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DOHODA STATEMENT OF AGREEMENT
Cislo protokolu:Portola Pharmaceuticals, Inc. Protocol numberPortola Pharmaceuticals, Inc.
#11-019 #11-019
TATO DOHODA (dalej ako pohodd) sa uzatvara k THIS AGREEMENT (‘Agreement), is made this
20, Marec, 2014 dalej ako Patum G¢innosti®). 20" day of March, 2014 Effective Date),
medzi: by and between

Institdciou Fakultna nemocnica Tréim so sidlom na Institution Fakultna nemocnica Tréim located at
Legionarska 28911 71Trentin, Slovenska republika, Legionarska 28911 71Trentin, Slovenska
ICO: 00610470 1C DPH:202125463](dalej ako republika Company ID nd0610470, Tax ID no.:
»Institucia®) (kopia zakladatiskej listiny je prilozené k 2021254631 (hereinafter referred to as
tejto Dohode ako Priloha 6), “Institution ”) (a copy of Incorporation Deed is
attached as Appendix 6 hereto)

and
a

Investigator NameMUDr. Oto Herman having an
address at , , DOB: ,
(hereinafter referred to atnVestigator”)

Meno skuSajucehoMUDr. Oto Herman so sidlom na

, datum narodenia:  (dalej ako
»SkuSajuct), and

a

_ ) Portola Pharmaceuticals, Inc having an address at
spolainog’ou Portola Pharmaceuticals, Inc, so sidlom 270 East Grand Avenue. South San Francisco
na 270 East Grand Avenue, South San Francisco,  cajitornia 94080 USA (hereinafter referred to as

Kalifornia 94080, USA{alej ako Zadavatd™), “Sponsor)

Represented by its authorized agent in accordanc

ktord zastupuje jej povereny zastupca v sulaties®ou : ’
with Section 1.3 below:

1.3 nizSie:
spolanog’ou August Research EOODso sidlom na ~ August Research EOODnhaving a registered
23, Dragan Tsankov Blvd, 2. poschodie, 1113 Sofia,2ddress at 23, Dragan Tsankov BIVE, fibor, 1113

Bulharsko, €O: 201966008,( DPH: BG201966008, S°fia, Bulgaria, Company ID no.: 201966008, Tax
ktort zastupuje Gergana Kukundjieva, vykonna ID no.: BG201966008, represented by Gergana
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riadite’ka (d’alej ako (CRO") (k6pia vypisu z Kukundjieva, Managing Director, (hereinafter
obchodného registra CRO je priloZzena k tejto Dohodereferred to asCRO") (a copy of an extract from
ako Priloha. 5). Commercial Register of CRO is attached as

Appendix 5 hereto).

Uvod 1.  Introduction

1.1 Zadavatés radosou vita, Ze InStiticia a SkiSajucl.1 Sponsor is pleased that Institution an
suhlasili s dag’ou na klinickej vyskumnej stuadii na Investigator have agreed to participate in th
baze spolupracedlej ako Studia®) v Institicii collaborative clinical research study at
opisaneflalej, ktori sponzoruje ZadaviteAk ma Institution (hereinafter referred to aSttidy”)

byt tato Stidia prospesna vsetkym stranam, je described below, which is sponsored b

délezité, aby zmluvné strany uzavreli dohodu s Sponsor. In order to make this Study mutuall

ohradom na zékladné praktiky platné pre tato rewarding, it is essential that the contracting

Stadiu. V sulade s tym tato Dohoda uvadza terminy  parties are in agreement with regard to the bas

a podmienky platné pre toto vyskumné uasilie na policies applicable to the Study. Accordingly,

baze spoluprace. this Agreement sets forth the terms anc
conditions applicable to this collaborative
research effort.

1.2 Zadavaténajal CRO, aby vykonaval povinnosti 3o
funkcie v mene a pre Zadavidev suvislosti so
Studiou, vratane, ale bez obmedzenia,
monitorovania Studie a manazmentu projektu v
sulade s dohodou o zmluvnych sluzbach medzi
Zadavatéom a CRO.

Sponsor has retained CRO to perform certa
duties and functions for and on behalf o
Sponsor in relation to the Study, including bu
not limited to study monitoring and project
management in accordance with a contra
services agreement between Sponsor and CR(

1.3 Zadavafe podpisal Dohodu o obmedzenq’_3 Sponsor has signed a Limited Agenc
pésobnosti a splnomocneni#alej ako POP) pre Agreement and Power of Attorney (tHeAA )
CRO,’ aby m(?hol_ podpisato DOhOdU_ v mevne _ for CRO to sign this Agreement in the name o
Zadavatéa v ramci rozsahu DOP. DOP je prilozena Sponsor within the scope of the LAA. The LAA
K tejto Dohode ako Prilofta 4. is attached to this Agreement as Appendix 4.

1.4 Pravny zastupca zadé\Yata/,Eurc’)pskej anii (EV) 1.4 Sponsor’s legal representative in the Europe:
v zmyslecl. 19 Nariadenia EU 2001/20/EK, je FGK Union (EU) pursuant to Art. 19 of the EU

Representative Service GmbH,' so sidiom na Directive 2001/20/EC is FGK Representative
Heimeranstrasse 35, 80339 Mnichov, Nemecko. Service GmbH, located at Heimeranstrasse 3

Kontaktna osoba je pani Angela Denzel (e-mailova 80339 Miinchen, Germany. Contact person |
adresa angela.denzel@igk-rs.de). Mrs. Angela Denzel (e-mail address:

angela.denzel@fgk-rs.jle
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2.1

2.2

Vykon Stadie

InStitucia ako aj Skdsajuci, kazdy z nich tadigi 2.1
za to, Ze maju skuisenosti, schopnosti, primeranu
populéaciu dastnikov a zdroje na vykon tejto Stadie
profesionalnym a kompetentnym spdsobom a ze
InStitdcia aSkdSajuci su si Uplne vedomi platnych
predpisov. Dalej Ska3ajuci suhlasi s tym, Ze sa

2.

nezastni na Zziadnej inej Studii, ktord by mu
svojou podstatou branila v plneni povinnosti otejt

Stadii podia tejto dohody:.

InStitdcia/Skdsajuci suhlasia s tym, Ze vykt')nai'2

Stadiu v stlade s:

i. protokolom  ¢islo  11-019 s nazvom
Multicentricka, randomizovand Studia
a¢innosti a bezpénosti kontrolovana lie¢ivom,

porovnavajlica betrixaban s predzenym
a¢inkom s enoxaparinom  Standardnej
starostlivosti na prevenciu Zilového

tromboembolizmu u akdtne chorych pacientov
v plathom znenidalej ako,Protokol* ),

ii. opatreniami  aktualnej  verzie
deklaracie Svetovej zdravotnickej

nikdy ohrozené nezatanym pokrgovanim v
Protokole Studie,

iii. vSetkymi  platnymi  zakonmi,

(vratane relevantnych zé&konov

Helsinskej i
organizacie;
zdravie alebo blaho ¢astnika Stidie neméa by

uzneseniami,
vyhlaSkami, predpismi, nariadeniami a smernicami i
na ochranu
osobnych adajov), vratane, ale bez obmedzenia,
zakonac¢. 576/2004 Zb. o zdravotnej starostlivosti,
zakonag¢. 362/2011 Zb. o liekoch a zdravotnickych
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Study Conduct

Institution as well as Investigator each regmes
and warrant that they have the experience
capabilities, adequate subject population an
resources to conduct the Study in a profession
and competent manner, and tha
Institution/Investigator are fully aware of
applicable regulations; furthermore, Investigato
agree that it/he/she will not participate in any
other study that by its nature will prevent
it/him/her from fulfilling its/his/her obligations
in the Study hereunder.

Institution/Investigator agree to carry out the
Study in accordance with:

protocol number #11-019  entitled
“Multicenter, randomized, active-
controlled efficacy and safety study
comparing extended duration betrixaban
with standard of care enoxaparin for the
prevention of venous thromboembolism in
acute medically ill patients, and any
amendments theretoRfotocol”),

the provisions of the current version of the
World Medical Association’s Declaration of
Helsinki; at no time shall the health or well-
being of any Study subject be jeopardized b
unwarranted continuation of the Study
Protocaol,

all applicable laws, decrees, ordinances, rule
regulations and guidances, (including relevar
data protection laws), including but not
limited to Law No. 576/2004 Coll. on Health
Care, Law No. 362/2011 Coll. on Drugs anc
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2.3
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pomdckach, zakon&a 578/2004 o poskytovdiech
zdravotnej starostlivosti, vyhlaSkou MzZ SR

239/2004 Zb. o poziadavkach na klinické skuSanie a

spravnu klinicka prax, v plathom zneni,

iv. usmernenim pre Spravnu klinick prax (GCP)
Medzinarodnej konferencie o harmonizéacii (ICH)
technickych poziadaviek na registraciu humannych
liekov a s inymi vSeobecne prijatymi platnymi

usmerneniami ICH alebo Eurépskeho spettstva,

v.vSetkymi platnymi zakonmi a predpismi proti

Uplatkarstvu a korupcii,

vi. formularom FDA 1572
SkusSajuceho, ak prichadza do uvahy, a

vii. v sulade s pisomnymi pokynmi poskytnutymi
Zadavatéom alebo CRO, ktoré budu vydané v

priebehu Studie, na primeranom oznameni.

Kazdy, Institacia aj Skdsajuci, tymto osingd, Ze
ani InsStiticia ani  Skdsajaci  ani

vykon Studie pofh tejto Dohody neboli vyltené

ani odsudené ani ptaich najlepSieho vedomia nie

su obvinené zo ztinu regul@&nym alebo
zakonnym organomgo by mohlo vies k ich

vyli¢eniu alebo vyradeniu v zmysle platnych
zakonov, pravidieti predpisov. Ak sa také osoby
stanu vyl@éené neskér alebo dostant oznamenie o

Zalobe alebo hrozbe Zaloby, pdkide o vylEenie,

a Institucia alebo SkiSajuci sa o tom dozvedia,
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zamestnavané Institaciou alebo Skudsajucim na
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Medical Devices, Law No. 578/2004 on
Medical Care Providers, Health Regulatior
239/2004 Coll. on Clinical Investigations and
Good Clinical Practices, as amended,

the Guideline for Good Clinical Practice
(GCP) of the International Conference or
Harmonization (ICH) of  Technical
Requirements for the Registration of
Pharmaceuticals for Human Use and witt
other  generally accepted  applicable
Guidelines of the ICH or the European
Community,

all applicable anti-bribery and anti-corruption
laws and regulations,

Form FDA 1572 Statement of Investigator, if
applicable, and

instructions
provided by Sponsor or CRO as issues aris
in the course of the Study, on reasonabl
notice.

Institution and Investigator each hereby agertif
that, neither Institution/Investigator nor any
other persons retained by Institution ot
Investigator to perform the Study pursuant tc
this Agreement, have been debarred c
convicted or, to the best of their knowledge, ar
accused of a crime by any regulatory or lege
authority which could lead to debarment ol
disqualification under any applicable law, rule
or regulation. If such persons later becom
debarred or receive notice of any action o
threat of action with respect to debarment an
Institution/Investigator gain knowledge thereof,
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Zadavaté alebo CRO budu okamzite informovani. Sponsor or CRO will immediately be notified.

2.4 InStiticia poverila SkuSajuceho dozorom nadt
Stadiou v Institacii ako hlavného skisajlceho. Bez
ohradu na uvedené je Institicia vzdy zodpovedna
za akékdvek konanie alebo nekonanie svojich
zamestnancov, zastupcov a tretich stran zapojenych
do Stldie Zadavatem a/alebo Institliciou vratane,
ale bez obmedzenia, Povereného farmaceuta
(definovanej vcasti 2.5) alej ako Pracovnici
Studie") a je zodpovedna Wb Zadavatéovi za
zabezpé&enie toho, Ze Institlcia a vSetci Pracovnici
Studie sa nedoptdu Ziadneho konania alebo
nekonania, ktoré by mohlo ohrézipovinnosti
InStitlcie a/alebo SkuaSajuceho v zmysle tejto
Dohody v@i Zadavatéovi, vratane, ale bez
obmedzenia, tych, ktoré sa tykaju ddovernosti,
publikovania a vynalezov.

The Institution has designated Investigator t
supervise the Study at the Institution a:
principal investigator. Notwithstanding the
foregoing, the Institution will at all times be
responsible for any acts or omissions of it
employees, agents and third parties involved |
the Study by the Institution, including but not
limited to the Delegated Pharmacist (as define
in Section 2.5) (Study Staff’) and shall be
responsible for and liable to Sponsor ensurin
that the Investigator and all Study Staff do no
undertake any acts or omissions that woul
compromise the Institution’s and/or
Investigator’s obligations herein to the Sponsol
including but not limited to those in respect of
confidentiality, publication and inventions.

2.5 InStiticia zabezpg Ze vSetky Lieky Studie (a2.5
akékdvek porovnavané latky) sa budu skladbva
bezpgne a v sulade s Protokolom, so
Specifikaciami na skladovanie od Zadavata Ze
vSetky Lieky Studie (a akékeek porovnavané
latky) sa budu podavaba v sulade s Protokolom.
Lieky Stadie sa budd doda&va na lekarenské
oddelenie inStitucie dlalej ako |ekaren®).
Lekérenske oddelenie vyda poverenie
zamestnancovi, ktory ma prislusnua kvalifikaciu, aby

Institution shall ensure that all Study drugd(a
any comparators) are stored safely and secure
and in accordance with the Protocol, Sponsor
storage specifications, and that all Study dru
(and any comparators) are administered only |
accordance with the Protocol. The Study dru
will be delivered to the institutional pharmacy
(further the Pharmacy’). The Pharmacy will
authorize an employee appropriately qualifiec
to act as the delegated pharmacigiefeégated

mohol kon& ako povereny farmaceut’dlej ako
,Povereny farmaceut), aby zabezp#l riadnu
manipulaciu s Liekom Stadie a akymikek

stvisiacimi liekmi, ktoré sa v Studii pouziji

(vratane placeba), v sulade s Protokolom, dobrou

farmaceutickou praxou a vyhlaskow239/2004 Zb.
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Pharmacist’) to secure proper handling of the
Study drug and any related medication used |
the Study (including placebo), in accordance
with the Protocol, Good Pharmaceutical
Practice and Decree no. 239/2004 Coll.
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Z&iatok a trvanie 3.

Studia sa zme ¢o najskér, ako prislusna etickd.
komisia vyda o Studii priaznivé vyjadrenie a ziska
suhlas od Statneho Gstavu na kontroltivigpod'a
potreby a Institicia bude mé& dispozicii kopie
vSetkych vyjadreni/schvaleni. Koépie rozhodnuti su
uvedené v Priloh&. 3. Nabor dastnikov Stidie sa
za&al na medzinarodnej Urovni v roku 2012 a
ukortenie je naplanované do juna 2015 (ak
neoznami pisomne in&Zadavateé alebo CRO). Ak
sa p@as Studie zisti, Ze Instittcia/Skasajici nebudu
moa ukortit Stidiu podia planu, oznamia to
bezodkladne Zadavdtvi alebo CRO, kéZze mbze
byt potrebné vykonaalternativne opatrenia.

Zadavate ma pravo ziada priamo alebo 2.
prostrednictvom CRO, aby sa nabor v Institicii
ukorxil, ak:

3.2.1 sa dosiahol celkovy @&t Eastnikov v
multicentrickej klinickej vyskumnej stadii, ktorej
sttag’ou je tato Studia, a to aj vtedy, ak sa nabor
Ucastnikov Studie Institaciou/Skasajucim
neukorgil;

3.2.2 ak sa vstup naplanovanéh@tpaixastnikov
Stadie do Stadie oneskoril do takej miery, Ze sa
plan neda dodr¥a

InStitlcia zabezp#®, Ze SkuSajuci poskytne 3.

zdravotnej poitovni zoznam 8astnikov Stidie v
sulade so zakonory. 362/2011 Zb. o liekoch a
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Commencement and Duration

The Study will be initiated as soon as the Stud
has received relevant ethics committee(s
favorable opinion(s) and has obtained Stat
Institute for Drug Control approval as requirec
and copies of all opinions/approvals are
available to Institution. Copies of the decision:
are contained in Appendix 3. Study subjec
recruitment started internationally in 2012 &
is scheduled to be completed by June 201
(unless otherwise notified in writing by Sponsol
or CRO). If, during the Study, it becomes
apparent that Institution/Investigator will not be
able to complete the Study on schedule, the
will notify Sponsor or CRO immediately, as it
may be necessary to make alternativ
arrangements.

Sponsor has the right to request, directly a
through CRO, that the recruitment be
terminated at the Institution if:

3.2.1 the total number of participants has bee
reached in the multi-center clinical researct
study of which the Study is a part, even if the
Study subject recruitment by
Institution/Investigator has not been completed;

3.2.2 if the entry of the planned number o
Study subjects into the Study is delayed to suc
an extent that the schedule cannot be met.

Institution shall ensure that Investigator
provides the health insurance company witl
the list of enrolled Study subjects in
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4.1

4.2

zdravotnickych poméckach. Institdcia zabeipe

Ze SkuSajuci bude riadne atag nahlasova
prislusnej zdravotnej paisvni aj ukorgenie
Ucastnika v Stadii do 24 hodin od jeho ukenia
Gcasti.

Tato Dohoda sa stava platnou kuwDpodpisu
vSetkymi zmluvnymi stranami &iinnou v dé po

4.

dni zverejnenia v centralnom registri zmliv SR,

ak sa neukati skor poda bodu 16, bude

pokratovat’ az do likvidacie Studie a ukoenia
vSetkych povinnosti
vratane prijatia vietkych tdajovastnikov Studie

pdd tohto dokumentu

Zadavatéom i vSetkych prislusnych otazok vo

forme prijaténej pre Zadavata a/alebo CRO.

Finargna podpora

Zadavate poskytne Institacii

a SkuSajucemd.l

urtenym v plane priloZenom k tejto Dohode
(»Priloha A®) finanéna podporu na vykon tejto
Stadie v stlade s podmienkami Protokolu a tejto

Dohody.

In&titdcia a Skdsajuci nebudétava’ poig’ovniam

4.2

ani inym platiacim tretim stranam (vratane vlady)
za Liek Studie (vratane porovnavacich latok alebo
placeba), ktory bude InStiticii poskytnuty, ani

Ziadne iné naklady uhradené

InStitGciou

SkuSajucemu za sluzby poskytované v zmysle tejto
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accordance with Law No. 362/2011 Coll. on
Drugs and Medical Devices. The Institution
shall cause the Investigator to properly, ir
time, report to the applicable health insuranc
company also discontinuation of the subjec
from the Study, within 24 hours of
discontinuation.

This Agreement shall be valid on the date o
signature by all parties and effective the da
after the contract disclosure in the Centra
Registry of Contracts Slovak Republic and
unless terminated earlier pursuant to clause 1
shall continue until close-out of the Study anc
completion of all obligations herein, including
receipt by the Sponsor of all Study subjec
data and any corresponding queries in a fort
acceptable to Sponsor and/or CRO.

Financial Support

Sponsor will provide the financial support tc
Institution and Investigator set out in the
schedule attached to this AgreemeriExtiibit

A") for the conduct of the Study in accordance

with the terms of the Protocol and this
Agreement.
Institution and Investigator will not bill

insurance companies or other third party payot
(including government) for Study drug
(including comparator or placebo) provided tc
Institution or any costs paid to Institution
Investigator for services provided under this
Agreement or procedures required by the
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4.3

4.4 Zadavatésa zavazuje, Ze Hlavnému Skdsajucemu,
jeho timu ani inym zamestnancom Institicike4.

5.1

SLOVAKIA - HERMAN -[INST.INV]- APEX — 20March2014-FINAL

Dohody alebo za postupy, ktoré vyZzaduje Protokol.

Odmena pre
vyplatend na zaklade faktur gom na faktarach

musi by uvedeny koéd klinického skuSania a jej
prilohou presny rozpis fakturovanych vykonov.
Zadavaté zaplati InStitacii na zaklade riadne

vystavene] a dokenej faktdry prislusnicas’

odmeny za Specifikované obdobie — uvedené vo

faktare, a to so splatntsu 45 dni od jej

dorwenia a schvalenia. Okrem toho Sponzor
zaplati SkuSajucemu na zéklade dodanej faktury v

nalezitej forme zodpovedajluctas’ peiazi za

dobu uvedenu na faktare, s datumom splatnosti do

45 dni od jej obdrzania a schvélenia.

neposkytne in0 odmenti akékd’vek iné hmotne

alebo nehmotné statky v suvislosti s realizaciou
tejto zmluvy nez je uvedené v tejto dohode.
Skasne sa zavazuje, Ze s Hlavnym skuSajucim ani
neuzatvori
samostatnt zmluvu upravujucu prava a povinnosti

inym  zamestnancom  InStitlcie

zmluvnych strdn ako aj podmienky odiogania

odchylne od ustanoveni tejto zmluvy. PoruSenie
tejto povinnosti bude klasifikované ako podstatné
poruSenie tejto zmluvy s pravom Institacie od

Zmluvy odstupf.

Doverné informécie

InStitdcia ani Skdsajuci neodhali a Zgrie ich 5.1
prislusni zamestnanci, zastupcovia a tretie strany
zapojené v Studii Skusajucim a/alebo Institticiou
neodhalia tretej strane ani nepouziju na ziadny iny
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Protocol.

Intiticiu  a SkuSajuceho budl8. The payments for Institution and Investigatr

be paid based on invoices which will contair
the code of the clinical study with its appendix-
a precise overview of all the invoiced activities
Sponsor will pay to Institution based on &
delivered invoice in a due form a correspondin
sum of money for the period of time specified ir
the invoice, with a due date up to 45 days fron
its receipt and approval. In addition, Sponso
pays to Investigator based on a delivere
invoice in a due form a corresponding part o
money for the period of time specified in the
invoice, , with a due date of 45 days from its
receipt and approval.

Sponsor undertakes not to pay any money, a
tangible or intangible goods to Investigator, no
his/her team and Institution Staff regarding the
realization of this Agreement, other then state
in this Agreement. Simultaneously, Sponso
undertakes not to conclude with Investigator o
another employee of Institution, any
independent agreement regulating rights an
obligation of the parties as well as the
conditions of payments other than it is stated i
this Agreement . Breaching of this obligation is
classified to be a severe breach of thi
Agreement.

Confidential Information

Institution/Investigator shall not, and shal
ensure that their respective employees, ager
and third parties involved in the Study by the
Investigator and/or Institution shall not, disclose
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Gcel nez na vykon tejto Studie Ziadne Gdaje, to any third party or use for any purposes othe
zaznamy, koreSpondenciu ani iné informacie than for the performance of the Study any dat:
odhalené Institacii/Skasajucemu Zadavate ¢i v records, correspondence or other informatio
zastipeni Zadavd® v désledku tejto Studie, disclosed to Institution/Investigator by or on
vratane, ale bez obmedzenia, Materialov (tak ako s behalf of Sponsor or generated as a result of tr
definované asti 6.1) a Udajov Stadie a Wnalezov  Study, including but not limited to Materials (as

(ako su definované &asti 6.2) ("alej spol@éne ako defined in Section 6.1), and Study Data an
,Dbverné informacie) bez predchadzajuceho Inventions (as defined in Section 6.2)
pisomného suhlasu Zadavate Také Doverné (hereinatfter, collectively  Confidential

informacie maju zosta tajnym a chranenym Information™)  without the prior written

majetkom Zadavata a maju sa odhdli len consent of Sponsor. Such Confidentia
Institacii/Skasajucemu a ich zamestnancom alebo Information shall remain the confidential and
zastupcom, ktori ich ,potrebuju  pozta proprietary property of Sponsor and shall b
Povinnog neodhalenia Dovernych informécii sa  disclosed only to Institution/Investigator and
nevz’ahuje na Doverné informacie, ktoré: their employees or agents who have a “need

know”. The obligation of nondisclosure shall
not apply to the Confidential Information that:

. sU alebo sa stanu verejne znamymi bez
pbésobeni&i zanedbania Institacie/Skusajuceho
alebo

I. is or becomes publicly available through
no act or omission of
Institution/Investigator; or

ii. sU odhalené Institlcii/Skasajucemu tte
stranou zékonne opravnenou na odhalenie
takych informécii alebo

ii. Is disclosed to Institution/Investigator by a
third party legally entitled to disclose such
information; or

iii. sU uz znadme Institdcii/Skasajucemu, ako to
ukézali ich predchadzajuce pisomné zaznamy,
ak Institucia/Skusajuci informuje Zadavide
do dvadsiatich (20) dni po odhaleni tychto
Dovernych Informacii Institacii/Skisajucemu.

iii. is already known to Institution/Investigator
as shown by their prior written records,
provided Institution/Investigator advise
Sponsor within twenty (20) days after
disclosure of the Confidential Information
to Institution/Investigator;

V pripade potreby sa mozu Doverné informacie If required, Confidential Information may be
odhalf Statnému Gstavu pre kontroludie alebo disclosed to a Competent Authority or by orde
of a court of competent jurisdiction, provided
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5.2

vhodné

pod’a rozhodnutia sudu s prisluSnou jurisdikciou,
ak (a) sa na také odhalenietahuje kazda platna

podobny material; (b) sa Zadavidei
predchadzajluce

poda
oznamenie a

vladna alebo z&konna ochrana dostupna pre

(©

Institucia/Skasajuci prijali vSetky primerané kroky

na zakonné obmedzenie rozsahu takého odhalenia.

So vSetkymi osobnymi Udajmi zaobchéadza kaZsld

strana poth vSetkych platnych zdkonov vratane,

ale bez obmedzenia, Eurépskeho nariadenia o

ochrane Udajov [ES/95/46], ak to prichadza do
avahy, a zakonat. 122/2013 Z.z. o ochrane

osobnych udajov a 0 zmene a doplneni ostatnych

zakonov, v platnom zneni.

DusSevné vlastnictvo

6.1

6.2

Celd dokumentacia, informacie, vybavenie ale®d

materidly dodané Zadavéiten alebo v jeho

zastupeni vratane, okrem iného, skuSaného lieku

(dalej spoléne ako Materidly“) zostavaju vo
vylucnom vlastnictve Zadavd®  InStiticia a

SkuSajuci budd pouzivaMaterialy len v pripade

potreby na vykon Stidie a nebudl Materialy

prenasa ani ich spristujpova’ tretim stranam bez
predchadzajuceho pisomného suhlasu Zadaate

6.2

VSetky Udaje, koreSpondencia a pracovny produkt
suvislosti so Studiou vratane vsetkych formularov

pripadovych  sprav, udajov,
informacii, zaverov a vysledkov v akejkek
forme, vyprodukovanych
pri vykone Studie (Jdaje 3Studie), a v3etky

dokumentéacie,

Institaciou/Skusajucim
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that (a) such disclosure is subject to al
applicable governmental or judicial protection
available for like material; (b) reasonable
advance notice is given to Sponsor; and (c) a
reasonable steps to legally limit the scope c
such disclosure have been taken b
Institution/Investigator.

All personal data shall be handled by eac
party in accordance with all laws applicable tc
it, including, but not limited to the European
Data Protection Directive [EC/95/46] as
applicable and Act No. 122/2013 Coll. on
Protection of Personal Data and on Changin
and Amending of Other Acts, as amended.

Intellectual Property

All documentation, information, equipment or
materials furnished by or on behalf of Sponso
including, but not limited to, Study drug
(collectively, ‘Materials”) will remain the
exclusive property of Sponsor. Institution anc
Investigator will use Materials only as
necessary to conduct the Study and will nc
transfer or make the Materials available to thirc
parties without the prior written consent of
Sponsor.

All data, correspondence, and work produc
relating to the Study, including all case repor
forms, data, documentation, information,
conclusions and results in whatever formn
generated by Institution/Investigator in the
conduct of the Study (theStudy Datd’) and

any inventions or discoveries (whethel
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6.3

6.4

6.5

6.6

vynalezy alebo objavy¢i{ uz patentovatié, alebo

nie) zlepSenia, navrhy, napady a spravy zostavene
ako

alebo pripravené Institaciou/Skusajacim
vysledok tejto Studie (kazdy Wnélez) sa

okamzite oznami Zadavditevi, stane sa vyhradnym

majetkom jedine Zadavd®e a pripisSe

InsStitdcii, a/alebo

Stadie.

Skusajucemu

sa
Zadavatéovi bez akejktvek d'alSej kompenzacie
Pracovnikom

SkusSajuci aj Institucia suhlasia s tym, Ze hatid 6.3

(inému nez Institacii alebo Zadavhbei) ani
nepouzZiju Wnalez az do

Zadavatéom, a dalej suhlasia s tym,

zaistenia prav
Ze

Zadavatéovi pri zaisteni takych prav poskytna v

primeranej miere pomaoc.

Pri dodrZzani opatreni tykajucich sa dbvernesti6.4
tejto Dohode ma Institicia nevyhradné pravo na

pouzite Udajov Stadie na svoje interné
nekometné vyskumné &ely, vywbu a
starostlivog o (Gastnikov Studie.

i _ i 6.5
Zadavate ani CRO neprenesu na

Institdciu/SkusSajuceho c¢inkom tejto  Dohody
Ziadne patentové pravo, autorské pravo ani
pravo duSevného vlastnictva Zadavate

Na poZiadanie Zadavége alebo CRO sa pri

iné

6.6

uplynuti alebo ukateni Stadie v3etky Materialy a
v3etky Udaje Stadie v sprave Institicie/Skasajlceho
eSte nedodané Zadavarei ani CRO bezodkladne

dodaju  Zadavatevi alebo CRO, a

to

bezpodmiengne, okrem rozsahu, kedy je jasne, Ze
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patentable or not), innovations, suggestion:
ideas and reports made or developed by tt
Institution/Investigator as a result of this Study
(each an [rhvention®) shall be promptly
disclosed to Sponsor, shall become the sole a
exclusive property of Sponsor and shall b
assigned to Sponsor without any furthe
compensation to Institution, Investigator and/o
other Study Staff.

Investigator and Institution each agrees t
neither disclose (other than to Institution ot
Sponsor) nor use the Invention until the right
have been secured by Sponsor, and furth
agree to reasonably assist Sponsor in securil
such rights.

Subject always to the confidentiality
provisions of this Agreement, the Institution
shall have a non-exclusive right to use the
Study Data for its internal non-commercial
purposes of research, teaching and Stuc
subject care.

Neither Sponsor nor CRO shall transfer t
Institution / Investigator by operation of this
Agreement any patent right, copyright or othe
proprietary right of Sponsor.

Upon request of Sponsor or CRO and upc
expiration or termination of the Study, all
Materials, and all Study Data in
Institution's/Investigator's custody not already
delivered to Sponsor or CRO, shall be promptl
delivered to Sponsor or CRO, without
condition, except to extent that certain of sucl
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8.1

8.2

SLOVAKIA - HERMAN -[INST.INV]- APEX — 20March2014-FINAL

urgité takéto informacie si  musi

Statnych a miestnych predpisov.

Suhlas etickej komisie

Pred zaatim Stidie musi Zadavéiayi alebo CRO

poskytn@ képiu pisomného priaznivého vyjadrenia
na vykon Studie primerane zostavena eticka

komisia.

Hlasenie neziaducich udalosti

V tejto Dohode je NeZiaduca udalog” kazdy 8.1

netakany nepriaznivy zdravotny stawastnika

Stadie, ktorému sa podava liek a ktory moze

alebo nemusi ntakauzalny vZah s touto ligbou.
Neziaduca udald's méze by preto akykdvek
neziaduci a nezamg@ny priznak (napriklad

laboratérne vysledky, ktoré nie sU v norme),
symptdm alebo ochorenie &sne spojené s

pouzivanim (skiuSaného) lieku beZ'atlu na togi

sa povazuju za suvisiace so (skusSanym) liekom

alebo nie. V tejto Dohode jZavazna neziaduca

udalost™ kazdy ne&akany nepriaznivy zdravotny

stav &astnika Studie, ktory pri akejkeek davke

sposobi smt  ohrozenie Zivota, vyzaduje
hospitalizaciu  alebo  pré&tenie  aktualnej
hospitalizacie, spOsobi pretrvavajucu alebo

zavaznu invaliditu/nespoésobilbsalebo znamena
vrodenu anomaliu/chybu pri narodeni. (ICH GCP)

Do 24 hodin od prvého rozpoznania NeZiaducizi?

udalosti a Zavaznych neziaducich udalosti
(definovanych v Protokole alebo platnymi
zakonmi a predpismi) SkdSajuci  nahlési

Zadavatéovi alebo CRO pod pokynov v

Protokole. Tyka sa to aj kazdej udalosti, ktora by

b 4

mohla ovplyvni bezpénos’ (Eastnikov Stidie
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information must also be retained by
Institution/Investigator under ICH GCP and
applicable national and local regulations.

Ethics Committee Approval

Prior to the commencement of the Study a cop
of the written favorable opinion for the conduct
of the Study from a properly constituted Ethic:
Committee must be delivered to Sponsor
CRO.

Adverse Event Reporting

As used in this Agreement, amldverse

Event® is any untoward medical occurrence
in a Study subject administered a
pharmaceutical product and which may or ma
not have a causal relationship with this
treatment. An Adverse Event (AE) can
therefore be any unfavorable and unintende
sign (including an abnormal laboratory
finding), symptom, or disease temporally
associated with the use of a medicina
(investigational) product, whether or not
related to the medicinal (investigational)
product. As used in this Agreement,Zetious

Adverse Event (SAE) is any untoward
medical occurrence that at any dose results
death, is life-threatening, requires inpatien
hospitalization or prolongation of existing
hospitalization, results in persistent or
significant  disability/incapacity, or is a
congenital anomaly/birth defect. (ICH GCP)

Within 24 hours of first knowledge Adverse
Events and Serious Adverse Events (as sut
are defined in the Protocol or by applicable
laws and regulations) Investigator will report
to Sponsor and/or CRO as set forth in th
Protocol. This applies also for any event tha
could affect the safety of the Study



SLOVAKIA-CTA-INST/INV/SPON-APEX-V13.01

8.3

8.4

alebo vykon Studie.

Prislusné informéacie sa maju zapisa ,formulari

8.3

NeZiaducich udalosti pre odosielané hlasenia“

nachadzajicom sa v $anéne Stadie. Formular sa

musi ihne’ vyplnit a odosld faxom poda
pokynov v Protokole.

SkuSajaci okrem toho okamzite nahlasi zdrayot8ed

poig’ovni akukdvek NeZiaducu udalds alebo
Zavaznu neZiaducu udatbsa akékdvek
Neatakavané zavazné nepriaznivé

reakcie

(definované v Protokole alebo v platnych
zakonoch a nariadeniach) v sulade so zakotiom

362/2011 Zb. o

liekoch a zdravotnickych

pomdckach, ptiom sa berd do dvahy vsetky

platné zakony a nariadenia.

9. Monitoring

9.1

9.2

Stadiu bude monitorovanonitor ugeny
Zadavatéom. Primeranyasovy interval musi vy

9.

9.1

rezervovany pri kazdej monitorovacej navsteve na
diskusie a vykon oprav vo formularoch pripadovych

sprav (CRFY). Institlcia a Skusajlci vyplnia CRF
natas a spravne.

9.2

InStitucia/SkuSajuci suhlasia s tym, Ze budu

uchovavd primerané zaznamy s kddom na
identifikaciu, klinické  pozorovania,
testy (&astnikov Studie a prijimanie

laboratérne

a

rozdd’ovanie lieku. Ak sa zdrojové Udaje udrziavaju

len ako poitacové subory,
suhlasia s tym, Ze pripravia wiky u(dajov

Institucia/Skasajuci

vSetkych dastnikov Stidie stvisiace so Stidiou s

cielom overové zdrojové Udaje. Tieto vyithy

podpiSu a datuju Institacia/Skasajuci a uchovaju

ako zdrojové dokumenty.

Institlcia/Skasajuci
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participants or the conduct of the Study.

The relevant information should be complete
on the "adverse event form for expeditec
reporting” that is located in the Study binder
The form must be completed and forwardec
immediately by fax as set forth in the Protocol

Investigator shall in addition promptly report
to the health insurance company in accordanc
with Law No. 362/2011 Coll. on Drugs and
Medical Devices any Serious Adverse Event
and any Unexpected Serious Advers
Reactions (as such are defined in the Protoc
or by applicable laws and regulations), taking
into consideration all applicable laws and
regulations.

Monitoring

The Study will be monitored by Sponsor's
designated monitor. A reasonable amount of
time must be set aside at each monitoring visit
for discussions and to make corrections to the
case record formsCRF"). CRFs will be
completed in a timely and accurate manner by
Institution and Investigator.

Institution/Investigator agrees to maintair
adequate records with respect to Stud
subject identification, clinical observations,
laboratory tests and drug receipt anc
disposition. If any source data are kept ol
computer files only, Institution/Investigator
agrees to make print-outs of all Study subject
data relevant for the Study for the purpose c
source data verification. These printouts will be
signed and dated by Institution/Investigator an
retained as source documents
Institution/Investigator will allow direct access
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10.

11.

11.1

umoZznia priamy pristup k zdrojovym dokumentom
a inym zdznamomdgastnikov Studie potrebnym na
Gcely monitoringu, auditu a kontroly.

Suhlas &astnikov Studie 10.

Informovany suhlas sa musi ziskad kazdého
Ucastnika Stadie, ktory presiel naborom do Stadie
eSte pred zZ@mtim akéhokbvek postupu
stvisiaceho so Stadiou. Spdsob vysvetlenia

Géastnikovi Studie a ziskania suhlasu ma
zodpovedda pokynom etickej komisie &l. 29
zakona ¢. 362/2011 Zb. o liekoch a

zdravotnickych poméckach a zodpovedan za
SkuSajaci. Dokumenty informovaného suhlasu
musia ma& formu schvalent Zadavdtwnm a
etickou komisiou (Pokumenty suhlastf). Kopia
informacii pre pacientov a Informovany suhlas sa
mé vyda kazdému dastnikovi Stadie, aby si ju
mohol vzia so sebou. VSetky takéto Dokumenty
suhlasu musia uvadza vSetkych znamych
potencialnych auditorov, pracovnikov
monitoringu a skdsajucich, ktori maju v zmysle
tejto Dohody pristup k osobnym uddajom a
zdravotnu poitoviu, ktorej budd poskytnuté ich
osobné Udaje v sulade so zakono6m362/2011
Zb. o liekoch a zdravotnickych poméckach.

Audity a kontroly requtaych organov 11.

InStitlcia umozni Zadavétwi alebo CRO a/aleboll.1

ich zastupcom vykomaaudit toho, ako si Institacia

a SkuSajuci plnia zavazky vyplyvajace im z tejto
Dohody, zariadeni a vybavenia, ktoré sa na ich
plnenie pouziva a pravosti zaznamenanych udajov a
v sulade s Protokolom. Audity sa uskiria na
zaklade primeraného oznamenia vopred @sid
pracovnych dni vopred) a vo vzajomne
odsuhlasenoméase. Ziadny z takychto auditov
Zadavatéa nezbavuje InStitaciu/SkaSajuceho
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to source documents and other Study subje
records needed for monitoring, audit anc
inspection purposes.

Study subject Consent

Informed consent must be obtained from eac
Study subject enrolling in the Study prior to
the commencement of any Study-relatec
procedure. The method of explanation to th
Study subject and the obtaining of conser
should be conducted in accordance with ethic
committee instructions and article 29 of Law
No. 362/2011 Coll. on Drugs and Medical
Devices, and is an Investigator responsibility
The informed consent documents must be in
form approved by Sponsor and the ethic:
committee (Consent Documenty. A copy
of the Study subject information sheet shoul
be given to all Study subjects to take with
them. Such Consent Documents mus
reference all known potential auditors,
monitors and inspectors as having acces
pursuant to this Agreement to personal dat
and health insurance company to which thei
personal data will be provided in accordanc
with Law No. 362/2011 on Drugs and Medical
Devices.

Audits and Reqgulatory Inspections

Institution shall permit Sponsor or CRO and/c
their representatives to audit Institution’s anc
Investigator's performance of its obligations
under this Agreement, the facilites and
equipment used for such performance, and tt
authenticity of recorded data and Protoco
adherence. Audits shall take place upo
reasonable advance notice (at least 10 workir
days in advance) and at mutually convenier
times. No such audit by the Sponsor shall
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akychkd'vek povinnosti, ktoré im vyplyvaju z tejto relieve the Institution/ Investigator of any of its
Dohody. obligations hereunder.

11.2 Institdcia umozni vykonanie kontrol svojépsti v 11.2 Institution shall facilitate inspections ofs it

Stadii  akymkdvek vladnym a reguimym participation in the Study by any governmenta
organom. Institicia/Skusajaci suhlasia s tym, ze or regulatory  authorities. Institution/
bezodkladne informuju Zadavéite alebo CRO o Investigator agrees to notify Sponsor or CRC
kazdej (navrhovanej) inSpekcii. InStiticia/Skasajuc  immediately of any such (proposed) inspectior
zabezp& (nakdko je to v sulade s platnym Institution/ Investigator shall procure (so far as
zakonom), 7e Zadavdtebude mé pravo by is consistent with the prevailing law) that the

pritomny na akejkivek takejto inSpekcii alebo Sponsor shall have the right to be present at a
skuSani a zZtastni’ sa a ak sa tak rozhodne, na svoje such inspection or investigation and tc

vlastné naklady, méze vykahaa kontrolova participate in, and if it so elects, at its expense
akukdvek c¢innog, ktora z toho vyplyva. to have the conduct and control of any actiol
Existencia takychto prav v prospech Zadéakaate arising therefrom. The existence of such right
neukladd Zadavatevi Zziadnu povinnas a in favour of the Sponsor shall not impose an
nezbavuje Institaciu/Skasajuceho Ziadnych  obligation on the Sponsor and shall not reliev
povinnosti, ktoré im vyplyvaja z tejto Dohody. the Institution/ Investigator of any of its

obligations under this Agreement.

12. Uchovavanie zaznamov 12. Records Retention

12.1 V3etka koreSpondencia stvisiaca so Stadidanea12.1 All correspondence related to the Stud
koreSpondencie s etickou komisiou a vSetky including correspondence with the ethics
zdznamy sUvisiace so Stadiou vratane kopii committee, and all records relating to the Studh
formularov pripadovych sprav. ma uchovava including copies of the case record forms
Institdcia/SkdSajuci najmenej patdagls) rokov should be maintained by Institution/Investigatol
alebo dihSie, ak to vyZaduju zvyklosti institicie  for at least fifteen (15) years, or longer if
alebo platné zakony a nariadenia. Obdobie required by institutional policy or applicable
uchovavania sa #ma ukomenim Studie na laws and regulations. The period of retentior
pracovisku. starts with the termination of the Study on site.

12.2 V tomto obdobi a na =zaklade poziadavk.2 Within this period and upon request by Spgnsc
Zadavatéa a podia zakonnych predpisov Institlcia and according to the legal provisions Institutior
v stinnosti so SkuSajucim poskytne Zadavaue in cooperation with Investigator will provide
jej zastupcom a akémukek prisluSnému Sponsor, its representatives, and any applicak
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13.

vladnemu alebo reguiaému organu das priamy
pristup k tymto zaznamom. Zadavatausi by
pocas tejto doby pisomne informovany o kazdej
zmene alebotahovani stborov Studie.

Publikacie 13.

InstitGcia a hlavny Skasajuci vedia, Ze tato Stgei
¢ag’ou multicentrickej klinickej vyskumnej Studie a
Ze ju Institacia ani SkuSajuci neodhali verejnagti
do publikacie vysledkov tejto multicentrickej
klinickej vyskumnej Stadie. Po prvom pripade (a)
publikacie tejto multicentrickej klinickej vyskumne
Stadie, (b) oznadmenia Zadavide Ze také
predloZzenie multicentrickej klinickej vyskumnej
Studie sa viac neplanuje, alebo (c) osenn§sd)
mes&ného obdobia od ukéenia, odstupenidi
ukortenia  takej  multicentrickej  klinickej
vyskumnej Stadie moézu InStiticia a Skuasajuci
verejne odhafi Udaje Studie; ak (i) sa Studia
vykonavala primerane pta Protokolu a (ii) taka
publikacia alebo odhalenie verejnosti sa vykona (1)
na vedeck&i akademické €ely a (2) v sulade s
opatreniami bodov (A) a (B) uvedenydhlej.

(A) Kazda navrhovana publikdcia alebo
odhalenie tdajov Studie verejnosti sa vydaji
na posudenie Zadavéityi najmenej
Sesdesiat (60) dni predidm predloZenia na
publikovanie (Obdobie posudenid). Ak
pocas tohto Obdobia posudenia Zadakate
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governmental or regulatory authority direct
access to these records in a timely man
Sponsor must be informed in writing of any
change of address or relocation of the Stud
files during this period.

Publications

Institution and Investigator understand that th
Study is part of a multi-center clinical researct
study, and that no public disclosure by
Institution or Investigator will be made until
after publication of the results of the multi-
center clinical research study. After the ficst t
occur of (a) publication of such multi-center
clinical research study, (b) notification by
Sponsor that such a multi-center clinica
research study submission is no longer planne
or (c) the eighteen (18) month anniversary o
the completion, abandonment or termination @
such multi-center clinical research study
Institution and Investigator may publicly
disclose the Study Data; provided, that (i) the
Study was reasonably conducted in complianc
with the Protocol, and (ii) such publication or
public disclosure is made (1) for scientific
and/or academic purposes; and (2) i
accordance with the provisions of subsection
(A) and (B) below.

(A) Any proposed publication or public
disclosure of the Study Data will be
given to Sponsor for review at least sixty
(60) days prior to the date of submissior
for publication (the Review Period).

If during the Review Period Sponsor
requests  that Institution  and/or
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alebo Skdsajuci poziada, aby Institucia alebo
hlavny SkuSajaci odstranili z navrhovanej
publikacie alebo odhalenia verejnosti
Doverné informacie iné nez Udaje Studie,
InStitdcia alebo SkuSajuci to urobi. Institlcia
a SkusSajuci suhlasia s tym, Ze prerokuju so
Zadavatéom kazdy z navrhov Zadavéite

¢o sa tyka prezentacie Udajov Stadie a tiez
natasovanie navrhovanej publikacie alebo

91/14

Investigator remove any Confidential
Information other than Study Data from a
proposed publication/disclosure,
Institution and/or Investigator will do s

Institution and Investigator agree to
discuss with Sponsor any of Sponsor’s
suggestions with  respect to the
presentation of Study Data, and the
timing of the proposed publication or

odhalenia.
zapracuju akélivek primerané pripomienky
Zadavatéa do publikacie alebo prezentéacie,
pod podmienkou, Ze sa zachova presreos
vedecka hodnota.

(B) Ak pocas tohto Obdobia posudenia
Zadavaté oznami InStitlcii, Ze Zadavdte
chce podgé patentové prihlasky o Wnaleze
(definovanom \asti 6.2.) odhalenom alebo
obsiahnutom v navrhnutej publikacii alebo
odhaleni, In&titacia a hlavny SkadSajuci
packaju s publikaciou alebo inym odhalenim
obdobie nepresahujucdalSich Selesiat
(60) dni, dostatmé na umoznenie toho, aby
Zadavaté podal pozadované patentové

prihlasky.

14. Nezdavisly zmluvny partner/Princip oddelenyd.

Zzaujmov

14.1 V ramci aktivit Institacie a SkaSajaceho vislosti 14.1 In

so Stadiou IndtitGcia aj Skasajici suhlasia s ten,
budi kond ako nezavisli zmluvni partneri
vzhladom na Zadavdita bez moZznosti zdkonne
zaviazd ZadavatBa, a nie ako zastupcdi
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InStiticia a/alebo  SkuSajuci

disclosure. Institution and/or Investigator
shall incorporate any reasonable
comments of Sponsor into the
publication or presentation, provided that
accuracy and scientific value remain
unaffected.

(B) If during the Review Period Sponsor
notifies Institution that Sponsor desires
patent application(s) on an Invention (as
defined in Section 6.2.) disclosed or
contained in the proposed publication ol
disclosure, Institution and Investigator
will defer publication or other disclosure
for a period, not to exceed an additiona
sixty (60) days, sufficient to permit
Sponsor to file or have filed any desired
patent application(s).

Independent Contractor/ Principle of Separa
Interests

Institution’s/Investigator’s activities in
connection with the Study, Institution and
Investigator both agree to act as independe
contractors in respect to Sponsor without th
capacity to legally bind Sponsor and not as a
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zamestnanec Zadavide agent or employee of Sponsor.

14.2 Institacia/SkuSajuci nedostane ZiadrglSi prijem 14.2 The Institution/Investigator will not receiaay
okrem dohodnutej podpory uvedenej v Prilohe A k additional profit beyond the agreed suppor
tomuto dokumentu. Ukaenie Stadie nezavisi od specified in Exhibit A attached herel
obchodnych wzahov medzi InsStiticiou/Skasajucim Completion of the Study is independent of an
a Zadavatéom. Institdcia ani jej zamestnanci nie  business relations between
su povinni nakupovavyrobky Zadavati. Institution/Investigator and Sponsor. The

Institution or its employees are not bound tc
purchase the products of Sponsor.

15. Poistenie/OdSkodnenie/tamie 15. Insurance/Indemnification/Liability

15.1 Zadavate pred zaatim Stadie zabezpe alebo 15.1 The Sponsor has obtained or will obtain gdor
zabezpeéil poistenie zodpovednosti za Skodu v commencement of the Study, liability insurance
suvislosti so Studiou do rozsahu a v stlade so with respect to the Study to the extent require
zakonom ¢. 362/2011 Zb. o liekoch a and in accordance with Law No. 362/2011
zdravotnickych pomdckach. Koépia potvrdenia o  Coll. on Drugs and Medical Devices. A copy of
poisteni (poistna zmluva) je prilozena k tejto  confirmation about the insurance (insuranc
Dohode ako Priloha 2. certificate) is attached as Appendix 2 to thi

Agreement.

o .. ) 15.2 Institution will maintain medical liability
15.2 InStiticia bude udrZiava celkové zdravotné insurance (in accordance with Act no.

poistenie zodpovednosti (v stlade so zakoom 5285004 Coll., on Medical Care Providers)
578/2004 Zb. o poskytovdiech zdravotnej
starostlivosti) a celkové komeré poistenie
zodpovednosti alebo samopoistenie
zodpovedajuceho krytia alebo krytie planom
financovanym Statom, dost&to/m na pokrytie jej
rizik zodpovednosti, a predloZi Zadavaw na
zaklade poziadavky vhodnu Poistnd zmluvu alebo
iné potvrdenie o takom poisteni.

and general commercial liability insurance ol
self insurance of appropriate cover, ol
coverage by a state funded plan sufficient t
cover its legal liability risks, and will submit
to Sponsor on request an appropriat
Insurance Certificate or other confirmation of
such insurance.

i . . o 15.3 Sponsor will indemnify Institution against any
15.3 ZadavateodSkodni Instituciu proti narokom tretej
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strany, stratdm a zodpovednosti vratane, ale bez third party claims, losses and liabilities
obmedzenia, primeranych poplatkov pre advokatov including, without limitation, reasonable

(dalej ako Narok/-y)*) vyplyvajucich z (i) attorneys’ fees Claim(s)”) resulting from (i)
pouzitia skuSaného lieku, ak sa podava presne the use of the Study drug when administered i
pod’a Protokolu a pokynov Zadavése (i) strict accordance with the Protocol anc

zanedbania alebo Umyselného nespravneho Sponsor’s instructions, (i) the negligence ol
pcinania na strane zamestnanca alebo zastupcu willful misconduct on the part of any Sponsor

Zadavatéa, ¢i (iii) poruSenia povinnosti Zadavéite employee or agent or (iii) a breach of the

v zmysle tejto Dohody, okrem pripadu, Ze sa na Sponsor’s obligations under this Agreement

taky Narok vZahuje odSkodnenie Institicie pad except to the extent any such Claim falls withir

bodu 15.5 uvedenéhtalej. the Institution indemnification under Section
15.5 below.

15.4 Institution shall indemnify Sponsor and CRC
from any and all Claims resulting from the
negligence or willful misconduct of, or breach
of this Agreement by Institution, Investigator
and other Study Staff.

15.4 InStiticia odSkodni Zadavkae a CRO pred
akymkdvek a vSetkymi Narokmi vyplyvajucimi zo
zanedbania alebo z Umyselného nespravneho
poéinania ¢i poruSenia tejto Dohody Institaciou,
SkusSajucim alebo inym Pracovnikom Studie.

i i o 15.5 Sponsor will not be liable for and is not aya
155 Zadavaﬂéneblfde zo'dpovedtly za a nie je strano,u to unauthorized warranties made by
ha heopravnene zaruky poskytnute Institution/Investigator or any of their respective

InstltUC|ou/Sku§aj_UC|rr] a'e?o prislusnymi employees or agents relating to the Study drug
zamestnancamic¢i zastupcami vo wahu Kk

Skusanému lieku.
16. Ukortenie 16 Termination

16.1 Zadavatemoze ukotit’ tito Dohodu tridsa(30) 16.1 Sponsor may terminate this Agreement upc
dni od pisomného oznadmenia inym stranam a z thirty (30) days written notice to the other
akychkdvek doévodov pred jej zaverom. parties and for any reasons prior to its

completion.

16.2 Zadavate alebo CRO s pisomnym suhlasom
Zadavatéa vopred mdze ukeit tito Dohodu pred 16.2 Sponsor, or CRO with Sponsor’s prior writter
jej zaverom pisomnym oznamenim z nasledujucich consent, may terminate this Agreement prior t:
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pricin:

ak dostupné adaje nazngl, Ze nie je
bezpéné pokrégova® v podavani Skusaného
lieku Geastnikom Studie;

ak Institlcia/Skusajuci nevykona nabor
Ziadnych spdsobilychsastnikov Studie, ki
sa splnil celkovy ndbor na multicentrické
skaanie, ktorého gag’ou je Stadia, aj vtedy,
ked’ sa nabor v Instittcii neskaif

i,
ak je dodrziavanie Protokolu slabé alebo
zaznamenavanie Udajov dlhodobo nespravne

alebo neuplné;

iv.
ak InStitacia, SkuSajuci a/alebo Pracovnik
Studie poruSia podmienku tejto Dohody a k

naprave neddjde ani v dod&tej lehote, ktora
im bola Zadavatm poskytnuta za é@lom
vykonania napravy;

pisomnou dohodou medzi Zadavamm a
InStituciou.

91/14

its completion by written notification for the
following reasons:

if available data indicate that it is not safe tc
continue to administer the Study drug tc
Study subjects;

if Institution/Investigator has not enrolled any
valid Study subjects when overall enroliment
for the multi-centre trial of which the Study is
a part has been met, even if the enroliment
period at Institution has not ended,

adherence to the Protocol is poor, or dat
recording is chronically inaccurate or
incomplete

if Institution, Investigator and/or Study Staff
are in breach of any term of this Agreemen
and if they are not cured within a subsequer
period of time set by Sponsor for the purpos
of correction.

by agreement, in writing, between Sponso
and Institution.

16.3 Institution may terminate this Agreement upo

16.3 Institdcia mdze ukeért tato Dohodu tridsa (30)

dni od pisomného oznadmenia inym stranam, ak

dostupné Udaje nazhgl, Ze nie je bezpeé
pokratova’ v podavani skasaného liektagtnikom
Studie, alebo Zadéavdtepodstatne poruduje tuto

Dohodu a také poruSenie sa nenapravi do tridsa
(30) dni od oznamenia Institaciou z tejto dohody
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thirty (30) days written notice to the other
parties if available data indicate that it is no
safe to continue to administer the Study drug t
Study subjects or Sponsor materially breache
this Agreement and such breach is not cure
within thirty (30) days of notice by Institution
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alebo kedykbvek aj

pacientov.

16.4 Pri ukoteni Stadie:

SkuSajuci okamZzite zastavi nabogastnikov do

bez udania dbévodu za
predpokladu, Ze je povazované za beémpg

91/14

thereof or any time without stating the reason.

16.4 Upon termination of the Study:

Studie a po primeranom zvazeni zdravia a
bezpénosti (kastnikov Studie zastavi podavanie

Skusaného lieku a vykon postupov Stidie a

Institacia predloZzi vyEtovanie potla pokynov
Zadavatéa alebo CRO na Uhradu, zhodne so .

sadzbami urenymi v Prilohe A, za:

1) poskytnuté sluzby a sumy hradené Institaciou 1)
za vykon Studie pred datumom ukenia do tej
miery, do akej tieto sumy zafiaeboli uhradené;

2) vSetky
spbsobené

nezrusitné povinnosti

nalezite
InStitdciou/Skasajucim (v sulade s
Prilohou A) pred datumom platného ukenia,

2)

ktoré zostavaju dlZzné/povinné po primeranych

pokusoch vykonanych
zmiernenie takych povinnosti; a

vSetky Materialy (vratane SkaSaného lieku a i

Institaciou/Skasajucim o

vsetkych inych liekov v Stadii, ak sa nepouZili na

uréeny Eel) sa bezodkladne vratia Zadavate na

naklady Zadavatea okrem tych, ktoré treba
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Investigator will immediately stop enrolling
subjects into the Study and will, with due
consideration for Study subject health an
safety, cease administering the Study drug ar
conducting Study procedures; and

Institution shall submit an account statemen
as directed by Sponsor or CRO for the
remuneration, consistent with the rate:
specified in Exhibit A, of:

services supplied and amounts disbursed |
Institution for performing the Study before the
termination date, to the extent these amoun
have not yet been paid,;

all  non-cancelable obligations properly
incurred by Institution/Investigator  (in
accordance with Exhibit A) before the
effective termination date that remain due
after reasonable attempts by
Institution/Investigator to mitigate such
obligations; and

all Materials (including Study drug and any
other Study medications insofar as they hav
not been used up for their intended purpose
will be promptly returned to Sponsor at
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16.5 Ukorgenie alebo zanik tejto Dohody nema vplyv na

archivova v zmysle ICH GCP, a platnych Statnych Sponsor's expense, except as required fi
a miestnych predpisov, a vietky Udaje Stadie, ktoré  archiving under ICH GCP and applicable
zatid’ neboli dordené Zadavatevi alebo CRO, sa national and local regulations, and all Stud
maju  bezodkladne daotit poda pokynov Data that has not already been delivered f
Zadavatéa a Sponsor or CRO shall be promptly deliverec

as directed by Sponsor; and

iv. if required under the Protocol Investigator
shall submit a final written report on the Study
to Sponsor.

ak je to potrebné pdd Protokolu, SkuSajuci
predloZi Zadavatevi zaverénl pisomnu spravu o
Stadii.

16.5 Termination or expiration of this Agreemen
shall have no effect on the parties’ rights an

prava a povinnosti stran, ktoré su platne pred obligations arising before the effective date o

datumom nadobudnutia platnosti ukenia alebo termination or expiration. It is explicitly

zéniku. .Je, vys,’lovne dohodnuté, ze prava a stipulated that the rights and obligations
povinnosti opisané v bodoch 5, 6, 8, 9.2, 11, 32, 1 described in Paragraphs 5, 6, 8. 9.2, 11, 12, 1

15, 16.4 aZz po 16.6 a 18 tejto dohody pretrvavaju p 15, 16.4 through 16.6 and 18 hereof sha

skorteni alebo zaniku tejto Dohody. survive the termination or expiration of this

Agreement.

16.6 Vietky platby vykonané Zadavkaem alebo v 16-6 Any payments made by or on behalf o

jeho zastUpeni Indtitdcii presahujice sumu Sponsor to Institution exceeding the amoun
aktualne zarobend sa bezodkladne refunduju actually earned will be promptly refunded to
Zadavatéovi pod’a pokynov Zadavafa alebo Sponsor as directed by Sponsor or CR(
CRO (bez vydavkov lekarni na skladovanie a (minus pharmacy set-up fees if applicable).
vydavanie skusobného lieku, ak to prichadza do

avahy).
17. Eticky vykon 17. Ethical Conduct
17.1 InStitucia/Skasajuci sa zavazujq, Z&7.1 Institution/Investigator undertakes tha

InStiticia/SkasSajuci  nedaju, neponudknu ani Institution/Investigator shall not, directly or
nedlbia, priamo ani nepriamo prostrednictvom indirectly through any third party, give, offer or
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tretej strany, platbu, dar ani ini cenna vec Zipdne
osobe, aby nevhodne ovplyvnila alebo c¢ina
pomahala InStitucii/Skasajucemu alebo
Zadavatéovi alebo CRO pri ziskani neprislusnej
vyhody.

17.2 InStiticia/Skasajuci sa zavazujq, 2.2
InStitucia/Skasajaci neprijmd, nebudu suhfasi
s/ani nedostani nebudd Ziadg priamo ani
nepriamo prostrednictvom tretej strany, platbu, dar
ani inu cennu vec od Ziadnej osoby ako odmenu
za to/alebo so zamerom, aby nevhodne ovplyvnila
InStitciu/Skasajuceho alebo Zadavatei CRO.

18. ROb6zne 18.

18.1 Tato Dohoda je zavazna pre jej strany, itB.1
zakonnych zastupcov, nastupcov a pravnych
nastupcov a nemusi typrevedend/postipena,
okrem pripadu prevedenia/postipenia Zad#vaie
na nastupcu v zasadne celom obchodnom zaujme,
ktorého sa tato Dohoda tyka. Vratane pripadu
uvedeného v Prilohe A mozno tito Dohoduidap
vyhradne pisomnym dokumentom podpisanym jej
stranami. Tato Dohoda nahradza vSetky predoslé
pisomné a ustne dohody Buky medzi stranami,
ktoré sa tykaju predmetu tejto dohody. Zrieknutie
sa naroku na pisomny dokument pri takych
dodatkoch bude musiebyt uvedené pisomne a
podpisané opravnenym zastupcom strany, ktora toto
zrieknutie sa naroku udeli.

18.2.SkuSajuci vykonava sluzby, ako su dohodn%2
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promise any payment, gift or other thing of
value to any person in order to improperly
influence them or otherwise  assist
Institution/Investigator, or the Sponsor or CRC
in obtaining an improper advantage.

Institution/Investigator undertakes tha
Institution/Investigator shall not, directly or
indirectly through any third party, accept,
agree or receive or request any payment, gi
or other thing of value from any person
offered or given as a reward for or with the
intention of improperly influencing Institution/
Investigator, or the Sponsor or CRO.

Miscellaneous

This Agreement shall be binding upon th
parties, their legal representatives, successc
and assignees and may not b
assigned/transferred except by Sponsor to
successor in substantially all of the busines
interest to which this Agreement relat
Including the case as provided in Exhibit A, this
Agreement may only be amended by a writtel
instrument signed by the parties. This
Agreement supersedes all prior written and or:
agreements and representations between t
parties with respect to the subject matter herec
Any waiver of the requirement of written
instrument for such amendments will need to b
stipulated in writing and signed by an
authorized representative of the party grantin
the waiver.

The Investigator will perform services as
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pod’a tejto Dohody osobne alebo pomocou inych agreed under this Agreement personally or b
¢lenov timu Studie, ktori st v3etci pod diatiom a other members of a Study team who are a
riadenim SkdSajuceho, a tieto sluzby nemozno under the Investigator’'s supervision anc
pridelit v celku aniciast@ne tretej strane bez management and these services cannot |

predoslého pisomného suhlasu Zaddweatalebo assigned in whole or in part to a third party
CRO. without the prior written consent of Sponsor ol
CRO.

i . o ... 183 Should the Investigator leave the
18.3. V pripade, Ze by Skusajuci odiSiel z Institdcie, Institution, the duration of this Agreement with

trvanie tejto Dohody s InStiticiou sa tym 0 |ngtitution shall not be affected thereby an
neovplyvni a lekar posobiaci ako Skusajuci uz the physician serving as Investigator will no
nebude stranou tejto Dohody. Institlcia suhlasi s longer be a party to this Agreement. The
tym, Ze sa pokisi najyhodného nastupcu, ktorého Institution agrees to try to find a suitable
Zada\vlgté prum('a. ,Ak by sa z,a dvi (2) ty;tflne successor acceptable to the Sponsor. Should
nenasSiel vhodny nastupca, Zadavatéze ukotit suitable successor be found within two (2
Dohodu po pisomnom oznameni. weeks), the Sponsor may terminate thi
Agreement upon written notice.

18.4 Ak sa o istej s@sti tejto Dohody zisti, ze jel8-4 If some aspect of this Agreement is foundeto k

neplatna poth platnych zakonov, nespdsobi tato invalid under applicable law, then that aspec
tag’ neplatnos celej Dohody. will not render the whole of the Agreement

invalid.

18.5 In case of conflict between the language
18.5 V pripade konfliktu medzi jazykovymi verziami versions of the Agreement the—Engiitivak
Dohody plati slovenska verzia. version shall govern.

18.6 Oznamenia 18.6 Notices

VSetky oznamenia poZadované alebo povolené v All notices required or permitted under this
ramci tejto Dohody budl pisomné a odo3li sa na  Agreement will be in writing and will be given
rovnakl adresu, ako je adresa uvedena nizSie, py addressing the same to the address for tl
alebo na ind takl adresu, ako prijemca mdZe recipient set forth below or at such othel
pisomne uviestakymto postupom. Oznamenie sa  address as the recipient may specify in writin
bude povazowaza dordené ku du, kel (a) sa under this procedure. A notice will be deemex
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odovzda osobne, (b) prijme ako dopmma to have been given as of it the date it is (a
posStova zéasielka alebo overena postova zasielka s delivered by hand, (b) received by registeres
doruwtenkou, vopred zaplatena postova zasielka, s or certified mail, postage prepaid, return
poZzadovanou navratkou alebo ju (c) doda receipt requested,or (c) delivered by

medzinarodne uznavany poisteny danaci internationally recognized bonded courier.
kuriér.
Zadavaté:

To Sponsor:

Portola Pharmaceuticals, Inc. _
Portola Pharmaceuticals, Inc.

270 East Grand Avenue
270 East Grand Avenue

South San Francisco, CA 94080, _
South San Francisco, CA 94080,

USA
USA

Do ruk: Hlavny finagny riaditd’ _ S ] _
Attention: Chief Financial Officer

To Institution:
InStitucia: i _ .
Fakultna nemocnica Trem,

Fakultna nemocnica Tréim, o )
Legionarska 28911 71Trerxin,

Legionarska 28911 71Trercin, _
Slovakia

Slovenska republika _ i i
Attention:RNDr. Jan Dubovsky

Do ral®NDr. Jan Dubovsky

Skusajuceho: _
To Investigator:

MUDr. Oto Herman
MUDr. Oto Herman
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CRO:
August Research EOOD
23, Dragan Tsankov Blvd,
2. poschodie, 1113 Sofia

Bulharsko

Do rak: Vykonny riadité

91/14

To CRO:
August Research EOOD

23, Dragan Tsankov Blvd"®floor,
1113 Sofia

Bulgaria

Attention: Managing Director

18.7 The interpretation, construction  anc

18.7 Interpretécia, vyklad a plnenie tejto Dohody a
rieSenie akychkivek sporov suvisiacich #ou sa
riadi zakonmi Slovenskej republiky, bez rozporu
so zakonnymi ustanoveniami. Okrem podani,
ktoré vyzaduju predbezny prikaz, sa ak&ek
spory suvisiace s touto Dohodou predkladaju
vyluéne prislusnému sudu Slovenskej republiky.

performance of the Agreement and the
resolution of any disputes relating hereto i
governed by the laws of Slovakia, without its
conflict of laws provisions. With the exception
of submissions seeking a preliminary
injunction, any disputes relating to the
Agreement shall be submitted exclusively tc
the competent court of Slovakia.

NA DOKAZ COHO Institicia, Skusajuci a ZadavatdN WITNESS WHEREOF, Institution, Investigator
prostrednictvom svojich riadne opravnenych osébd Sponsor, by their duly authorized persons ha

podpisali tato Dohodu v mene stran. signed this Agreement in the parties’ names.
Vedenie Institlcie Management oOfinstitution
Podpis: By:

RNDr. Jan Dubovsky

Riaditel

RNDr. Jan Dubovsky

Director

Datum: Date:
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Skuasajuci: Investigator:

MUDr. Oto Herman MUDr. Oto Herman

Datum:

Date:

V' mene Portola Pharmaceuticals, Inc. On Behalf of Portola Pharmaceuticals, Inc.

August Research EOOD By August Research EOOD

Podpis:

By:

[Meno osoby s podpisovym pravom] [Name of signatory]

[Funkcia osoby s podpisovym pravom] [Title of signatory]

Datum:

Date:
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Zoznam priloh a dodatkov k tejto Dohode (ktoré su List of exhibits and appendices to this Agreement
priloZzené a/alebo zapracované odvolanim sa na ne): (which are attached hereto and/or incorporated

Priloha A: Splatkovy kalendéar
Priloha¢. 1: Formular platobného poverenia

Priloha¢. 2: Doklad o poisteni

Priloha¢. 3: Kopia sthlasu Statneho tstavu na kontrolu

lieciv a prislusné vyjadrenia etickych komisii

Priloha¢. 4: Dohoda o obmedzenej pésobnosti a

splnomocneniedalej ako ,DOP*)

by reference)

Exhibit A: Payment Schedule

Appendix no. 1: Payment Authorization Form
Appendix no. 2: Insurance Certificate

Appendix no. 3: Copy of approval from State
Institute for Drug Control and concurring opinions
from the Ethics Committees

Appendix no. 4: Limited Agency Agreement and

Prilohac. 5: Kopia vypisu s obchodného registra CRoPower of Attorney (the "LAA")

Priloha¢. 6: Kopia vypisu z obchodného
registra/registracie/zakladdiskej listiny
zdravotnickeho zariadenia

Priloha¢. 7: Informacie pre pacientov a formular
informovaného suhlasu

Priloh¢. 8. Tabuka platieb

Appendix no. 5: Copy of extract from the
Commercial Register of CRO

Appendix no. 6: Copy of extract from the
Commercial Register/Registration/Incorporation
Deed of Medical Facility

Appendix no. 7: Information for patients and
Informed Consent Form

Appendix no. 8: Table of Payments
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Priloha A
Splatkovy kalendar
Portola Pharmaceuticals, Inc.

Protokol €. 11-019

Platby: Platba sa ma uhradit nasledujicim
prijemcom:

Institacii:
Meno prijemcu: Fakultna nemocnica Trencin

Adresa prijemcu: Legionarska 28, 911 71 Trencin

Exhibit A
Payment Schedule
Portola Pharmaceuticals, Inc.

Protocol #11-019

Payments:
following:

Payment should be made to the

To Institution:
Payee Name: Fakultna nemocnica Trenéin

Payee Address: Legionarska 28, 911 71 Trendin

Nazov a adresa banky: Statna pokladnica,
Radlinského 32, P.O.Box 13, 810 05 Bratislava

Cislo uétu:
Kéd triedenia:
SWIFT:

IBAN:

SkisSajucemu:

Meno prijemcu: MUDr. Oto Herman

Adresa prijemcu:

Nazov a adresa banky:

Cislo uétu:

Kéd triedenia: -

SWIFT:

Bank Name and Address: Statna pokladnica
Radlinského 32, P.O.Box 13, 810 05 Bratislava

Account Number:

Sort Code:
SWIFT:

IBAN:

To Investigator:
Payee Name: MUDr. Oto Herman

Payee Address:

Bank Name and Address:

Account Number:

Sort Code: -

SWIFT:
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IBAN:

Faktary: Faktary sa budd spractivat Stvrtro¢ne.
VSetky faktiry musi overit spolo¢nost Portola
alebo osoba fiou uréena a musi zahfhat presné

polozky ku vSetkym  platbam, podporni
dokumentaciu a fakturacné referenéné gislo
pracoviska.

PPD Global Ltd. je v zmysle tejto Dohody
platobnym zastupcom Zadavatela.

VSetky faktlry sa musia adresovat’ takto:

Portola Pharmaceuticals, Inc.c/o
PPD Global Ltd.

Granta Park

Great Abington

Cambridge

CB21 6GQ

Spojené kralovstvo

Investigators.UK@ppdi.com

A odoslané emailom na adresu:

gkukundjieva@augustresearch.com
(Gergana Kukundjieva, riaditelka August
Research EOOD)

Portola Pharmaceuticals, Inc. je zapisana v USAa US and does not have an EU VAT number.

IBAN:

Invoices: Invoices will be processed on a
quarterly basis. All invoices must be verified by
Portola or its designee, and include a correct
itemization for all fees, supporting documentation,
and a site invoice reference number.

PPD Global Ltd. is serving as Sponsor’s payment
agent under this Agreement.

All invoices must be addressed as follows:

Portola Pharmaceuticals, Inc.c/o
PPD Global Ltd.

Granta Park

Great Abington

Cambridge

CB21 6GQ

United Kingdom

Investigators.UK@ppdi.com

And emailed to

gkukundjieva@augustresearch.com
(Gergana Kukundjieva, Managing Director
of August Research EOOD)

Portola Pharmaceuticals, Inc. is registered in the
If a
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nema &islo DPH pre EU. Ak sa na Ucely fakturacie
vyZaduje danové referenéné Cislo, uvedte, prosim,
americké danové identifikacéné &islo — TIN: 20-
0216859

Ak sa maju platby uhradzat sprdvne a nacas,
faktary musia byt adresované a odoslané tak, ako
je uvedené vysSie, alebo tak, ako to ina¢ pisomne
ur¢i Zadavatel.

Nabor: Institicia potvrdzuje, Ze toto je Studia
navrhnutd na hodnotenie uréeného poctu
ucastnikov Stadie. Od Indtiticie sa ocakava, Ze
pouzije svoje maximalne Usilie na nabor, ako je
uvedené v tejto Dohode. Po dosiahnuti cielového
podtu Udastnikov Stadie pre celd Stadiu bude
Institlcia informovand a poucend o tom, aby uz
nepokragovala v nabore Ggastnikov Studie.

Za Stadiu budud nasledujice thrady:

Naklady za U €astnika: Institlcia/SkdSajaci budd
plateny za 0c€astnika, ktory ukongil Studiu a bol
hodnoteny podla definicie uvedenej dalej na
zaklade sadzieb uréenych v pripojenom Rozpocte,
a DPH, ak to prichadza do avahy. Platby sa budu
hradit’ Stvrtrocne v eurdch a budd sa zakladat na
absolvovanych navStevach po overeni vo
formularoch elektronickych pripadovych sprav
Gcastnikov Stadie (eCRF). Ug&astnik, ktory ukongil
Stidiu a bol hodnoteny, je definovany takto: (i)
vSetky postupy musia byt vykonané podla
protokolu a usmerneni ICH GCP, (ii) ucastnik
Stadie bude do Studie zaradeny len podfa
zaradovacich/vylu¢ovacich kritérii a (iii) vSetky udaje
sU spravne a Uplne zdokumentované. Ak ucastnik
Stadie neabsolvoval vdetky navstevy podla
Protokolu, platby za takého Ugastnika Studie sa

tax reference number is required for invoicing
purposes please quote Portola’'s US Tax
Identification Number - TIN: 20-0216859

Invoices must be addressed and sent as set forth
above or as otherwise directed in writing by
Sponsor in order to receive accurate and timely
payment.

Enrollment: Institution acknowledges that this is
a Study designed to evaluate a set number of
Study subjects. Institution will be expected to
apply best endeavors for enrollment as provided
for under the Agreement. When enrollment of the
target number of Study subjects for the entire
Study is complete, Institution will be notified and
instructed not to continue enrolling Study
subjects.

The Study shall be payable as follows:

Cost Per Subject: Institution/Investigator will be
paid per completed and evaluable subject as
defined below based on the rates set forth in the
attached Budget, plus VAT if applicable.
Payments will be made on a quarterly basis in
Euros and will be based on completed visits
verified in the Study subject electronic case report
forms (eCRFs). A complete and evaluable Study
subject is defined as follows: (i) all procedures
must be performed according to the protocol and
ICH GCP guidelines, (ii) a Study subject will only
be included according to the inclusion/exclusion
criteria, and (iii) all data are documented accurately,
completely. In the event that a Study subject does
not complete all visits as specified in the Protocol,
payment for such Study subject shall be made on
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vykonaju Umerne absolvovanym navStevam a
podla eCRF.

Predbezny skrining: Skasajucemu bude
zaplatené za Usilie potrebné na predbezny skrining
pacientov, ktori maju jedno primarne rizikové
kritérium VTE ako dokumentovanud pri¢inu akudtnej
hospitalizacie podla popisu v zaradovacom kritériu
¢. 6 v Protokole, ktori maju najmenej 40 rokov, su
zavazne imobilni podla poziadaviek Protokolu,
predpoklada sa, Ze budu hospitalizovani najmenej
tri dni a ktori nepodpisali dokument Sudhlasu.
SkuSajucemu bude zaplatené za kazdych 10
takych predbezne preverenych os6b pred 31.
decembrom 2014 a dlhSie, ak tak oznamil
Zadavatel. Platba sa vykona po prijati faktary od
Institicie dolozenej prisluSnou dokumentaciou.
Predbezny skrining podla tohto bodu je oddeleny
od neuspechov pri skriningu a, aby to bolo jasné,
nesuavisi s nimi.

NeUspechy pri skriningu: Na Ucely tejto Dohody
znamena ,Neuspech pri skriningu” kazdého
pacienta, ktory sa spodiatku javi, akoby spifal
kritéria pre skrining, podpisal dokument Suhlasu,
podstupil skriningové postupy, no nerandomizoval
sa do Studie. Maximéalny pocet Nelspechov pri
skriningu, pri ktorom dostane Institacia Uhradu, je
20 % 1z celkového poctu randomizovanych
UCastnikov. (Ak je napr. 20 Ucastnikov
randomizovanych v Institacii, maximalny pocet
neuaspechov pri skriningu, ktory mozno uhradit, je
4). SkuSajici dostane platbu za NeUspechy pri
skriningu, ktoré mozno uhradit, Stvrtroéne po
prijati spravnych faktdr s jednotlivymi polozkami,
ktoré boli prijaté pocas predoslého Stvrtroku spolu
s nalezitou dokumentéciou.

Testovanie D-diméru: Vv pripade, ze
Institicia dosiahne maximalny pocet Nelspechov

a pro-rated, completed visit and eCRF basis.

Pre-Screening: Investigator will be paid for
effort required to pre-screen patients having at
least one of the Primary Risk Criteria for VTE as
the documented cause of acute hospitalization as
specified in Inclusion Criterion #6 in the Protocol,
who are at least 40 years old, severely
immobilized per Protocol requirements, expected
to be hospitalized for a minimum of three days
and who have not signed a Consent Document.
Investigator will be paid for every 10 such pre-
screened prior to December 31, 2014, and longer
if so notified by Sponsor. Payment shall be made
upon receipt on an invoice from Institution
accompanied by appropriate documentation. For
clarity, pre-screening pursuant to this paragraph is
separate from and unrelated to Screen Failures.

Screen Failures: For purposes of this
Agreement, a “Screen Failure ” shall mean any
patient, who initially appears to meet the criteria
for screening, signs a Consent Document,
undergoes screening procedures but does not
randomize into the Study. The maximum number
of Screen Failures for which the Institution will be
reimbursed is 20% of the total randomized
subjects. (For example only, if 20 subjects are

randomized at the Institution, the maximum
number of reimbursable screen failures is
4). Investigator  will  receive payment for

reimbursable Screen Failures quarterly based
upon the receipt of correct and itemized invoices
received during the preceding quarter together
with appropriate documentation.

D-Dimer Testing: In the event Institution
reaches the maximum number of reimbursable
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pri skriningu, ktory mozno uhradit, povoleny tak,
ako je uvedené vysSie, Zadavatel od datumu
platnosti az do 31. decembra 2014 alebo dlhSie, ak
to oznami Zadavatel, zaplati za testovanie D-
diméru u pacientov vo veku 60 — 74 rokov, ktori
podpisali dokument Suhlasu pre Stadiu a ktori by
okrem nelspechu pri ziskani kvalifikujiceho
merania D-diméru podla definicie v Protokole
splnili kritéria randomizacie. (Platbu za testovanie
D-diméru u pacientov, ktori su nasledne
randomizovani, obsahuju naklady na skrining a
randomizaciu). Taka platba je Uhrada za vSetky
sluzby suvisiace s takym testovanim D-diméru
vratane, o. i., ziskania pisomného informovaného
sthlasu takého pacienta. Sk(Sajuci dostane
platbu za neudspechy pri D-dimére Stvrtrocne po
prijati spravnych faktar s jednotlivymi polozkami,
ktoré boli prijaté pocas predoslého Stvrtroku spolu
s nalezitou dokumentaciou.

Dalsie tvodné poplatky:  V pripade, Ze skusajuci
zaradi do klinického skuSania prvého Gcastnika v
termine od datumu nadobudnutia platnosti tejto
Dohody do jina 2014 alebo dihSie, ak to oznami
Zadavatel (dalej ako “zrychleny €asovy ramec”),
Zadavatel zaplati skuSajicemu dalSie Uvodné
poplatky, tj. uhradu za &as a zdroje potrebné na
koordinéciu a riadenie aktivacie Studie, v rozsahu
podla priloZenej taburky platieb v prilohe ¢. 8.

Uhrada prepravy U éastnika Studie: Néklady na
prepravu na randomizovaného Ugastnika Studie za
definovand naplanovanu navstevu podla Protokolu
budu platené SkiSajucemu po prijati faktary a
podpornej dokumentacie.

Screen Failures permitted as set forth above,
Sponsor will, from the Effective Date until
December 31, 2014, or longer if so notified by
Sponsor, for D-dimer testing in patients aged 60-
74 who have signed a Consent Document for the
Study, and who would, except for their failure to
have a qualifying D-dimer measurement as set
forth in the Protocol, meet the criteria for
randomization. (Payment for D-dimer testing in
patients who are subsequently randomized is
included in the Screening and Randomization
costs). Such payment shall constitute
reimbursement for all services associated with
such D-dimer testing, including, without limitation,
obtaining written informed consent of such
patient. Investigator will receive payment for
such D-dimer failures quarterly based upon the
receipt of correct and itemized invoices received
during the preceding quarter together with
appropriate documentation.

Additional Start-up Fees: In the case that
Investigator enrolls the first Study subject from the
Effective Date of this Agreement until June 2014,
or longer if so notified by Sponsor (hereafter
referred to as “an accelerated time frame”),
Sponsor will pay to Investigator the Additional
Start-up Fees, i.e. reimbursement for the time and
resources required to coordinate and manage
Study activation, in the extent specified in the
attached Table of Payments in the Appendix no. 8.

Study Subject Transportation Reimbursement
Transportation costs per randomized Study
subject per Protocol defined scheduled visit will
be paid to Investigator upon receipt of invoice and
supporting documentation.
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Poplatky Centralnemu laboratériu: Naklady na Central Laboratory Fees : Central Laboratory
Centralne laboratorium uhradi Zadavatel. costs will be paid by the Sponsor.

Intiticia a SkaSajuci, kazdy z nich tvrdi, Ze Institution and Investigator each represents
vSetky néklady opisané vySSie a vSetky  dalSie that all costs described above, and any
financovania pozadované nasledne Institliciou additional funding subsequently requested by
alebo  SkdSajucim odrazaju aktudlne a Institution or Investigator, reflect amounts
primerane polozky potrebné na zaopatrenie actually and reasonably required for the

sluzieb suvisiacich so Stadiou. Zadavate F provision of services associated with the

mbze zvySi ¥’ rozpo éet pisomnym oznamenim.  Study. The Sponsor may increase the budget

Kazdé také zvySenie bude podlieha ¢ terminom by written notice. Any such increase will be

a podmienkam tejto Dohody. subject to the terms and conditions of this
Agreement.
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Taburka platieb / Table of Payments

Popis navstev / Visit Description

hodnotenie v EUR / Amount
per subject per visit in EUR

Platby za jeden subjekt

Platby za jeden subjekt
hodnotenie v EUR /
Amount per subject per

Celkom za subjekt hodnotenie bez vySetrenie
ultrazvukom v den 35

visit in EUR
Institution .
Investigator
Visit 1 - Day 1 Screening/Randomization. / 241 362
Navsteva 1 Skrining/Randomizacia
Visit 2 - End of Parenteral Treatment. / 162 243
Navsteva 2 Ukotenie parenteralnej kiby
Visit 3 A - Day 35 without Ultrasound Imaging. / 140 211
Navsteva 3 A — Die 35 bez ultrazvukového zobrazenia
Visit 3 B - Day 35 Ultrasound Imaging. / 108 162
Navsteva 3 B s ultrazvukovym zobrazenim
Visit 4 - Follow-up/End of Study. / 69 102
Navsteva 4 — Nasledné sledovanie/Ulamie Studie
Pharmacy fee 30 0
Platba lekarni
Local laboratory fee 30 0
Platba lokalnemu laboratériu
Total per Subject with Ultrasound / 1080
Celkom za subjekt hodnotenie s vySetrenim 720
ultrazvukom
Total per Subject without Day 35 Ultrasound / 612 918

DalSie platby / Additional Payments

uvedenia v EUR / Payments

Platby za ukon alebo poda

per unit or as indicated in

Platby za ukon alebo
podra uvedeniav EUR /
Payments per unit or as

indicated in EUR

Study Subject Transportation Reimbursement

EUR |

Institution Investigator
PredbeZny skrining/Pre-Screening 0 10
NeUspechy pri skriningu/screening fail 0 680
Testovanie D-diméru/d-Dimer testing 0 500
DalSie Gvodné poplatky/Additional Start-up fees 0 0as
Odoslanie vzorového vysSetrenia ultrazvuku/Submiss|o 0 120
of sample ultrasound Exam
Uhrada prepravydastnika Stadie / 0 25
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