k tejto Zmluve.

5.3 V pripade, Ze hlavny skuSajuci dospeje k zaveru, Ze
pokratovanie Stldie uz nie je medicinsky opodstatnené kvoli (i)
netakanym vysledkom, (i) vaznosti a nérastu neZiaducich
udalosti/d@inkov alebo (iii) faktu, Ze &nnog’ lie¢by Studijnym
liecivom sa javi by nedostaténa; bude bezodkladne pisomne
informova’ PAREXEL, ako aj eticki komisiu.
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5.4 If this Agreement is terminated prematurely in accord;
with 5.2, the Institution shall use its best endeavour:
minimise further costs but consistent with good medical ca
the Study subjects.

5.5 Termination of this Agreement by any party shall not ai
the rights and obligations of the parties accrued prior to
effective date of termination of this Agreement. Neither
expiration nor the termination of this Agreement, howe
effectuated shall cause the parties to be released from
rights and obligations under Sections 2, 3, 4, 6, 7 and
under any other provisions of this Agreement that by their t
are understood to survive termination.

Section 6. Payment Terms and Conditions

In consideration for the proper performance of the Study.
Institution, and the Principal Investigator, shall be paid
PAREXEL, for the interest of the SPONSOR, in accorde
‘With the Payment Schedule set out in Appendix 1 and Appe
2 attached hereto. The contracted fees that are subjdw
preceding clause include any and all agreed fees/remune
including fee for Study Drug Handling according to Sec.
above.

The Institution and the Investigator and shall comply with
obligations in respect of taxes and social security contobsit
if applicable, which relate to the subject matter ofs-
|Agreement including,

The parties acknowledge that PAREXEL is the payment &
for SPONSOR under this Agreement and PAREXEL shall
be liable in the event that adequate funds are not made ave
by SPONSOR

Section 7. Insurance, Indemnity, Liability

7.1 Clinical Trial and Product Liability Insurance

SPONSOR, to the extent required by law, shall maintain in
force and effect throughout the performance of the S
sufficient insurance to cover the relevant liability of the Site
the SPONSOR for any damage suffered by the subjects
result of their participation in the Study.

7.2 Indemnification
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5.4 Ak bude tato Zmluva preédsne ukodena v sulade s 5.2,
vynalozi Centrum vSetko Usilie, aby minimalizovad@lSie
naklady, ale bude dalej postupové v sulade so spravnou
zdravotnou starostlivésu o &astnikov Stadie.

5.5 ZruSenie tejto Zmluvy ktoroukeek zo zmluvnych stran
nema nijaky vplyv na prava a povinnosti zmluvnych stran, ktoré
vznikli pred diom &innosti zruSenia tejto Zmluvy. Ani riadne
skortenie platnosti tejto Zmluvy ani jej zruSenie vykonané
akymkdvek spbésobom nezbavuje zmluvné strany ich prav
a povinnosti definovanychdlankoch 2, 3, 4, 6, 7 a 8. To plati
aj otakych pravach a povinnostiach  definovanych
v ktoromkd’vek inom ustanoveni tejto Zmluvy, ktorych
platnos’ sa zo samej ich povahy chape ako dlhSia nez ptatnos
Zmluvy.

Cast’ 6. Podmienky platieb

Za riadne vykonavanie Studie bude preplacana zdravotnickemu
zariadeniu a hlavnému skuSajucemu odmena &padtou
PAREXEL, konajucou v zastipeni ZADAVATR ako jeho
agent, poth platobného kalendara stanoveného v PritoHa

a ¢.1b ktejto Zmluve. Zmluvné ceny pkal predchadzajlcej
vety zalihaju vSetky dohodnuté poplatky/odmeny, vratane
odmeny za nakladanie so Studijnyntii®m pod’a odseku 1.7
vysse.

Je povinnotou zdravotnickeho zariadenia a hlavného
skuSajuceho dodrziavavSetky povinnosti tykajuce sa zdanenia
a platieb socialneho poistenia (ak aplikoVa&, ktoré suvisia

s odmenami pdé Zmluvy,

Zmluvne strany beru na vedomie, Zze PAREXEL je platobnym
zastupcom (agentom) ZADAVATEA poda tejto Zmluvy a
PAREXEL tak nenesie zodpovedtiosv pripade, Zze
ZADAVATE L neposkytne adekvatnei@Zné prostriedky.

Cagt’ 7. Poistenie, odskodnenie, zodpovedrtdbs

7.1 Studia a poistenie zodpovednosti za produkt

ZADAVATEL bude mé v sulade so vieobecne zavaznymi
pravnymi predpismi v priebehu celého konania Studie platné a
dost&ujuce poistenie na pokrytie zodpovednosti Centra
a ZADAVATELA za akukdvek $kodu spdsobenitastnikom

v désledku toho, Ze sastnili Studie.

7.2 Odskodnenie

The Institution shall defend, indemnify and hold harm! Zdravotnicke zariadenie bude chitanzbavi zodpovednosti a

SPONSOR, PAREXEL, their affiliates and their respec odSkodni

ZADAVATECA, spol@&nog’ PAREXEL, ich

directors, officers or employees (“Indemnitees”) from i pridruzené organizicie aich riadiv®, veducich pracovnikov

against all liabilities,

penalties,

damages, judgments,

and costs and expenses (including wit vSetkym

settlem¢ a zamestnancovdélej len ,Chranené osoby“) pred a proti

Skodam, finamej zodpovednosti, rozsudkom,

limitation, reasonable attorney’s fees) as incurred by vyrovnhaniam, pokutam, nakladom a vydavkom (vratane, okrem
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Indemnitees arising out of or in connection with any tt
party claims, suits, actions, proceedings, investigations
demands (“Third Party Claims”) arising out of or
connection with the Site’s negligence, willful miscondt
disregard for the Protocol, SPONSOR’s or PAREXE
|written instructions or breach of this Agreement or applei
laws and regulations.

The parties hereto acknowledge that PAREXEL does
provide indemnification of any kind to the Institution or 1
Principal Investigator.

Neither PAREXEL nor SPONSOR shall be held respons
for any controversy, demand or claim for the paymen
damages made by a Study subject against the Prir
Investigator or Institution for :

(&) injuries or damages incurred if they are the resul
negligence or wilful misconduct on the part of the Site ®
employees or agents;

(b) activities contrary to the Protocol;

(c) unauthorized warranties made by the Site or its emplc

or agents concerning the Study Drug; or

(d) any case in which written informed consent of the sut
| was not obtained.

7.3 Institution Liability and Professional Liability Insurance
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iného, primeranych honorarov pravnikom), ktoré by Chranenym
osobam vznikli z akéhoKegek naroku tretej strany, sudneho
sporu, podania, konania, vySetrovania a/alebo poZiadavky tretej
strany alebo v spojitosti s nimi'élej len ,Narok tretej strany")
zdbvodu alebo v spojitosti snedbalms na strane
zdravotnickeho zariadenia alebo hlavného skuSajuceho,
amyselnym konanim, poruSenim Protokolu, ignorovanim
pisomnych Pokynov ZADAVATEA alebo spolonosti
PAREXEL alebo zdbvodu poruSenia tejto Zmluvy alebo
prislusnych zakonov a predpisov.

Strany berd na vedomie, Ze PAREXEL neposkytne Ziadne
odSkodnenie zdravotnickemu zariadeniu ani hlavnému
skuSajucemu.

Ani spolainog’ PAREXEL ani ZADAVATEL neponesu nijaku
zodpovednasza narok na uhradu $kdd spésobenyistinikom
skiSania (pacientom), uplatneny proti hlavnému skdSajucemu
alebo zdravotnickemu zariadeniu, alebo za akyddo s tym
suvisiaci spor alebo pozZiadavky, pdkiay iSlo najma, ale nie
vyhradne o:

(a) utrpenu ujmu alebo Skodu, pdktato bola

sposobena alebo Udajne spbdsobend nedibalosalebo
umyselnym konanim na strane Centra alebo jeho zamestnancov
¢i zastupcov;

(b) ¢innog’ v rozpore s Protokolom;

(c) neopravnenymi zarukami danymi Centrom alebo jeho
zamestnancandi zastupcami v spojitosti so Studijnymdieom;
alebo

(d) o akykdvek pripad ujmy alebo Skody v situacii, kedy by
chybal riadne podpisany Informovany suhlas dotknutého
Gc¢astnika skuSania (pacienta).

7.3 Zakonné poistenie zodpovednosti zdravotnickeho zariadenia

The Institution shall maintain in full force and effe
throughout the performance of the Study manda
professional liability insurance of medical care providet
amounts appropriate to cover its liability for any dam
which may be caused as a result of fault or negligeneamyp
Institution professional involved in the performance of
Study. The Institution shall provide evidence of its insure
upon request by SPONSOR or PAREXEL. The Institu
shall be liable under this Agreement for all damagesnar
out of or in connection with the Institution’s (including t
Institution  personnels” and Principal Investigato
negligence, willful misconduct, disregard for the Proto
SPONSOR'’s or PAREXEL's written instructions or breacl
this Agreement or applicable laws and regulations.
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a jeho profesionalnej zodpovednosti

Zdravotnicke zariadenie bude tna priebehu celého konania
Stadie platné povinné poistenie zodpovednosti poskytbwate
zdravotnej starostlivosti za Skody, ktoré mézu lspbdsobené

v dosledku chyby alebo zanedbania zo strany ktordlheko
zamestnanca zdravotnickeho zariadeniaagtiujuceho sa
konania Studie, a to v odpovedajicej vyske. Na poZiadanie
predloZzi zdravotnicke zariadenie PAREXELu dokumentéciu
o jeho poisteni. Zdravotnicke zariadenie je ljgotejto Zmluvy
zodpovedné za vSetky 3Skody spbsobené zanedbanim alebo
umyselnym porudenim povinnosti pri realizacii  Stadie,
Protokolu,  pisomnych inStrukcii ~PAREXELu  alebo
ZADAVATE A alebo porusenim tejto Zmluvy alebo prislusnych
pravnych predpisov nim alebo jeho zamestnancami (vratane
hlavného skusajuceho).
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7.4 Institution and Principal Investigator shall be liable ur
this Agreement for damages resulting from negligence
wilful misconduct in the execution of the Study.

7.5 PAREXEL shall be liable under this Agreement
damages resulting from its negligence or wilful misconduc
the execution of its services hereunder

Section 8. Parties

8.1 Conflict of Interests

The Site warrants that it, as well as all their suppodqgrerel,
is not presently under any agreement or obligation which
conflict with the duties and obligations to PAREXEL
SPONSOR under this Agreement, and further agrees n
undertake any such obligation or agreement during the ci
of the Study.

The Principal Investigator hereby warrants that he/she
implemented a “Conflicts of Interests” disclosure ¢
management policy and program that complies with
requirements and regulations issued or administered b
pertinent regulatory authorities, and the Principal Investig
warrants that he/she has and will continue to comply with
policies and programs.

8.2 Relationship between theParties

The Site shall perform its services under this Agreemelyt
as an independent contractor for SPONSOR, and no
contained herein shall be construed to be inconsistent witt
relationship or status.

The Study is performed independently from any busii
transactions and decision on supply purchases
SPONSOR. The Site shall not receive any benefits for
provision of services for the Study other than the remuner.
agreed herein in Section 6.

The Site shall not retain any subcontractor to perform ar
its obligations under this Agreement without the prior writ

consent of SPONSOR or PAREXEL. Any such consent ¢
not relieve the Site of its obligations hereunder.

The Site understands and agrees that this Agreement is

entered fort he SPONSOR and for SPONSOR'’s benefit
accordingly, SPONSOR is a party hereto.

8.3 Assignment

| The Site may not assign its rights or obligations outhésf
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7.4 Na zaklade ustanoveni tejto zmluvy sO zdravotnicke
zariadenia a hlavny skudSajuci zodpovedni za Skody, ku ktorym
doslo v désledku ich nedbanlivosti alebo umyselného zavinenia
pri vykonavani klinického skuSania.

7.5 Spolénog® PAREXEL je na =zaklade tejto zmluvy
zodpovedna za Skody vzniknuté v désledku jej nedbalosti alebo
umyselného zavinenia pri poskytovani nizSie uvedenych sluzieb.

Cast’ 8. Strany

8.1 Konflikt zaujmov

Centrum potvrdzuje, Ze nie je a ani nikto z jeho pomocného
personalu nie je v gasnosti viazany Ziadnou zmluvou alebo
dohodou, ktora by mohla By konfliktnd s dlohami a
povinnogami vaii PAREXELu alebo ZADAVATH:OVI
vyplyvajacimi z tejto Zmluvy. Dalej sthlasi s tym, Ze sa
nezaviaze Zziadnou podobnou dohodou alebo zmluvou v priebehu
trvania Stadie.

Hlavny skuSajuci tymto garantuje, Zze ma zavedeny aryjat

taky program a zéasady prevencie a ochrany pred konfliktom
zaujmov, ktoré su vsulade s poziadavkami a predpismi
vydanymi alebo vykonavanymi prislusnymi reguami /

Statnymi / verejnymi organmi; okrem toho hlavny skdsajudi tie
garantuje, Ze bude v uplavani tychto zasad a programov
pokratova’ aj nal’ale;.

8.2 VZ’ah medzi stranami

Centrum bude vykonavasvoje sluzby na zaklade tejto Zmluvy
iba ako nezavisla zmluvna strana ZADAVAIE a ni tu
obsiahnuté nebude vykladané tak, aby to odporovalo tomuto
vztahu alebo Statutu.

Studia je vykonavana nezavisle na akydivkd obchodnych
transakciach a rozhodnutiach o kupovani dodavok od
ZADAVATELA. Centrum za dodavanie sluzieb pre Stadiu
neobdrzi ziadne vyhody okrem odmien, ktoré st uvedergsti

6.

Centrum si nezaisti Ziadneho subdodaisgt&tory by namiesto
nich plnil povinnosti vyplyvajace z tejto Zmluvy bez
predchadzajuceho pisomného suhlasu PAREXELuU alebo
ZADAVATELA. Takyto suhlas v3ak Centrum nezbavuje
povinnosti potia tejto Zmluvy.

Centrum rozumie a suhlasi s tym, Ze tato Zmluva sa uzatvéra v
mene ZADAVATH’A a v prospech ZADAVATEA a preto je
ZADAVATE I zmluvnou stranou.

8.3 PostUpenie prav a povinnosti

Centrum nembézZe postipisvoje prava alebo povinnosti zo
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Agreement to any third party without the prior written cons Zmluvy na tretiu stranu bez predchadzajuceho pisomneho
of PAREXEL or SPONSOR, which consent shall not suhlasu PAREXELu alebo ZADAVATEA, ktory takyto suhlas
unreasonably withheld. neoddvodnene neodmietne.

Neither Sponsor nor PAREXEL may assign their rights anc Zadavaté alebo PAREXEL neméze postéipivoje prava alebo
obligations from this Agreement to third parties without pric povinnosti zo Zmluvy na tretiu stranu bez predchadzajuceho

written consent of the Institution, which shall not be pisomného suhlasu zdravotnickeho zariadenia, ktoré takyto
unreasonably withheld. suhlas neodévodnene neodmietne.
8.4 Publicity 8.4 Publicita

No party to this Agreement shall use the name of any | Ziadna zo zdastnenych stran nebude pou¥ivaazov Ziadnej
hereto or PAREXELs name in connection with & zmluvnej strany alebo nazov PAREXELU v spojeni s reklamou
advertising or promotion of any product or service without alebo propagaciou akéhdkek produktu alebo sluzby bez
prior written permission of such party or PAREXEL, predchadzajuceho pisomného povolenia strany, ktorej ndzov ma
appropriate. byt pouZzity (resp. spotmosti PAREXEL).

Section 9. Communications Cast’ 9. Komunikacia

(1) The parties undertake to notify each other of all ewhiats (1) Strany sa zavazuju informavasa navzajom o vSetkych

influence the performance of this Agreement. skutainostiach, ktoré mézu ovplyuwhplnenie tejto Zmluvy.
(2) Notifications and payments shall be made to the follov (2) Ozndmenia a platby budi uskiriené na nasledujuce
addresses: adresy:

To PAREXEL: PAREXEL:

PAREXEL International Czech Republic s.r.o. PAREXEL International Czech Republic s.r.o.
Sokolovska 651/136a Sokolovska 651/136a

186 00 Prague 8 186 00 Praha 8

Czech Republic Ceska republika

Email: monitor@parexel.com nebo Email: monitor@parexel.com nebo
michaela.ticha@parexel.com michaela.ticha@parexel.com
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Section 10. Contractual Cas’ 10. Zmluvné
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10.1 Entire Agreement

This Agreement (including the Protocol and any Append
hereto) represents the entire understanding between the |
with respect to the subject matter hereof. No amendme
this Agreement will be effective or binding unless it s
writing signed by all parties and refers to this Agreement.
This Agreement is executed in four counterparts in |
English and Slovak, of which each of the contracting pa
and PAREXEL shall receive one counterpart.

In the event of any discrepancies between the two lang
versions of this Agreement, the Slovak language version
prevail.

10.2 Applicable Law, Place of Venue

The parties agree that this Agreement shall be governe
Slovak Law (mainly by Act No. 513/1991 Coll., Commerc
Code and Act No. 362/2011 Coll., on Drugs), without reg
to the conflicts of laws provisions thereof.

The parties will endeavour to settle amicably any dis)
having its origin in this Agreement. In case a dispute
brought before a court of law, the courts of Slovak Rept
will have sole jurisdiction over the litigation.

10.3 Severability

Should any of the provisions of this Agreement be decl
entirely or in part invalid or unenforceable by the pertir
authorities according to the applicable laws, the remai
terms of this Agreement shall not be affected by ¢
declaration. Such invalid provision shall be replaced by a
provision reflecting, to the extent possible, the intent of
original provision.

10.4 Waiver

The waiver of or acquiescence by any party hereto to
terms or provision hereunder, or the failure of any part
insist upon strict compliance with any warrar
representation, agreement, term, or condition in
Agreement, shall not constitute a waiver of any subsec
default or failure, whether similar or dissimilar.

10.5 Principal Investigator’s obligations

For the avoidance of doubt, even if not expressly stated he
the Principal Investigator shall be jointly and severathynd
with the Institution for the performance of any Institutio
obligation set forth in this Agreement.

Section 11. Miscellaneous
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10.1 Cela zmluva

Tato Zmluva (vratane Protokolu a vSetkych doleuvedenych
priloh) reprezentuje celkové zjednanie medzi stranarfadte
predmetu Zmluvy. Ziadny dodatok k tejto Zmluve nebude platny
alebo zavazny, kym nebude v pisomnej podobe podpisany
vSetkymi stranami a bude sa’ahova’ k tejto Zmluve.

Tato Zmluva je wvyhotovena v Styroch rovnopisoch
v dvojjazy¢nom (anglickom a slovenskom) zneni, z ktorych
kazda zo zmluvnych stran, ako aj PAREXEL, obdrZi po jednom
vyhotoveni.

V pripade akychkivek rozporov medzi oboma jazykovymi
verziami tejto zmluvy je wujuca verzia slovenska.

10.2 PouzitBné pravo, miestna prislusmos

Strany suhlasia, Ze tato zmluva sa bude tisdovenskymi
zadkonmi (najmd zakonon¥. 513/1991 Z.z., obchodnym
zakonnikem a zakonomé. 362/2011 Z.z., o liekoch

a zdravotnickych pomdckach), bez l'atilu na ustanovenia
medzinarodného prava sukromého.

Strany sa budu snaZurovna akykdvek spor pochadzajuci z
tejto Zmluvy zmierom. V pripade, Ze bude spor predloZeny sudu,
rozhodnu o veci vecne prislusné sudy Slovenské republiky..

10.3 Oddeliténog’

V pripade, Ze bude akékak ustanovenie tejto Zmluvy
vyhldsené za Uplne alebociastane neplatné alebo
neuskutonitelné relevantnymi  autoritami v sulade s
pouziténymi zakonmi, ostatné podmienky tejto Zmluvy nebudu
touto skuténog’ou ovplyvnené. Toto neplatné ustanovenie bude
nahradené platnym ustanovenim reflektujucim zamer pévodného
ustanovenia do najvys3ej moznej miery.

10.4 Vzdanie sa prava

Vzdanie sa prava alebo nevymahanie prévaz vyslovné alebo
konkludentné, v suvislosti s akynik@k ustanovenim tejto
Zmluvy, ¢i netrvanie ktorejktvek zmluvnej strany na striktnom
dodrZzani akejkivek zaruky, vyhlasenia, ustanovenia alebo
podmienky potla tejto Zmluvy, sa nebude vysteva’ ako
vzdanie sa prava v suvislosti s akyridek budicim porusenim
alebo opomenuting uz podobnym alebo rozdielnym.

10.5 Povinnosti hlavného skusajuceho

Pre vylEenie pochybnosti plati, aj &&o v tejto zmluve nebude
vyslovne uvedené, Ze hlavny skuSajuci je spodoa nerozdielne
zviazany so zdravotnickym zariadenim prgely plnenia
akychkdvek povinnosti zdravotnickeho zariadenia ljzod
ustanoveni tejto zmluvy.

Cast’ 11. Rozne
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Principal Investigator hereby represents that he/she has
been subject to debarment proceedings, indicted, convicte
otherwise engaged in conduct for which a person cai
debarred, all under Section 306(a) or (b) of the United S
Food Drug and Cosmetic Act (21 U.S.C. 335(a) and (b).

The following numbered appendices form an integral pa
this contract:

No. 1 — Payment schedule

No. 2 PAREXEL International
Authorization (Power of Attorney)
No. 3 — Clinical Trial Protocol

No. 4 — Informed Consent Form and information brochure
the Study subjects

No. 5 — Insurance Certificate

No. 6 - SUKL Approval

No. 7 — EC approval

No. 8 — Power of attorney for MUDr. Michaela Ticha

Czech Republic s.

Section 12. Privacy

In accordance with section 3.1 of this Agreement, the pe
undertake to perform the Study and this Agreement in
compliance with any applicable legislation on the protectio
personal data, including security and confidentiality issues

Each party acknowledges that acting in full compliance !
the applicable legislation on personal data protec
including security and confidentiality issues is an esde
condition of its appointment for the performance of the Stu
According to the applicable legislation on personal data.
parties agree that the Sponsor and the Institution will su
“Data Controller”, each one within its terms of refereras]
PAREXEL and Principal Investigator will act as “De
Processor”, respectively of the Sponsor and of the Institu
each one within its terms of reference.

[The Principal Investigator will adequately de-identify tata
(e.g. making such data anonymous) of the Study subjec
such a way the Sponsor does not access to such person:
Personal data of the Study subjects will only be accesse
the extent permitted by the informed consent form provide
such subjects, by the professionals, monitors and auditor
the pertinent authorities in the exercise of their profesdi
functions.

The parties undertakes to make their Personnel involved i
performance of the Trial and of this Agreement comply \
the applicable legislation and SPONSOR'’s instructidklk.

| 208695 DEX-TRA-04 SVK 42102 CSA KopcanB Bilingu#l130528 0,3

Pagel 8 of 40

Hlavny skd3ajdci tymto prehlasuje, Zze¢vaemu nikdy nebolo
vedené konanie vo veci zakaZinnosti a Ze nebol nikdy ani
obvineny alebo usvedny zéinnosti, ktora by v zmysl€lanku
306(a) alebo (b) zakona USA o potravinach, ¢iliéch

a kozmetickych pripravkoch (United States Food Drug and
Cosmetic Act (21 U.S.C. 335(a) and (b)) mohla kipvodom
zékazucinnosti, respektive nebol ani inym spésobom do takejto
¢innosti nijako zaangaZovany.

Nasledujuce d&slované prilohy tvoria nedielnu &g tejto
zmluvy:

C. 1 - Rozpis platieb

C. 2 — Autorizacia spolmosti PAREXEL International Czech
Republic s.r.o. (plna moc)

C. 3 — Protokol klinického skusania

C. 4 — Formular informovaného suhlasu a infotnéa brozura
pre &astnikov Studie

. 5 — Doklad o poisteni

. 6 — Suhlas Statneho Gstavu pre kontrokivie

. 7 — Suhlas etickej komisie

. 8 — PIna moc pre MUDr. Michaelu Tichu

% Ox O O

Clanok 12. Ochrana stkromia

V sulade gag’ou 3.1 tejto zmluvy sa zmluvné strany zavéazuju
vykonava Studiu a tato zmluvu v Uplnom sulade s prislusnymi
pravnymi predpismi o ochrane osobnych Gdajov vratane otdzok
bezpeénosti a dovernosti.

Kazda zo zmluvnych stran berie na vedomie, Ze (plné
dodrZiavanie suladu s prislusnymi pravnymi predpismi o ochrane
osobnych uUdajov vratane otazok bezpesti a dévernosti je
zékladnou podmienkou toho, aby mohla vykomwauo Studiu.

V sllade s platnymi pravnymi predpismi o ochrane osobnych
udajov sa zmluvné strany dohodli, Ze zaddvatmstitucia budu
vramci svojich povinnosti koria ako kontroldri Gdajov

a spolénog’ PAREXEL a hlavny skdSajuci budud kahako
spracovatelia Udajov, pripadne ako zaddvageinstiticia

v zmysle svojich povinnosti.

Hlavny skdSajuci primerane zakryje totoZztiow Udajoch
pacientov zaradenych do Studie (napr. urobi tieto uUdaje
anonymnymi) takym spdsobom, aby zadaWatemal pristup

k takymto osobnym udajom. Osobné Udaje pacientov Stadie
budu pristupné len v rozsahu, vakom je to umozZnen&apod
informovaného suhlasu, ktory bol poskytnuty tymto pacientom,
budd  pristupné odbornikom, monitorom a auditorom
a prislusnym aradom pri vykonavani svojich profesionalnych
funkcii.

Zdravotnicke zariadenie a hlavny skdsajlci su povinni zaviaza

vSetky osoby podi@jiuce sa na vykonavani tohoto klinického
skiuSania a tejto zmluvy, dodrziavanim ustanoveni vSetkych
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other parties shall reasonably allow Sponsor to accessat!
data as well as any other information that may be relevar
the Study.

Section 13. Compliance with laws

| The parties represent, warrant and covenant that all acti

performed, directly and indirectly, under this Agreement s
be conducted in accordance with all applicable laws
regulations(including, but not limited to, anti-corruption
anti-bribery legislation), (hereinafter referred to as the “Lav
in force from time to time without exclusions and
exceptions.

Either party, in performing this Agreement, represents
warrants that it will fully and absolutely comply with the La
and commits itself to adopt all necessary measures to pr
violation to the Laws and, more in general, crin
commission.

Without limiting the foregoing, either party agrees thatilt

not, in the conduct of its performance under this Agreen
offer, pay, give, or promise to pay or give, directly
indirectly, any payment or gift of any money or thing of va
to (i) any government official to influence any acts
decisions of such official or to induce such official to use
influence with any government to effect or influence

decision of such government in order to assist the party

performance of its obligations under this Agreement o
benefit either of the parties; (ii) any political partycandidate
for public office for such purpose; or (iii) any person if eit
party knows or has reason to know that such money or thi
value will be offered, promised, paid, or given, directly
indirectly, to any official, political party, or candidate farch
purpose.

It is understood that the defaulting party shall hold harr
and indemnify the other party and the SPONSOR from
and all claim, expense, fine, sanction, prejudice, obligati
consequences or adverse implications that may arise res
from the conduct of the defaulting party violating the Laws.

A violation or a threatened violation of the Laws carried ou
individuals in top positions, de jure or de facto, within
company organization of the defaulting party or by
employees, consultants, representatives, proxys, agents .
by those who act, for any reason, in the interest or for
advantage of the defaulting party shall constitute a mélt
breach under this Agreement and, therefore, the non defa
party shall have the right to terminate this Agreement
immediate effect by simple written notice to the defaul
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platnych zakonic a pokynov ZADAVATEA.V3etky dalSie
zmluvné strany primerane umozZnia zadak@te pristup ku
klinickym adajom ako aj inym informéciam, ktoré mézu’ ipye
Studiu relevantné.

Clanok 13. Dodrziavanie zakonov

Zmluvné strany vyhlasuju, zavazuju sa diauza to, Ze v3etky
¢innosti, ktoré budu priamo alebo nepriamo vykomave
zaklade tejto zmluvy, musia tyvykonavané v sulade so
v3etkymi platnymi zakonmi a predpismi (vratane, okrem iného,
predpisy na ochranu proti korupcii a Uplatkom Jaléj len
"zakony"), a to bez vynimky.

Kazda zo zmluvnych stran sa v suvislosti s plnenim ustanove
tejto zmluvy zavazuje a &uza to, Ze bude vzdy plne a désledne
dodrZiavd ustanovenia zakonov a zavazuje sa prijdetky
potrebné opatrenia na zabranenie porusenia zakonov a, Vo
vSeobecnosti, na pachanie tresttienosti.

Bez obmedzenia vySSie uvedenych ustanoveni, sa kaZda
jednotlivd zmluvna strana zavézuje po celu dobu plnenia
ustanoveni tejto zmluvy priamo alebo nepriamo nepahuka
nevyplacd nedubova ani neposkytoua akékdvek finartné
dary¢i hodnotné veci: (i) Zziadnym Statnym Uradnikom Zaldm
ovplyvnenia ich skutkov¢i rozhodovania alebo zacélom
stimulov, aby tento Uradnik vyuZil svoj vplyv nha ovplyvnenie
rozhodnutia Statnych organov tak, aby toto rozhodnutie prospelo
niektorej zo zmluvnych strdn alebo jej pomohlo pri plneni
povinnosti potla tejto zmluvy, (ii) Ziadne politickej strane alebo
uchadzaom o verejné politické funkcie, za rovnakynelom

ako v predchadzajucom bode (i) vySSie; (iii) Ziadnej osobe, o
ktoré tato zmluvna strana vie alebo ma dévod sa donthigea
tieto finartné prostriedky alebo hodnotou vec priamo alebo
nepriamo odovzd4, I'8bi, vyplati alebo ponukne Statnym
dradnikom, politickym stranam alebo kandidatom na politické
funkcie za delom ziskania vyhod opisanych v bode (i) vysSie.

Zmluvna strana ktord sa dopustila poruSenia ustanoveni tejto
zmluvy sa zavazuje ostatné zmluvné strany tejto zmluvy a
ZADAVATETLA zbavi zodpovednosti a od3kodniza v3etky
naroky, pokuty, penale, sankcie, povinnosti, dbsledky a
negativne vplyvy, ktoré im mézu vzniknu dosledku spravania
zmluvnej strany, ktord porusila zadkony.

PoruSenie ustanoveni zakonov alebo hrozba, Ze dbéjde k
poruSeniu ustanoveni zakonov zo strany faktickych alebo
zékonnych veducich pracovnikov spiosti alebo organizacie
zmluvnej strany, ktora porusi ustanovenia zakonov, rovnako ako
spachanie takéhoto poruSenia zo strany zamestnancov, poradcov,
zastupcov, splnomocnencov, predstdigtea/alebo oséb, ktoré
akymkdvek spdsobom konaju v zaujme alalebo v prospech
porusSujucej zmluvnej strany, je povaZované za zavazné
poruSenie ustanoveni tejto zmluvy a v takom pripade ma
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party and without prejudice to any other remedy the zmluvna strana, ktor4 sa nedopustila poruSenia zakonov, pravo

defaulting party may be entitled to:

1)

PAREXEL International Czech Republic s.r.o.
| (For the interest of Menarini)

represented byMUDr. Michaela Ticha

odstapt’ od zmluvy s okamzitymdinkom, na zaklade dotenia
pisomného odstipenia zmluvnej strane, ktora poruSila
ustanovenia zakonov. Odstupenie od zmluvy neobmedzuje pravo
zmluvnej strany, ktord neporusila ustanovenia zakonov, Ziada
nahradu Skody alebo iné napravné opatrenia po zmluvnej strane,
ktoré ustanovenia zdkonov porusila.

(1)

Menarini zastupeny spainog’ou

PAREXEL International Czech Republic s.r.o.
Zastupenou MUDr. Michaelou Tichou

MUDr. Michaela Ticha Date

2) Institution: Fakultna nemocnica Trencin

RNDr. Jan Dubovsky Date

3 Principal Investigator:

MUDr. Michaela Ticha Datum

2) Zdravotnicke zariadenie: Fakultna nemocnica
Trergin

RNDr. JAn Dubovsky Déatum

3) Hlavny skuSajici:

| MUDr. Branislav Kopcan Date

| 208695 DEX-TRA-04 SVK 42102 CSA KopcanB Bilingu#l130528 0,3
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Appendix 1-a — Enrolment and Payment Schedule

Payment of Institution Grants

Protocol Number. DEX-TRA-04

Protocol Title
A RANDOMIZED, DOUBLE-BLIND, PLACEBO AND ACTIVE-CONTROLL ED,
PARALLEL-GROUP STUDY TO EVALUATE THE ANALGESIC EFFICAC Y AND
SAFETY OF DEXKETOPROFEN TROMETAMOL AND TRAMADOL
HYDROCHLORIDE ORAL FIXED COMBINATION ON MODERATE TO SEVE RE
ACUTE PAIN FOLLOWING ABDOMINAL HYSTERECTOMY

Definitions

“Completed Subject” means any Subject who has completed élseritred course of treatment for a subject in the Study in
accordance with the Protocol.

“Principal Investigator” is the individual named in the preamble toAQreement, and is the person responsible for the conduct
of the Study at Institution. If a Study is conducted by a tearnmdifiduals at an Institution, Principal Investigator is the
responsible leader of the team.

“Investigator Request Form” (IRF) shall mean the form dairtg the information that PAREXEL Finance Department requires
from the payee prior to being able to process payments for said payee.

“Study Personnel” means any employees of Institution or Prinaipalstigator, and/or contractors engaged by Institution or
Principal Investigator, who are involved in performing the Stirdyluding Sub-Investigator(s), Study coordinator(s), and any
other contractors, agents and employees of Institution or Prirojggtigator who assist Institution and Principal Investigator
with the Study.

“Study Results” refers to any and all information and any othaerial and results directly or indirectly arising fromiror
connection with the Study, regardless of whether the Study wad ainyeelding the relevant Study Results or whether they are
ancillary in connection with the Study.

“Sub-Investigator” is any individual member of the clinicéltteam designated and supervised by the Principal Investigat
Institution to perform critical trial-related procedures anddamtike important trial-related decisions (e.g., associatidergs,
research fellows).

“Subject” is a person participating in the clinical trial and iderdtifrethe signed informed consent form

1. Enrolment Targets and Enrolment Schedule

Principal Investigator, on behalf of the Institution, shall enrol 20 Stsbjethe Study by the 15 April 2014.
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2. Fee Per Completed Subiject:

2.1 Visit schedule with associated budget for Completed Subject

Subject Status Payment Point Amount (<<euros>>)

(Visit Schedule)

| Visit 1 284,35

| Visit 2 118,60

| Visit 3 280,42

| Visit 4 250,51
Visit 5 140,21
Visit 6 225,93

Total Per Subject Grant

| 1300,02

2.2 The Fee for each Completed Subject includes (but ismitédi to) the following costs or expenses: hospital overhead
fees and travel reimbursement

SUBJECT TRAVEL: A maximum of 19 EUR per EOV VisttISIT 5) will be paid for Subject travel reimbursent. This amount needs to be
reflected in the informed consent form as it wié provided to the Subject. The reimbursement bl paid against the receipt of the
corresponding support documentation

3. Other Payments:
Payment for other fees or expenses that are not included in ésgpEe Completed Subject (as defined in Section 2)
will be made according to the following rates:

ITEM Amount (Euros)
0
| Stoh/o of the n. of 203.11
, e screening
Screen Failure . (full amount of
failure for the full SP)
amount of SP
Start up fees or
Reimbursable One-time
Advance payment 706.00
Payment
One-time
Pharmacy Fees payment 222.00

SCREENING FAILURE: Screening failures will be paid up to 50% of tverall number of screened Subjects, unless PAREXEL
and SPONSOR provide prior written approval to eddées maximum. The single screening failure walremunerated with an
amount of€ 203.11.
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In the event that such approval is granted, Ink&ituwill be paid in accordance with the fees sethf above for any additional
approved SFs. Written notice of the payment foritamiél SFs will be provided to Principal Investigaor Institution and no
amendment of this Agreement shall be required

START UP FEES: A non-refundable payment of Euros 706.00 for start-up relattdities (e.g. initial pharmacy fees,
preparation of regulatory documents, preparation, administration andssutrmof protocol and related documents to the
IRB/ethics committee, etc.) will be made upon execution of theegent, IRB/ ethics committee approval, and site initiation.
This payment is considered full and final compensation for all actvassociated with Study initiation.

PHARMACY FEES: Study-specific costs incurred by a pharmacy that are taiedeto Subject specific treatment to conduct
the Study will be reimbursed at the maximum amount of Euros 227188 reimbursement will be paid against the receipt of
the corresponding support documentation.

EQUIPMENT: PAREXEL may provide thermometers < TFA>> totaling nn 2 <<15 EUROS> (Equipment). The Equipment
shall be retained by the Institution upon completion of the Study, protheee were nnl or more randomized Subjects at the
Institution. In the event there were less than nnl Subjacdomized at the Institution, the Equipment will be returned to
PAREXEL within fifteen (15) days of the site closeout vaithe InstitutionThe fair market value of Equipment retained by
Institution shall be determined at the conclusion of the Study, lzadtitee considered compensation to the Institution, unless
PAREXEL determines at its sole discretion that Equipment bmiseturned. Any local tax liability for the Equipment shall be
the responsibility of the Institution. Unless otherwise agjfeetween the parties, the Equipment shall be delivered orly aft
signature of this Agreement.

The Institution undertakes to ensure that the Equipment shallrrémpérfect working order throughout the period covered by
the Study, and that the Equipment is used for the purpose of the Steilyer SPONSOR nor PAREXEL, shall be responsible
for providing the Institution with any service, or maintenance, or assistalated to the Equipment during or after the Study.

4, Pro-Rata Payments

4.1 Payment for Subjects who do not complete the Study may be tmddstitution on a pro rata basis. Payment will
include only those Subjects who were enrolled before the presatumination of the Study or the date that notice is redeiv
of such premature termination, whichever is later.

4.2 Should SPONSOR terminate the Study prior to completion, prb-exigenses and fees shall be paid as set forth in
Section 2.1 for each Subject visit performed before the pteentgrmination of the Study or the date notice is received bf suc
premature termination, whichever is later.

4.3 If other non-cancelable costs are incurred by Instituticittewrjustification must be provided to SPONSOR for review
and approval, and payment of such costs is subject to SPONSOR'’s approval.

5. Protocol Violators
Payments for Study Subjects who are deemed to hamdrbemlation of the Protocol may be paid up to the pitiat the violation
occurred at the discretion of SPONSOR and/or PAREXE
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0. Payment Conditions

6.1 Payee
The payee under this Appendix 1-a shall be théutish.

6.2 Periodic Payments

Institution shall submit invoices for Services performed axmgkmlses incurred (as defined in Sections 2. & 3. herein) on a
guarterly basis. Payments will be made by eleatramire to the bank account stated in the Invesiig&®equest Form.
Cheque/Check payments will be made only when payee’s bank is not Iadtreréc payment domain. Payments shall only be
made when the following criteria have been met:

Subject meets the inclusion and exclusion criteria as defined in ttoeélr@and

Study procedures have been conducted in full compliance with the Protocol; and

Completed CRFs for the quarter have been delivered to amdkived by PAREXEL according to any stipulated points ie tim
and the data contained therein can be verified by referente t8tady Subject’'s medical files and is complete and
correct.

All payments are subject to withholding taxes required under the applicaisdictions.

6.3 Final Payment
Notwithstanding the criteria defined in Section @l#ve, the final payment shall be contingent ughenfollowing additional
conditions:

(@ all required Subject visits have been completed; an

(b) SPONSOR has received all Subject data in a fortaldaifor analysis; and

(c) all data clarification queries have been resolee8RONSOR'’s satisfaction; and

(d) SPONSOR has verified that all required regulataguenentation is complete, and

(e) Institution has returned all required equipmenigdrand other material to SPONSOR; and

® the Study close-out visit has been completed; and

(g) Institution has provided final invoices within 38y$ of close out visit.

Institution shall have 60 days from the receipthef final payment under this Agreement to idertifscrepancies and resolve any
payment disputes with PAREXEL.

7. Investigator Request Form and Payment Instructions

7.1 PAREXEL shall send, via e-mail transmission, an elednegrision of the Investigator Request Form to the Institution
This e-mail will also contain details of where to return the completezion of the electronic form.

7.2 T he Institution shall complete the electronic versiorheflhvestigator Request Form and return it to CRO, via &-mai
transmission, at the email address specified in the e-maileéfierin Section 1.) above.

7.3 PAREXEL shall insert a paper copy of the completed InvestigatoeRiegum as Attachment 1.

7.4 Payments shall be made by PAREXEL on behalf of SPONSORhaficdbe paid within sixty (60) days of receipt,
review and approval of an original invoice* submitted to the following address

PAREXEL International Czech Republic s.r.o.
Sokolovska 651/136 a

186 00 Praha 8

Czech Republic
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Please note that invoices* must contain the folgunhformation:

(a) Protocol Number; and

(b) Invoice Date; and

(c) PAREXEL Project Number; and

(d) Date & Description of Services Provided; and
(e) Total amount payable; and

(H X change rate used (where applicable)

Where the payee is VAT/GST registered then the following infoaomathould also be provided:

() VAT / GST registration number of the supplier (payee), prefixed with doeintry code (if applicable); and
(b) VAT / GST registration number of the customer (CRO), prefiw@l their country code (if applicable); Optional
wording - To be included only if the VAT reverse charge-meda’ is applicableThe invoice must also state the SPONSOR
as the Service recipient with its name and address and on the invoice;

i. and
(© The rate of VAT / GST and amount of VAT / GST payable; and
(d) The amount exclusive of VAT / GST (net amount); and
(e) Total amount payable (gross amount).
3] Optional wording - To be included only if the VAT reverseagfe-mechanism’ is applicabl&he invoice should
indicate that the supply of Services is subject to the EU VAT rexdrarge procedure.

*Debit Notes should be provided by Institution in countries unable to ingo&es.

Optional wording - To be included only if the ‘VAT reverse charge-maishd is applicable

According to the EU directive 2008/8 of 12 February 2008 amending Dee2fi06/112/EC as regards the place of supply of
services the SPONSOR is considered to be the recipidiiedervices described in this Agreement in terms of \TAE
services are not subject to VAT in XXX (country where thgtitution is located) but in YYY (country where the SPONSOR
located). The recipient of the services reports the MAEs preliminary VAT return and is liable to pay theadb VAT. The
Institution will not levy any VAT on its invoices.
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Priloha 1-a - Nabor pacientov a platobny kalendar
Vyplaty odmeny zdravotnickemu zariadeniu

Cislo protokoluDEX-TRA-04
Nazov protokolu:
RANDOMIZOVANA DVOJITO ZASLEPENA PLACEBOM A AKTIVNE KONT ROLOVANA STUDIA
V PARALELNYCH SKUPINACH NA HODNOTENIE ANALGETICKEJ U  CINNOSTI A BEZPE CNOSTI
PERORALNEJ FIXNEJ KOMBINACIE DEXKETOPROFEN TROMETAMOLU A TRAMADOL
HYDROCHLORIDU NA MIERNU AZ ZAVAZNU AKUTNU BOLES T PO ABDOMINALNEJ HYSTEREKTOMII

Vyznam pojmov

"Dokonceny (&astnik skuSania" je kazdy deny pacient, ktory dokai liecbu predpisand v rdmci klinického skudSania, v
sulade s protokolom.

"Hlavny skdsajuci” je fyzicka osoba uvedenda v zahlavi tejiuzy a séasne osobou zodpovednou za vykonavanie klinického
skiSania v zdravotnickom zariadeni. Ak je klinické skiSanie \gikamé v zdravotnickom zariadeni timom nigkah oséb, je
hlavny skdsajlci zodpovednym veddcim tohto timu.

"Formular pre skasajuceho (IRF)" je formular obsahujuci infeimé&toré finatny usek firmy PAREXEL potrebuje na to, aby
mohol riadne spracovavayplaty odmien danému prijemcovi odmeny.

"Pracovnici podiBajuci sa na realizacii klinického skdsania" su zamestnas@votnickeho zariadenia, hlavny skasajuci,
a/alebo zmluvni partneri zdravotnickeho zariadenia a/alebo hlawsid€iSajuceho, ktori sa poth@l na realizacii klinického
skiSania, vratane vSetkych ostatnych zmluvnych partnerov, zastaletavzamestnancov zdravotnickeho zariadenia a / alebo
hlavného skuSajuceho, ktori zdravotnickemu zariadeniu a/alebo hlawkéiSajtcemu pomahaju s vykonavanim klinického
skasania.

"Vysledky klinického skiSania" su vSetky informacie a ostatné raatexivysledky priamo alebo nepriamo zisténédvodené

v suvislosti s vykonavanim klinického skuSania, a to beladih na toc¢i klinické skuSanie bolo zamerané na ziskanie
relevantnych vysledkov alehi tieto vysledky boli ziskané nahodne alebo ako #iggte zisteni pri vykonavani klinického
skasania.

"Pomocny sku3ajuci” je akakeek fyzicka osoba, ktora jenom timu vykonavajuceho klinické ska3anie a ktora je podriadena
hlavhému skd3ajucemu v zdravotnickom zariadeni a vykonava délgZétenia &innosti v savislosti s klinickym skdsanim
a/alebo prijima rozhodnutia, ktora sa tykaju klinického skuSaragriklad pomocni neatestovani lekéri , atestovany lekari,
pomocni vyskumni pracovnici).

"Uc¢astnik ski3ania" je osoba (pacientgashujici sa klinického ski3ania, ktord je uvedend v zazname amiaf@nom
suhlase

1. Cid’ovy potet pacientov aéasovy harmonogram naboru

Hlavny skuSajuci, sa do klinického skiSania v zdravotnickom zaiiadeazuje zaradi20 (Eastnikov skiSania, a to dw<
15.aprila 2014>.

2. Odmena za dokorteného €astnika skiSania

2.1 Casovy harmonogram navstev, vratane prisludného ¢arpa dokotieného dastnika skiSania
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Vyplata odmeny za Suma (<<EUR>>)
pacienta v zavislosti od
priebehu klinického
skusania
(Harmonogram navstev)
| Navsteva 1 284,35
| Navsteva 2 118,60
| Navsteva 3 280,42
| NavSteva 4 250,51
Navsteva 5 140,21
NavSteva 6 225.93
CelkovA odmena  za
| Géastnika skiSania 1300,02

2.2 Odmena za ukoéaného dastnika skuSania zata (okrem iného) nasledovné naklady a vydavky: rezijné naklady
nemocnice a cestovné nahrady:

Cestovné nahrady: Subjekt hodnotienia obdrzi 19 EUR zagwavs8OV ( navSteva 5)ako cestovné nahrady.Tato suma sa musi
odrazit v informovaném suhlasu a bude poskytnutd Subjektu hodnoteniaadauhékladov bude prevedend na zaklade
prislusnej dokumentécie./

3. Ostatne platby:
Uhrada inych odmien a vydavkov, ktoré nie su zahrnuté v odmene zacdokbon dastnika skdSania (v zmysle

ustanoveni&lanku 2) bude vyplacana v nasledujucich sadzbéach:
Suma
PoloZka (EUR)
Tato odmenu
moZzno vyplatf
a max 50% z
| z 3 203,11
NeuUspeSny skrining ceiljlz(;\t/l:aho (plnad suma za
pacientov, ktori pacienta)
presli
skriningom
Zria d’ovaci o
poplatok alebo Jedr;;)trt?;ova 706.00
vratna zaloha P
. Jednorazova
Odmena lekarne platba 222.00

NEUSPESNY SKRINING: Odmena za neuspedny skrining bude vyplatena zandlae 50% z celkového pin wastnikov
skuSania, ktori skriningom presli, ak spolos” PAREXEL a ZADAVATEL vopred pisomne neschvali navySenie tohto linZitu.
kazdy neuspesny skrining bude vyplatena odmengdke€ 203,11

V pripade schvalenia navySenie maximalneh&tipbiradenych nedspesnych skriningov bude zdraketmig zariadeniu alebo
skuSajucemu vyplatena odmena v uvedenej vySkeazdyK'alSi schvaleny neuspesny skrining. V takom pripestieide potrebné
vykonava zmenu tejto zmluvy, ale hlavny skdSajuci aleboazdmicke zariadenie dostant pisomnu informaciueplateniu
d’alSich neuspe3nych skriningov.
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ODMENA ZA PRIPRAVU KLINICKEHO SKUSANIA: Nevratna odmena vo vy3ke € 706.00 bude vyplatetiiazeasti stvisiace
s pripravou klinického skuSania (napriklad pripgapndce lekarne, priprava dokumentécie pre orgéyeho dozoru, priprava,
riadenie a predloZenie protokolu a suvisiacich duuotov etickym komisiam, kontrolnej komisii (IRBgpod. pri podpise tejto
zmluvy, po schvéleni klinického skdsania IRB/etickamisiou a po vykonani pripravnych prac na miestdizacie klinického
skd3ania. Tato suma predstavuje Uplnd adminedmenu za vSetk§nnosti stvisiace s pripravou naage klinického skusania.

ODMENA PRE LEKAREN: Naklady lekarne v stvislosti s klinickym ska3anktoré nestvisia s konkrétnoudu pacienta v
ramci klinického skdSania, budd hradené do maxiejapsky 222.00 EUR. Nahrada sa vyplati na zakiasi#zania prislusnej
preukazné dokumentacie.

VYBAVENIE: Spol@&nos’ PAREXEL méze poskytrnitteplomery <<TFA>> v celkovom gte 2 ks v hodnote << 15 EUR#dlej

len vybavenie). Zdravotnicke zariadenie si mdZedp&orteni klinického skudSania ponechaoskytnuté vybavenie, ak do
klinického skdsania zaradilo aspon pacientov. V pripade, Ze zdravotnicke zariadenidimiokého skiSania zaradi menej ako nnl
pacientov, vrati vybavenie spdlwsti PAREXEL do patnastich (15) dni od uskuatmnia zaver@ej navstevy v ramci klinického
skuSania. Poctiva trhova hodnota vybavenia, ktorédsavotnicke zariadenie ponecha, bude ¥itpod k datumu uk@enia
klinického skuSania a zistetigstka bude povaZzovana za odmenu pre zdravotnicke zaeiade spolénos” PAREXEL na zaklade
svojho vlastného uvaZenia, nerozhodne, Ze je petrg@oskytnuté vybavenie vratiZa Uhradu vSetkych davych povinnosti
vztahujdcich sa na vybavenie, nesie zodpovetindgavotnicke zariadenie. Pokiaebude medzi zmluvnymi stranami dohodnuté
inak, bude vybavenie poskytnuté aZz po podpise zejiavy.

Zdravotnicke zariadenie sa zavazuje zabg¢peby vybavenie po celi dobu vykonavania klinick&laiSania zostalo v
bezchybnom stave a bolo pouzivané vyhradnedaly tohto klinického skisania. ZADAVATEani spolénos’ PAREXEL nemaju
Ziadnu povinnosa zodpovednasvogi zdravotnickemu zariadeniu za zaberpee akychkbvek dalSich sluzieb, udrzbsi pomoci
v suvislosti s vybavenim, a to ako v priebehu &kgho skdSania, tak ani po jeho skemi.

4, Pomerné platby

4.1 Odmena za lkenych pacientov, ktori vSak nedokorcelé klinické skuSanie méze tbydravotnickemu zariadeniu
vyplatena pomernotiastkou. Odmena bude vyplatena iba za pacientov, ktori boli deakdimd skiSania zapisani pred jeho
prectasnym ukotenim alebo k datumu prijatia vypovede zmluvy, fizotbhoc¢o nastane neskor.

4.2 Ak ZADAVATEL ukorti klinické skiSanie pred jeho riadnym dokenim, budd odmeny a nahrady na pacienta
vyplatené v sumach uvedenychélanku 2.1, a to za vSetky navStevy pacientov, ktoré sa usklitpred predasnym
ukontenim klinického skiSania alebo pred datumom kedy zdravotnickadeai@ dostalo oznamenie o pf@ashom ukodeni
klinického skuSania, pdid toho¢o nastane neskor.

4.3 Ak zdravotnickemu zariadeniu vzniknutd neodvratné naklady zavsapeedloZi ZADAVATELOVI ku kontrole a
schvéleni sprievodnu pisomnu dokumentaciu. Uhrada tychto ndkladov potom podliehanachedderany ZADAVATEA.

5. PorusSenie ustanoveni protokolu

Odmena za pacientov, ktori porusili ustanovenia protokolu mé&zeypjatena iba za obdobie predtym nez doSlo k poruseniu
ustanoveni protokolu. Rozhodnutie o tdinv tomto pripade odmena bude alebo nebude vyplatena viak zavisi vyhradne na
ZADAVATE I:0VI a/alebo spolénosti PAREXEL.

6. Platobné podmienky

6.1 Prijemca odmeny
Prijemcom odmeny v zmysle Prilohy 1a) je zdravotnicke zariadeni

6.2 Pravidelné platby

Zdravotnicke zariadenie posle faktury za vykonaneé sluzby a vzniknutdydkl zmysletlankov 2. a 3. tejto zmluvy)
Stvitrocne. Uhrada bude vykonana elektronickym bankovym prevodom na bantetyv@deny vo formulari IRF (formular
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pre skuSajuceho). Platba Sekom je mozZna len v pripadidydagka prijemcu odmeny nepouziva systém elektronického
spracovania bankovych transakcii. Vyplata odmeny bude vykonand len v pripade, Ze budUnsdieelujdce kritéria:

a) pacient dodrzal pravidla pre zdi@vanie a vyrdovanie z klinického skdSania tak ako su uvedené v protokole; a

b) vSetky vySetrenia v ramci klinického skuSania boli vykonané v suladarsowenim protokolu; a

c) v3etky poZzadované zaznamy pacienta (CRF) boli o a / alebo prevzaté spptos’ou PAREXEL v sulade s
vopred stanovenyndasovym harmonogramom a Udaje, ktoré tieto zaznamy obsahuju boliokkesate a overené pbal
zdravotnej dokumentacie pacientov a boli uznané za spravne a uplné.

V38etky platby podliehaju zraZkovym daniam padniestne platnych predpisov.

6.3 Posledna platba

Bez olfadu na kritérid uvedenédlanku 6.2 vyssie, je Ghrada poslednej platby podmienena splnenim diatich
podmienok:

(@) vSetky poZzadované navstevy pacientov boli riadne digha a

(b) ZADAVATE L dostal v3etky Gdaje o pacientoch vo formate umjsicom ich analyzu; a

(© V3etky otazky ofadom poskytnutych tdajov boli vyriesené k spokojnosti ZADAVEREa

(d) ZADAVATEL overil, Ze vietka pozadovana dokumentacia pre organy Statneho dozoru je kompletna;

(e) Zdravotnicke zariadenia vratilo vietko pozadované vybaveniwdia ostatné materialy ZADAVATIEOVI; a

) Zavere&na navsteva klinického skisania riadne prebehla; a

(9) Zdravotnicke zariadenie dodalo kéna faktdru do 30 dni od uskuiwenia zaverej navstevy klinického skisania.
Na rieSenie vSetkych rozporov a sporov v suvislosti s vyplatimaien spolénog’ou PAREXEL ma zdravotnicke zariadenie 60
dni od obdZania konénej platby na zaklade tejto zmluvy.

7. Formuléar pre skdsajlcich a pokyny pre vyplatu odmeny

7.1 Spolénog’ PAREXEL zaSle prijemcovi odmeny e-mailom elektronicklzieformulara pre skuSajucich (IRF). Tento

e-mail bude obsahovaldaje o tom, kam sa ma vyplneny formular odsiato ako elektronicky tak v papierovej podobe.

7.2 Prijemca odmeny vyplni elektronickd verziu formulara IRE&i ho vyskumnej organizacii (CRO) e-mailom, na

adresu uvedenu v e-maile popisanom v odseku 1. vysSie.

7.3 Spolénog’ PAREXEL prilozi képiu vyplneného formulara IRF k tejto zmluve, ako prilohu 1.

7.4 Vyplata odmeny bude vykonana sgolos’'ou PAREXEL, menom ZADAVATEA, a odmena bude vyplatena do
| Sesdesiatich (60) dni od dotania, skontrolovania a schvalenia faktury *, ktor( je potrebnétzaaladresu:

PAREXEL International Czech Republic s.r.o.

Sokolovska 651/136 a

186 00 Praha 8

Ceska republika

| Vezmite prosim na vedomie, Ze faktdry* musia obsahoasledovné tdaje:

(a) Cislo protokolu; a
(b) Datum vystavenia; a
(©) Datum a opis poskytovanych sluzieb; a
(d) Cislo projektu PAREXEL; a
(e) Celkovu sumu na vyplatu; a
® Pouzity vymenny kurz (u faktdr v cudzej mene)

V pripade, Ze je prijemca odmeny platcom DPH (dane z pridanej hpdiiebo dane z obratu, musi faktira obsati@ja
nasledujuce informacie:

() Daiové identifikanécislo (DIC) / Registrané &islo k dani z obratu prijemcu odmeny s kddom krajiny, kde prijemca
odmeny ma svoje sidlo (ak je taky kodasiou registranéhocisla)
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(b) Daiové identifikainégislo (DIC) / Registranééislo k dani obratu zakaznika (CRO)), s
oznaenim kodu Statu (ak sa vyuziva)idaé identifikanécislo (DIC) / Registrané¢islo k dani
obratu zékaznika (CRO), s ozeaim kodu Statu (ak sa vyuziva) Daldia mozné formulacia
(pouZité’na iba v pripade uplatnenia reverse charge meahar(@zrenesenia davej povinnosti)
pre DPH) Na faktire musi ltiez uvedeny ZADAVATE, ako prijemca sluzby, a to vratane
celého nazvu firmy;

i. a
(c ) Sadzbu DPH/dane z obratu a celkovi sumu silatbPH/dane z obratu, a

(d) Suma bez DPH / dane z obratisté suma); a
(e) Celkova suma k vyplate (vratane DPH / danerataly a

(f) DalSia mozné formulacia (pouZiteéd iba v pripade uplatnenia reverse charge meahaniz
(prenesenia dmvej povinnosti) pre DPH)Na faktire musi by uvedené, Ze dodavka sluzieb
podlieha prenesenia flavej povinnosti (mechanizmu reverse charge)laggravidiel EU pre
DPH.

*Zdravotnicke zariadenia z krajin, kde nie je modpstavovd faktary mdzu vystavidlhopis!

DalSia moZné formulacia (pouZiited iba v pripade uplatnenia reverse charge meahaniz
(prenesenia d@vej povinnosti) pre DPH):

V sutlade so smernicou Etislo 2008/8 z 12. februara 2008, ktora meni Smard@n6/112/ES

vo vz¥ahu k miestu plnenia sluZieb, je za prijemcu shudigisanych v tejto zmluve préaly

dane z pridanej hodnoty (DPH) povazovany ZADAVAT Bluzby nepodliehaji dani z pridanej
hodnoty (DPH) v XXX (krajina, kde ma zdravotnickariadenie svoje sidlo), ale v YYY (krajine,
kde mé sidlo ZADAVATE). Prijemca sluzby vyfiuje DPH vo svojom predbeZnomigterom
priznani k DPH a je povinny zaplaPH v miestne platné sadzbe. Zdravotnicke zariaden
nebude na svojich faktirach DPEtdvar.

| 208695 DEX-TRA-04 SVK 42102 CSA KopcanB Bilingudl180528 0,3
Slovakia_Inst_PI_CSA_V2.6_Bilingual



Page31 of 40

Appendix 1-b — Enrolment and Payment Schedule

Payment of Investigator Grants

Protocol Number. DEX-TRA-04

Protocol Title: A RANDOMIZED, DOUBLE-BLIND, PLACEBO AND ACTIVE-
CONTROLLED,
PARALLEL-GROUP STUDY TO EVALUATE THE ANALGESIC EFFI CACY AND
SAFETY OF DEXKETOPROFEN TROMETAMOL AND TRAMADOL
HYDROCHLORIDE ORAL FIXED COMBINATION ON MODERATE TO  SEVERE
ACUTE PAIN FOLLOWING ABDOMINAL HYSTERECTOMY

Definitions

“Completed Subject” means any Subject who has ceteglthe prescribed course of treatment for a
subject in the Study in accordance with the Prdtoco

“Principal Investigator” is the individual named the preamble to this Agreement, and is the person
responsible for the conduct of the Study at Institu If a Study is conducted by a team of indiatiuat
an Institution, Principal Investigator is the respible leader of the team.

“Investigator Request Form” (IRF) shall mean therf@ontaining the information that PAREXEL Finance
Department requires from the payee prior to belrig 8o process payments for said payee.

“Study Personnel” means any employees of Instituter Principal Investigator, and/or contractors
engaged by Institution or Principal Investigatohonare involved in performing the Study, includi®gb-
Investigator(s), Study coordinator(s), and any ottentractors, agents and employees of Institudon
Principal Investigator who assist Institution amthEipal Investigator with the Study.

“Study Results” refers to any and all informatiamdaany other material and results directly or iadlily
arising from or in connection with the Study, retjass of whether the Study was aimed at yieldirgy th
relevant Study Results or whether they are angillaconnection with the Study.

“Sub-Investigator” is any individual member of thénical trial team designated and supervised kg th
Principal Investigator at Institution to performiticral trial-related procedures and/or to make imgiot
trial-related decisions (e.g., associates, resgleasearch fellows).

“Subject” is a person participating in the clinitadl and identified in the signed informed constemm

1. Enrolment Targets and Enrolment Schedule

Principal Investigator, on behalf of the Institutjshall enrol 20 Subjects in the Study
by the <<15 April 2014>>.

2. Fee Per Completed Subject:

2.1.  Visit schedule with associated budget for Compl&aHject

Subject Status Payment Point | Amount (< <Euros> >)
(Visit Schedule)
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| Visit 1 426,54
| Visit 2 177,88
| Visit 3 420,64
| Visit 4 375,77
| Visit 5 210,32
| Visit 6 338,89
| Total Per Subject Grant 1950,04

2.2. The Fee for each Completed Subject includeasignot limited to) the following
| costs or expenses: overhead fees

3. Other Payments:

Payment for other fees or expenses that are nhided in the Fees per Completed Sub-
ject (as defined in Section 2) will be made acawgdo the following rates:

ITEM

Amount (Euros)

Screen Failure

50% of the n.
of the screening
failure for the
full amount of
SP

304.67
( full amount of
SP)

SCREENING FAILURE: Screening failures will be paid up to 50% of the overall number
of screened Subjects, unless PAREXEL and SPONSOR provide prior written approval to
exceed this maximum. The single screening failure will be remunerated with an amount of

€ 304.67

. In the event that such approval is granted, Investigator will be paid in accordance with
the fees set forth above for any additional approved SFs. Written notice of the payment for
additional SFs will be provided to Principal Investigator and no amendment of this

Agreement shall be required

EQUIPMENT: PAREXEL may provide thermometer&TFA>> totaling nn 2<< 15
EUROS> (Equipment). The Equipment shall be retainedhsy Ihstitution upon com-
pletion of the Study, provided there were mninore randomized Subjects at the Institu-
tion. In the event there were less than Subjects randomized at the Institution, the
Equipment will be returned to PAREXEL within fifteg15) days of the site closeout
visit at the Institution. The fair market valueEduipment retained by Institution shall be
determined at the conclusion of the Study, andl ffeatonsidered compensation to the
Institution, unless PAREXEL determines at its stiferetion that Equipment must be re-
turned. Any local tax liability for the Equipmesttall be the responsibility of the Institu-
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tion. Unless otherwise agreed between the pattief-quipment shall be delivered only
after signature of this Agreement.

The Investigator undertakes to ensure that thefaagmt shall remain in perfect working
order throughout the period covered by the Studg, that the Equipment is used for the
purpose of the Study. Neither SPONSOR nor PAREXdE|l be responsible for pro-
viding the Institution with any service, or maindégice, or assistance related to the
Equipment during or after the Study.

Pro-Rata Payments

4.1 Payment for Subjects who do not complete thieySinay be made to Institution
on a pro rata basis. Payment will include only ¢h8sibjects who were enrolled before
the premature termination of the Study or the tlad¢ notice is received of such prema-
ture termination, whichever is later.

4.2 Should SPONSOR terminate the Study prior toptetion, pro-rated expenses
and fees shall be paid as set forth in Sectiorfd.®ach Subject visit performed before
the premature termination of the Study or the datiice is received of such premature
termination, whichever is later.

4.3 If other non-cancelable costs are incurrednigyitution, written justification must
be provided to SPONSOR for review and approval, @amgnent of such costs is subject
to SPONSOR'’s approval.

Protocol Violators
Payments for Study Subjects who are deemed tolieem in violation of the Protocol may

be paid up to the point that the violation occura¢dhe discretion of SPONSOR and/or
PAREXEL

Payment Conditions

6.1 Payee
The payee under this Appendix 1-b shall be thestiyator.

6.2 Periodic Payments
Investigator shall submit invoices for Servicesf@ened and expenses incurred (as de-
fined in Sections 2. & 3. herein) on a quarterlgibaPayments will be made by elec-
tronic wire to the bank account stated in the Itigasor Request Form. Cheque/Check
payments will be made only when payee’s bank igmthe electronic payment domain.
Payments shall only be made when the followingegeathave been met:
a) Subject meets the inclusion and exclusion critasigefined in the Protocol; and
b) Study procedures have been conducted in full cempé with the Protocol; and
c) Completed CRFs for the quarter have been deliviereshd/or received by PAR-
EXEL according to any stipulated points in time dhd data contained therein
can be verified by reference to the Study Subjeueslical files and is complete
and correct.
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All payments are subject to withholding taxes regghiunder the applicable jurisdictions.

6.3 Final Payment
Notwithstanding the criteria defined in Section él®bve, the final payment shall be con-
tingent upon the following additional conditions:

@ all required Subject visits have been completed; an

(b) SPONSOR has received all Subject data in a fortatgaifor analysis; and

(c) all data clarification queries have been resoleeBRONSOR’s satisfaction;
and

(d) SPONSOR has verified that all required regulatagudnentation is complete,
and

(e) Institution has returned all required equipmenigdrand other material to
SPONSOR; and

® the Study close-out visit has been completed; and

(@) Institution has provided final invoices within 38yd of close out visit.

| Investigator shall have 60 days from the receipheffinal payment under this Agreement to identify
discrepancies and resolve any payment disputesPAREXEL.

7.

Investigator Request Form and Payment Instructins

7.1 PAREXEL shall send, via e-mail transmission, electronic version of the
Investigator Request Form to the Institution. Thisnail will also contain details of
where to return the completed version of the edaitrform.

7.2 T he Institution shall complete the electrom@rsion of the Investigator Request
Form and return it to CRO, via e-mail transmissiainthe email address specified in the
e-malil referred to in Section 1.) above.

7.3 PAREXEL shall insert a paper copy of the cateal Investigator Request form
as Attachment 1.

7.4 Payments shall be made by PAREXEL on behadfRIONSOR and shall be paid
within sixty (60) days of receipt, review and apg@bof an original invoice* submitted
to the following address:

PAREXEL Internationak<entity>>
Address — 1
Address — 2
Address — 3
Address - 4

Please note that invoices* must contain the folhganformation:

@ Protocol Number; and

(b) Invoice Date; and

(c) Date & Description of Services Provided; and
(d) PAREXEL Project Number; and
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(e) Total amount payable; and
()] Exchange rate used (where applicable)

Where the payee is VAT/GST registered then thefohg information should also be provided:

(&) VAT / GST registration number of the supplier (payeprefixed with their coun-
try code (if applicable); and

(b) VAT / GST registration number of the customer (CR@¥fixed with their coun-
try code (if applicable); Optional wording — To beluded only if the "VAT re-
verse charge — mechanism’is applicable: The invoiast also state the SPON-
SOR as the Service recipient with its name andesmddand on the invoice;
and

(c) The rate of VAT / GST and amount of VAT / GST palgaland

(d) The amount exclusive of VAT / GST (net amount); and

(e) Total amount payable (gross amount).

| (f) Optional wording — To be included only if the "VAfEverse charge — mecha-

nism’is applicable: The invoice should indicatet the supply of Services is sub-
ject to the EU VAT reverse charge procedure.

* Debit Notes should be provided by Institutionciountries unable to issue invoices.

| Optional wording — To be included only if the “VA&verse charge — mechanism’is applicable:
According to the EU directive 2008/8 of 12 Februafp8 amending Directive 2006/112/EC as
regards the place of supply of services the SPON&O#nsidered to be the recipient of the
services described in this Agreement in terms offVAhe services are not subject to VAT in
XXX (country where the Institution is located) bint YYY (country where the SPONSOR is
located). The recipient of the services reposMAT in its preliminary VAT return and is liable
to pay the local VAT. The Institution will not lexgny VAT on its invoices.
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Priloha 1-b - Nabor pacientov a platobny kalendar
Vyplaty odmeny skdSajucemu

Cislo protokoluDEX-TRA-04
Néazov protokolu:

RANDOMIZOVANA DVOJITO ZASLEPENA PLACEBOM A AKTIVNE  KONTROLO-
VANA STUDIA V PARALELNYCH SKUPINACH NA HODNOTENIE A NALGETICKEJ
UCINNOSTI A BEZPE CNOSTI PERORALNEJ FIXNEJ KOMBINACIE DEXKETOP-
ROFEN TROMETAMOLU A TRAMADOL HYDROCHLORIDU NA MIERN U AZ ZA-
VAZNU AKUTNU BOLES T PO ABDOMINALNEJ HYSTEREKTOMII

Vyznam pojmov

"Dokorgeny (astnik skuSania" je kazdy deny pacient, ktory dokdil liecbu predpisanu v
ramci klinického skdSania, v sulade s protokolom.

"Hlavny skuSajuci" je fyzickda osoba uvedena v zahlgejto zmluvy a s€asne osobou
zodpovednou za vykonavanie klinického skuSania raaatnickom zariadeni. Ak je klinické
skuSanie vykonavané v zdravotnickom zariadeni timdgkd’kych oséb, je hlavny skaSajdci
zodpovednym vedicim tohto timu.

"Formulér pre skusajiceho (IRF)" je formuléar obgébuinformécie, ktoré finatny dsek firmy
PAREXEL potrebuje na to, aby mohol riadne spracevdyplaty odmien danému prijemcovi
odmeny.

"Pracovnici podikajici sa na realizacii klinického skiSania" su zstmenci zdravotnickeho
zariadenia, hlavny skudSajici, a/alebo zmluvni paitredravotnickeho zariadenia a/alebo
hlavného skuSajuceho, ktori sa pddj@ na realizacii klinického skiSania, vratane ksgeh
ostatnych zmluvnych partnerov, zastupcov alebo samecov zdravotnickeho zariadenia a /
alebo hlavného skiSajuceho, ktori zdravotnickenmiadeaniu a/alebo hlavnému skiSajucemu
pomahaju s vykonavanim klinického skdsania.

"Vysledky klinického skiSania" su vSetky informaaeostatné materidly a vysledky priamo
alebo nepriamo zisten# odvodené v suvislosti s vykonavanim klinickéhai&knia, a to bez
ohfadu na togi klinické skuSanie bolo zamerané na ziskanie ealgwch vysledkov alebdi
tieto vysledky boli ziskané nahodne alebo ako itlgake zisteni pri vykonavani klinického
skuSania.

"Pomocny skuSajuci” je akakeek fyzicka osoba, ktora jgenom timu vykonavajiceho klinické
skdSanie a ktora je podriadena hlavnému skuiSajlucemdravotnickom zariadeni a vykonava
dolezita vySetrenia &innosti v slvislosti s klinickym skdSanim a/alebidjima rozhodnutia,
ktora sa tykaju klinického skuSania (napriklad pomioneatestovani lekari , atestovany lekéri,
pomocni vyskumni pracovnici).

"Ucastnik skaania" je osoba (pacientyastiujici sa klinického skd3ania, ktora je uvedena v
zdzname o informovanom suhlase

1. Cid’ovy poket pacientov aéasovy harmonogram naboru
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Hlavny skuSajuci, sa do klinického skiSania v zdmickom zariadeni zavazuje zatadO
Ucastnikov skiSania, a to do <<15. aprila 2014 >>,

2. Odmena za dokoeného ®astnika skdsSania

2.1 Casovy harmonogram navstev, vratane prislusnéhomtrpa dokotieného dastnika
skuSania

Vyplata odmeny za pacienta v zavislosti od| Suma<<EUR>>

priebehu klinického skisania

(Harmonogram navstev)
Néavsteva 1 426,54
N4vsteva 2 177,88
Néavsteva 3 420,64
Navsteva 4 375,77
Navsteva 5 210,32
Navsteva 6 338,89

Celkova odmena za Gastnika ska3ania 1950,04

2.2 Odmena za ukéaného dastnika skiSania zéta (okrem iného) nasledovné néklady a
vydavky: rezijné naklady nemocnice a cestovné rhra

3. Ostatné platby:
Uhrada inych odmien a vydavkov, ktoré nie su zatérnu odmene za dokoéeného

U¢astnika skuSania (v zmysle ustanovedlemku 2) bude vyplacana v nasledujdcich

sadzbéch:
Polozka Suma (EUR)
Tdato odmenu mozno
vyplatit’ za max 50% z 304.67
Nelspesny skrining celkového pétu I : .
pacientov, ktori presli (plna suma za pacienta)
skriningom

NEUSPESNY SKRINING:Odmena za neuspedny skrining bude vyplatena zandae 50% z
celkového p&tu astnikov skdSania, ktori skriningom presli, ak spws’ PAREXEL a
ZADAVATEL vopred pisomne neschvéli navy3enie tohto lirditukazdy netspesny skrining bude
vyplatena odmena vo vy$ke304,67.

V pripade schvélenia navySenie maximalnehétydiradenych neulspeSnych skriningov bude
zdravotnickemu zariadeniu alebo ski3ajucemu vy@atelmena v uvedenej vySke, za kaddisi
schvaleny nelspesny skrining. V takom pripade reepatiebné vykonavamenu tejto zmluvy, ale
hlavny skdSajuci alebo zdravotnicke zariadenieathgspisomnu informaciu o preplatenfalSich
neuspesnych skriningov.

VYBAVENIE: Spola@nog’ PAREXEL méZe poskytniteplomery <<TFA>> v celkovom g@te nn
2 v hodnote << 15 EUR>d'@lej len vybavenie). Zdravotnicke zariadenie si enpd dokoteni
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klinického skuSania ponech@oskytnuté vybavenie, ak do klinického skiSaniaditb aspé nn
pacientov. V pripade, Zze zdravotnicke zaradenieklohického skiSania zaradi menej ako nnl
pacientov, vrati vybavenie spdlwosti PAREXEL do patnastich (15) dni od uskagnia zaverej
navstevy v ramci klinického skdSania. Poctiva téhdwodnota vybavenia, ktoré si zdravotnicke
zariadenie ponechd, bude vyfiana k datumu uka@enia klinického skidSania a zistetiastka bude
povaZzovana za odmenu pre zdravotnicke zariadenisp@anos’ PAREXEL na z&klade svojho
vlastného uvazenia, nerozhodne, Ze je potrebnéyims& vybavenie vrati Za Ghradu vSetkych
daiovych povinnosti wahujlcich sa na vybavenie, nesie zodpovetrdsavotnicke zariadenie.
Pokid® nebude medzi zmluvnymi stranami dohodnuté inakjebuybavenie poskytnuté az po
podpise tejto zmluvy.

Zdravotnicke zariadenie sa zavazuje zah#Zpeaby vybavenie po celt dobu vykonavania
klinického skuSania zostalo v bezchybnom stave la pouZivané vyhradne pretaly tohto
klinického ski3ania. ZADAVATE ani spolénos’ PAREXEL nemaji Ziadnu povinnbsa
zodpovednds voti zdravotnickemu zariadeniu za zabegmge akychktvek d’alSich sluzieb,
udrzby¢i pomoci v savislosti s vybavenim, a to ako v pelet klinického ski3ania, tak ani po jeho
skorteni.

4., Pomerné platby

41 Odmena za leenych pacientov, ktori vS8ak nedokbrtelé klinické skuSanie mbdZe thy
zdravotnickemu zariadeniu vyplatena pomer#iastkou. Odmena bude vyplatena iba za pacien-
tov, ktori boli do klinického skuSania zapisanidpjeho predasnym ukowtenim alebo k datumu
prijatia vypovede zmluvy, pdid toho¢o nastane neskor.

4.2 Ak ZADAVATEL ukorti klinické skasanie pred jeho riadnym dokenim, budd od-
meny a nahrady na pacienta vyplatené v sumach nyedes¢lanku 2.1, a to za vSetky navstevy
pacientov, ktoré sa uskuitdili pred predasnym ukowienim klinického skiSania alebo pred da-
tumom kedy zdravotnicke zariadenie dostalo ozn&nerpredasnom ukoeni klinického sku-
Sania, poth tohoco nastane neskoér.

4.3 Ak zdravotnickemu zariadeniu vzniknutu neodwataklady zavazuje sa predidZiA-
DAVATELOVI ku kontrole a schvaleni sprievodnu pisomnuuwtoé&ntaciu. Uhrada tychto na-
kladov potom podlieha schvaleniu zo strany ZADAVATA&

5. PoruSenie ustanoveni protokolu

Odmena za pacientov, ktori porusili ustanoveniagiau méze by vyplatena iba za obdobie
predtym nez doslo k poruSeniu ustanoveni protok®dzhodnutie o toni v tomto pripade od-
mena bude alebo nebude vyplatena viak zavisi vjanaa ZADAVATE:OVI a/alebo spole-
nosti PAREXEL.

6. Platobné podmienky

6.1 Prijemca odmeny
| Prijiemcom odmeny v zmysle tejto Prilohy 1b) je hiagkisajici.

6.2 Pravidelné platby
| Hlavny skasajuci posle vytovanie za vykonané sluzby a vzniknuté nakladynfysteclankov 2.
a 3. tejto zmluvy) Stero¢ne. Uhrada bude vykonané elektronickym bankovyrmgitem na
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bankovy @et uvedeny vo formulari IRF (formular pre skuSajimedo 40 dni odoidh dordenia
podkladov k vydtovaniu zadavatevi. Platba Sekom je mozna len v pripadel kanka prijem-
cu odmeny nepouZziva systém elektronického spra@atmmkovych transakcii. Vyplata odmeny
bude vykonana len v pripade, Ze budl splnené ngéteslkritéria:
a) pacient dodrzal pravidla pre zdi@anie a vyr@ovanie z klinického skiSania tak ako st
uvedené v protokole; a
b) vSetky vySetrenia v ramci klinického skiSania bgkonané v sulade s ustanovenim pro-
tokolu; a
c) vSetky pozadované zaznamy pacienta (CRF) bolicdmei a / alebo prevzaté spoios-
tou PAREXEL v sllade s vopred stanovenyasovym harmonogramom a Udaje, ktoré
tieto zaznamy obsahuju boli skontrolované a ovepertéa zdravotnej dokumentacie pa-
cientov a boli uznané za spravne a Uplné.
VSetky platby podliehaju zrazkovym daniam padniestne platnych predpisov.

6.3 Posledna platba
Bez olfadu na kritéria uvedenédlanku 6.2 vyssie, je Uhrada poslednej platby podemé spl-
nenim tychtat’alSich podmienok:
(a) vSetky pozadované navstevy pacientov boli riadi@dtené; a
(b) ZADAVATEL dostal v3etky Gdaje o pacientoch vo forméate umijgicom ich analyzu; a
(c) V3etky otazky obadom poskytnutych Gdajov boli vyrieSené k spokajrid8DAVATE-
LCA; a
(d) ZADAVATEL overil, Ze vietka poZzadovana dokumentécia prényr§tatneho dozoru
je kompletng; a
(e) Zdravotnicke zariadenia vratilo vSetko poZadovarizavenie, ligéiva a ostatné materialy
ZADAVATELOVI; a
(H Zavere&na navsteva klinického skiSania riadne prebehla; a
(g) Hlavny skasajuci dodal korea fakttru do 30 dni od uskuteenia zaverinej navstevy
klinického skuSania.
Na rieSenie vSetkych rozporov a sporov v slvislestyplatou odmien spatoos’ou PAREXEL
ma zdravotnicke zariadenie 60 dni odidladia konénej platby na z&klade tejto zmluvy.

7. Formular pre skiSajucich a pokyny pre vyplatu oagneny

7.1 Spolénog’ PAREXEL zaSle prijemcovi odmeny e-mailom elektotadi verziu formulara
pre skdsajucich (IRF). Tento e-mail bude obsatiaidaje o tom, kam sa ma vyplneny formular
odosla, a to ako elektronicky tak v papierovej podobe.

7.2 Prijemca odmeny vyplIni elektronickd verziu fatéra IRF a vrati ho vyskumnej organi-
zacii (CRO) e-mailom, na adresu uvedeni v e-nmaifgsanom v odseku 1. vySSie.

7.3 Spolénog’ PAREXEL prilozi képiu vyplneného formulara IRF &jtb zmluve, ako pri-
lohu 1.

7.4 Vyplata odmeny bude vykonana sgolog’ou PAREXEL, menom ZADAVATEA, a
odmena bude vyplatena do dssiatich (60) dni od dotania, skontrolovanie a schvélenie fak-
tdry *, ktoru je potrebné zasiaa adresu:

PAREXEL International Czech Republic s.r.o.

Sokolovsk4 651/136 a

186 00 Praha 8

Ceska republika

Vezmite prosim na vedomie, Ze faktdry* musi obsatoasledovné Udaje:
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(g0  Cislo protokolu; a

(h) Datum vystavenia; a

0] Datum a opis poskytovanych sluzieb; a

) Cislo projektu PAREXEL; a

(k) Celkovl sumu na vyplatu; a

0] Pouzity vymenny kurz (u faktdr v cudzej mene)

V pripade, Ze je prijemca odmeny platcom DPH (dapeidanej hodnoty) alebo dane z obratu,
musi faktira obsahovaj nasledujuce informacie:

(a) Danové identifikané ¢islo (DIC) / Registrané ¢islo k dani z obratu prijemcu odmeny s
kédom krajiny, kde prijemca odmeny ma svoje sidko jé taky kod siag’ou registra-
néhocisla)

(b) Daiové identifikané ¢islo (DIC) / Registrané ¢islo k dani obratu zakaznika (CRO)), s
oznaenim kodu Statu (ak sa vyuziva)iaé identifikané gislo (DIC) / Registrané &is-
lo k dani obratu zakaznika (CRO)), s osmim kodu Statu (ak sa vyuziva):DalSia
mozné formulacia (pouzifea iba v pripade uplatnenia reverse charge meahan(gre-
nesenia dgovej povinnosti) pre DPH)Na faktire musi bijtieZz uvedeny ZADAVATE
ako prijemca sluzby, a to vratane celého nazvuwyfirm

i. a

(c) Sadzbu DPH/dane z obratu a celkovld sumu splatnétt/dane z obratu; a

(d) Suma bez DPH / dane z obratista suma); a

(e) Celkova suma k vyplate (vratane DPH / dane z olratu

(f) DalSia mozné formulacia (pouZited iba v pripade uplatnenia reverse charge mechaniz

| mu (prenesenia davej povinnosti) pre DPH)Na faktire musi yuvedené, Ze dodavka
sluzieb podlieha preneseniatidaej povinnosti (mechanizmu reverse charge)’pquta-
vidiel EU pre DPH.

*Zdravotnicke zariadenia z krajin, kde nie je mo¥pstavovd faktiry mézu vystavidlhopis!

DalSia moZné formulacia (pouZited iba v pripade uplatnenia reverse charge meahaniz
| (prenesenia devej povinnosti) pre DPH):

V sulade so smernicou E&islo 2008/8 z 12. februara 2008, ktord meni Smar@06/112/ES
vo vzZahu k miestu plnenia sluzieb, je za prijemcu shuZpisanych v tejto zmluve prealy
dane z pridanej hodnoty (DPH) povazovany ZADAVATEIuzby nepodliehaju dani z pridane;
hodnoty (DPH) v XXX (krajina, kde ma zdravotnickaiadenie svoje sidlo), ale v YYY (krajine,
kde ma sidlo ZADAVATE). Prijemca sluzby vyiiuje DPH vo svojom predbeZnomitsom
priznani k DPH a je povinny zaplatbPH v miestne platné sadzbe. Zdravotnicke zariadwes
bude na svojich faktarach DPHtavar'.
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