PPD

Zmluva o klinickom skasani

PPD Slovak Republic, s.r.o.,

Je klinickou vyskumnou organizéciou splnomocnenou
zadavatel'om (ako je definované nizsie) uzatvorit’ tito
zmluvu so sidlom na adrese Bratislavska cesta 100/D,
931 01 Samorin, Slovenska republika, ICO: 35900784
dcerska  spolo¢nost PPD International Holdings
GmbH., zastipena Christopherfom] David[om]
Neildlom].  konatelom spolo¢nosti, a zapisana
v Obchodnom registri Okresného sidu v Trnave,
oddiel Sro, vlozka ¢. 26142/T

ICO: 35900784

DIC: SK2021891795

Bankové spojenie: Deutsche Bank AG, Postbus
12797, 1100 AT Amesterdam Zuidoost

dalej len ,,PPD*
A

Univerzitna nemocnica Bratislava,

so sidlom na adrese Pazitkova 4, 821 01 Bratislava,
Slovenska republika, zastupena/é MUDr. Miroslavom
Bdzochom, PhD., MPH, pracovisko: Nemocnica
akademika Ladislava Dérera

ICO: 31 813 861
DIC: 202 17 00 549 (nie i
Bankové spojenie:

latca DPH

dalej len ,.zdravotnicke zariadenie”
A

MUDr. Martin Kokles,
s trvalym bydliskom na adrese Gorkého 9 81101
Bratislava, Slovenska republika.

Détum narodenia: 28 maja 1963
d’alej len .. skusajuci”

d’alej spolocne len ,,zmluvné strany”
uzatvaraju tato zm lu v u:
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PPD Slovak Republic, s.r.o.

Commercial Register: District Court Trnava

.76
*\_7

Bratislavskd cesta 100/D
Section: Sro, File No 26142/T

¢ Fo/rnd/20ic

Agreement on Clinical Study

PPD Slovak Republic, s.r.o.,

Is a clinical research organisation authorised by
Sponsor (as defined below) to execute this Agreement
with its registered address at Bratislavska cesta
100/D, 931 01 Samorin, Slovak Republic, Company
ID: 35900784 a subsidiary of PPD International
Holdings GmbH., represented by Christopher David
Neild, executive of the company, and registered in the
Commercial Register at the District Court in Trnava,
Section Sro, Insert 26142/T

Company ID no.: 35900784
Tax ID no.: SK2021891795
Bank information: Deutsche Bank AG, Postbus
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further, “PPD”
and

Univerzitna nemocnica Bratislava,

with its registered address at Pazitkova 4, 821 01
Bratislava, Slovak Republic, represented by MUDr.
Miroslav Bdzoch, PhD., MPH , workplace: Hospital
of academic Ladislav Derer

Company ID no.: 31 813 861
Tax ID no.: 202 17 00 549 (not a VAT payee)
Bank:

further, the “Medical Facility"

and

MUDr. Martin Kokles,
permanent residence at Gorkeho 9, 811 01 Bratislava,
Slovak Republic.

DOB: 28th May 1963
further, the “Investigator*

further jointly, the “Parties”
concludethisAgreement:
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1))

2)

3)

I.
Predmet a ucel zmluvy

Predmetom tejto zmluvy je klinické sktidanie
skiiSaného lie¢iva RVX000222 (dalej len
~skusané  lie¢ivo”) (dalej len  klinické
skuSanie™), ktoré PPD vykonava ako nezavisly
dodavatel' v prospech farmaceutickej spolo¢nosti
Resverlogix Corp. 300, 4820 Richard Road SW,
Calgary, Alberta, T3E 6L1 Canada, ktora je
vyrobcom skusaného lietiva, v ramci Eurdpskej
tnie zastipenej Clinical Technology Centre
(International) Limited Granta Park, Great
Abington, Cambridge CB21 6GQ, United
Kingdom (dalej jednotlivo ispoloéne len
»zadavatel™) v zmysle protokolu RVX222-CS-
015:  ,Multicentrické, dvojito  zaslepené,
randomizované klinické skiaSanie fazy 3
prebiehajuce v paralelnych  skupindch na
uréenie i BET (Bromodomain Extraterminal
Domain) inhibi¢na liecha produktom
RVX000222 predlZuje ¢as do vyskytu zdavainych
neZiaducich kardiovaskuldrnych udalosti
(MACE)  uvysoko  rizikovych  pacientov
s diabetom 2. typu (T2DM) a ochorenim
korondrnych artérii (KACH) pocas 104 tyZdiiovej
liechy” (dalej len ,protokol”), apodrobne
charakterizuje  ¢innosti  vykondvané v ramci
klinického skusania a del'bu zodpovednosti medzi
zmluvnymi stranami.

Utelom zmluvy je stanovit podmienky pre
vykonavanie klinického skus$ania a uréit' prava
apovinnosti zmluvnych stran pri  vysoko
profesionalnom vykondvani klinického skuSania
(¢o, okrem iného, zahrma aj v¢asné odovzdavanie
vietkych udajov a d'alsich informacii tykajucich
sa klinického skuSania, vratane vSetkych
zaznamovych formularov tucastnika klinického
skusania (CRF) alebo elektornickych
zaznamovych formularov ucastnika klinického
skusania (tzv. e-CRF).

Zdravotnicke zariadenie vyhlasuje, Ze ono samo
a skusajuci disponuju skusenost'ami,
schopnostami, primeranym poctom pacientov,
ktorym poskytuje zdravotni starostlivost, ako aj
prostriedkami, ktorymi sa, okrem iného, mysli
personal a vybavenie potrebné na presné, ucinné
arychle, profesionalne a kompetentné
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E
Subject and purpose of the Agreement

The subject of the Agreement is the clinical
evaluation of the Study Drug RVX000222
(further, the “Study Drug”) (further, the “Clinical
Study”), which PPD is conducting as an
independent contractor for the benefit of a
pharmaceutical company, Resverlogix Corp. 300,
4820 Richard Road SW, Calgary, Alberta, T3E
6L1 Canada which is the producer of the Study
Drug, being represented within the European
Union by Clinical Technology Centre
(International) Limited Granta Park, Great
Abington, Cambridge CB21 6GQ, United
Kingdom (further individually and collectively,
the “Sponsor”) pursuant to Protocol RVX222-
CS-015: “A Phase III Multi-Center, Double-
Blind, Randomized, Parallel Group, up to 104
Weeks Dosing, Placebo-Controlled Clinical Trial
in High-Risk Type 2 Diabetes Mellitus (T2DM)
Subjects with Coronary Artery Disease (CAD) to
Determine Whether Bromodomain
Extraterminal Domain (BET) Inhibition
Treatment with RVX000222 Increases the Time
to Major Adverse Cardiovascular Events
(MACE)”, (further, the “Protocol”) and describes
in detail the activities conducted in the Clinical
Study and the division of responsibilities among
Parties.

The purpose of the Agreement is to set out
conditions for conducting the Clinical Study and
to provide the rights and obligations of the Parties
for conducting the Clinical Study, in a highly
professional manner (which shall include but not
be limited to, submitting all data and other
information related to the Clinical Study in a
timely manner, including all case report forms
(CRFs), or electronic CRFs (also called e-CRFs).

The Medical Facility declares that it, and the
Investigator, have the experience, capability,
adequate number of Study subjects in care and
resources including, but not limited to, personnel
and equipment to accurately, efficiently and
expeditiously perform the Clinical Study in a
professional and competent manner and shall use
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4)

3)

1)

2)

vykonavanie klinického skdSania aze tieto
prostriedky vzdy vyuZzije tak, aby sa klinické
skusanie vykonavalo uvedenym spdsobom.

Skusajici vyhlasuje, Ze nie je zamestnancom
alebo zastupcom PPD.

Pokial’ by sa medzi podmienkami stanovenymi
v protokole a v tejto zmluve vyskytla akakol'vek
nezrovnalost' alebo konflikt, rozhodujicimi vo
vztahu k zékonnym povinnostiam zmluvnych
stran budu podmienky  tejto  zmluvy
arozhodujucimi vo vztahu k vykondvaniu
klinického skusania budi podmienky protokolu.

II.
Zacatie klinického skiSania

Klinické ski$anie sa zaéne na zaklade povolenia
Statneho ustavu pre kontrolu liegiv a sthlasného
stanoviska prislusnej lokédlnej etickej komisie
a/alebo multicentrickej etickej komisie (dalej
spoloéne len ,SUKL / etické komisie™).

Képie rozhodnutia asthlasného stanoviska
vzmysle ods. 1 sa budd archivovat v
zdravotnickom zariadeni, ato u skaSajiceho
v dokumentécii o vykonavani klinického
skusania.

III.

Miesto a doba vykonavania klinického skiSania

Y

2)

a pracovisko klinického skiSania

Klinické skuSanie sa bude vykondvat na III
internej klinike LFUK a UNB, Nemocnica
akademika L. Dérera, Limbova 5, Bratislava
zdravotnickeho zariadenia (d’alej len ,,pracovisko
klinického skuSania"), so skusajucim ako

hlavhym skusajicim a d’al§imi poverenymi
zamestnancami (d’alej len ,tim klinického
skiSania®).

Zmeny  pracoviska  klinického  skiSania
amenovanie alebo  doplnenie  poverenych

zamestnancov mozno vykonat' len po dohode
medzi  PPD,  zdravotnickym  zariadenim
a skusajucim. Pisomné vyhotovenie takejto
dohody sa musi zaevidovat v dokumenticii o
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4)

5)

1)

2)

these resources at all times to perform the Clinical
Study in such manner.

The Investigator declares that he/she is not an
employee or agent of PPD.

If there is any discrepancy or conflict between the
terms contained in the Protocol and this
Agreement, the terms of the Agreement shall
govern and control with regards to legal
obligations of the parties and the Protocol shall
govern and control with regards to the conduct of
the Clinical Study.

II.
Commencement of the Clinical Study

The Clinical Study will be commenced on the
basis of a permit from the State Institute for Drug
Control and the concurring opinion of the relevant
local ethics committee and/or multi-center ethical
committee (further collectively, the “Regulatory
Authority / Ethics Committees®).

Copies of the decision and of the concurring
opinion pursuant to par. 1 will be filed at the
Medical Facility, with the Investigator, in the
documentation about the conduct of the Clinical
Study.

IIL

Place and term of conducting the Clinical Study

D

2)

and the Study Site

The Clinical Study shall be conducted at III
internal clinic LFUK and UNB, Hospital of
academic L. Derer, Limbova 5, Bratislava of the
Medical Facility (further, the “Study Site”),
headed by the Investigator as the Principal
Investigator and other authorized employees
(further, the “Study Team™).

Changes to the Study Site and appointment or
addition of authorized employees can be made
only after Agreement between PPD, the Medical
Facility and the Investigator is obtained. A written
document about such Agreement must be filed in
the documentation about the conduct of the
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3)

4)

5)

)

vykonavani klinického skui$ania.

Klinické skiSanie sa na pracovisku klinického
skusania neza¢ne pred zaciatkom platnosti tejto
zmluvy apokial nebudi splnené dalsie
podmienky vyZzadované prislusnymi pravnymi
predpismi. Vyber G&astnikov klinického skii$ania
pre klinické skiiSanie sa zaéne v priebehu februéara
2016. Vykonanie celého klinického skiisania je
naplénované na obdobie od februiara 2016 do
janudra 2019.  Dobu vykonavania klinického
skiiSania mozno v jeho priebehu predizit alebo
skratit. PPD bude zdravotnicke zariadenie a
skusajiceho informovat o vietkych zmenéch,
ktoré by sa tykali predpokladanej doby
vykondvania klinického skusania. Zmeny doby
vykonavania klinického skusania budi vyzadovat
dodatok k tejto zmluve.

S liecbou Ziadneho pacienta sa nezaéne skor, nez
bude zaobstarany sthlas vietkych relevantnych
etickych komisii a vietky daldie povolenia
potrebné na vykonavanie tohto klinického
skiisania.

Pokial' by v priebehu klinického skt3ania zacalo

byt zjavné, Zze klinické skusanie nebude
dokon¢ené vtermine, je skdsajici povinny
okamzite o tom informovat’ PPD.
IV.
Zikladné podmienky vykondvania klinického
skiSania

PoCas vykondvania klinického skdSania je
skiSajuci povinny dodrziavat vietky pravne
predpisy, najma Zakon €. 362/2011 Z.z. o liekoch
a zdravotnickych pomoéckach a o zmene a
doplneni niektorych zédkonov, Zakon ¢&. 576/2004
Z.z. o zdravotnej starostlivosti, sluzbach
sivisiacich s  poskytovanim  zdravotnej
starostlivosti a o zmene a doplneni niektorych
zakonov, Vyhlasku ¢&. 433/2011 ktorou sa
ustanovuji podrobnosti o poziadavkich na
pracovisko na ktorom sa vykonava klinické

skusanie o nélezitostiach  Zziadosti o jeho
schvéalenie, Ziadosti o stanovisko Kk etike
klinického skuania a nalezitostiach tohto

stanoviska,, a konat v stlade s posktynutymi
informdciami  avsilade so  zikladnymi
podmienkami a zdsadami ustanovenymi:
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3)

4)

5)

Clinical Study.

The Clinical Study will not be started in the Study
Site before this Agreement becomes valid and
other conditions required by relevant legal
regulations are fulfilled. Selection of Study
Subjects for the Clinical Study will begin during
February 2016. The entire Clinical Study is
planned to be conducted from February 2016 to
January 2019. The term of the Clinical Study may
be extended or shortened during its course. PPD
will inform the Medical Facility and the
Investigator of any changes related to the
expected term of the conduct of the Clinical
Study. Changes to the term of the Clinical Study
will necessitate an amendment hereto.

No patient treatments will be initiated prior to
receipt of approval of all relevant Ethics
Committees and any other approvals required to
conduct the Clinical Study.

If, during the Clinical Study, it becomes apparent
that the Clinical Study will not be completed on
schedule, the Investigator has to notify PPD
immediately.

Iv.

Basic conditions for conducting the Clinical Study

1)

While conducting the Clinical Study, the
Investigator shall comply with all valid legal
regulations, in particular Act no. 362/2011 Coll.,
on Drugs and Health Devices, as amended, Act
no. 576/2004 Coll.,, on Health Care, services
related to Health Care, as amended, Decree no.
433/2011 Coll., requirements on Study Site,
where the Clinical Study is conducted, on the
requirements on application for its approval,
request for opinion of ethics of the Clinical Study
and requirements for this, as amended, in
accordance with the information provided, and in
accordance with the basic conditions and
principles provided by:
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a) v protokole klinického skusania vydanom
zadavatel'om a v prisnom sulade
s poziadavkami v3etkych relevantych etickych
komisii. Pokial by neslo o eliminovanie
bezprostredného  ohrozenia  tlastnikov
klinického skusania, protokol mono zmenit
len na zéklade pisomného stihlasu zadévatela
a vietkych zmluvnych stran s upovedomenim
Stétneho ustavu pre kontrolu liegiv alebo po
schvéleni zo strany Statneho dstavu pre
kontrolu lie¢iv a so sthlasnym stanoviskom
ctickej komisie. Skusajici sa zavizuje, e na
potvrdenie jeho suhlasu s dodrziavanim
protokolu odovzda PPD Podpisovii stranu k
protokolu.

b) v pokynoch zadavatel'a s ndzvom BroZiira pre
skusajuceho, ktoré obsahuji vSetky doposial’
zname informécie o skuSanom lie¢ive a jeho
vlastnostiach. Zadavatel’ dod4 tento dokument
na pracovisko klinického skusania atento sa

pripoji k dokumenticii o vykonavani
klinického skusania; a
c) vpripadoch, kde sa takéto povolenie

vyzaduje, v povoleni vykonavatf klinické
skiSanie vydanom Stitnym ustavom pre
kontrolu lie¢iv av sthlasnom stanovisku
etickych komisii, ako je to uvedené v ¢&l. II.
tejto zmluvy.

2) Zmluvné strany vyhlasuju, Ze budu konat’ v stlade

3)

so zdkonom ¢&. 211/2000 Z.z o slobodnom
pristupe k informicidam a o zmene a doplneni
niektorych zékonov (zédkon o slobode informaci)
vzneni neskorSich  predpisov. Pracovisko
klinického sktSania sthlasi, e bude konat
vsulade so vSetkymi pravnymi predpismi
a ohlasovacimi povinnostami vyplyvajlicimi zo
zékona €. 211/2000 v mene vsetkych zmluvnych
stran tejto zmluvy.

Klinické skusanie sa bude vykonavat v silade
setickymi  normami  Slovenskej lekérskej
spoloCnosti, podla spravnej klinickej praxe,
v sulade s podmienkami stanovenymi Helsinskou
deklardciou  Svetovej  lekarskej  asociacie
a v sulade so Smernicou o spravnej klinickej praxi

prijatou  Medzindrodnou  konferenciou o
harmonizacii  technickych  poZiadaviek na
registraciu ~ farmaceutickych  vyrobkov  na

humanne pouzitie (d'alej len ,.Smernice ICH
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2) All parties

a) the Protocol of the Clinical Study issued by
the Sponsor and in strict accordance with the
requirements of all relevant  Ethics
Committees. The Protocol can be changed
only with the written consent of Sponsor and
all Parties on the basis of a notification to the
State Institute for Drug Control or an approval
from the State Institute for Drug Control and
the concurring opinion of the Ethics
Committee, unless to eliminate an immediate
hazard to Study Subjects. The Investigator
agrees that he will provide PPD with Protocol
Signature Page as an evidence of his consent
to follow the Protocol.

b) the Sponsor’s instruction titled Investigator
brochure which contains all presently known
information about the Study Drug and its
qualities. The Sponsor shall deliver this
document to the Study Site and it shall be
attached to the documentation about the
conduct of the Clinical Study; and

¢) the permit to conduct the Clinical Study
issued by the State Institute for Drug Control,
in cases where such permit is required, and
the concurring opinion of the Ethics
Committees as specified in art. II. of the
Agreement.

declare to comply with Act no
211/2000 Coll. on Free Access to Information, as
amended (Freedom of Information Act). The
Study Site agrees to fufill and comply with all
regulations and reporting obligations outlined in
accordance with Act no 211/2000 on behalf of all
Parties to this Agreement.

3) The Clinical Study shall be conducted in

accordance with the ethical standards of the
Slovak Medical Association, good clinical
practices, conditions under the World Medical
Association’s Declaration of Helsinki and the
Guideline for Good Clinical Practices set by the
International Conference for Harmonization of
Technical Requirements for the Registration of
Pharmaceuticals for Human Use (further the
“ICH GCP Guidelines™)
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4)

5)

6)

7

8)

GCP¥)

Dokumenty uvedené v ods. 1 (a) a (b) st doverné
a informécie o ich obsahu mozno poskytovat’ len
zamestnancom pracoviska klinického skusania
poverenym alebo menovanym v zmysle &1. III.,
ods. 1 tejto zmluvy a indtiticidm uvedenym v &l.
VI

Skusajici sa dalej zavdzuje, ¢ PPD odovzda
riadne vyplnené a podpisané tlagivo FDA 1572,
pokial to zadavatel’ bude pozadovat’.

Musi sa udrziavat primerand evidencia o
klinickom skuSani, ato vratane, okrem iného,
evidencie tykajicej sa identifikicie ulastnikov
klinického skusania, klinickych pozorovani,
laboratérnych skusok a prijmu a likvidacie liekov,
priom vSetky tieto zdznamy musia byt
dostatoéné na to, aby skuajicemu a
zdravotnickemu zariadeniu umoziovali
poskytovat’”  zaddvatelovi  tplné  a presné
informécie o vietkych aspektoch a vysledkoch
klinického skusania. PPD a/alebo zadavatel si
opravneni zdznamy kontrolovat’ a vykonavat' jej
audit (a to vratane, okrem iného, zdznamov
tykajucich sa identifikicie Gcastnikov klinického
skuSania, klinickych pozorovani, laboratérnych
skusok a prijmu a likvidacie liekov) a kontrolovat’
d’alsie informacie tykajuce sa klinického skusania,
priCom o takejto kontrole daju v primeranom &ase
avizo.

Skusané lieCivo sa bude dod4vat’ do nemocniéne;j
lekarne zdravotnickeho zariadenia (d'alej len
lekdrei®). Lekdrefi  poveri  primerane
kvalifikovaného zamestnanca, aby konal ako
»povereny farmaceut™, ktory bude zabezpecovat’
spravne zaobchadzanie so skuisanym lie¢ivom
a vSetkou suvisiacou medikaciou pouzitou v ramci
klinického skusania (vratane placeba) v stlade
s protokolom, spravnou klinickou praxou a
Vyhlaskou ¢. 433/2011 Z.z. PPD je povinné na
vlastné naklady zabezpetit' zadkolenie povereného
farmaceuta lekdrne zdravotnickeho zariadenia.

Skusajuci suhlasi, Zze bude pre zadavatela
zaobstardavat’ komunikiaciu so zdravotnymi
poistovitami podl'a Zakona ¢. 362/2011 Z.z.
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4)

5)

6)

7

8)

The documents specified in par. 1 (a) and (b) are
confidential, and information about their contents
may be provided only to employees of the Study
Site authorized or named pursuant to art. III. par.
1 of this Agreement and to institutions specified
in art. VI.

The Investigator agrees further to deliver to PPD
a duly completed and signed form FDA 1572, if
the Sponsor requires so.

Adequate records with respect to the Clinical
Study shall be maintained including, without
limitation, records relating to Study Subject
identification, clinical observations, laboratory
tests, and drug receipt and disposition, in all cases
sufficient to enable the Investigator and Medical
Facility to furnish the Sponsor with complete and
accurate information regarding all aspects and
results of the Clinical Study. PPD and/or Sponsor
shall be allowed to inspect and audit the records
(including without limitation records relating to
Study Subject identification, clinical observations,
laboratory tests, and drug receipt and disposition)
and other Clinical Study related information upon
reasonable advance notice.

The Study Drug will be delivered to institutional
pharmacy of the Medical Facility (further the
“Pharmacy”). The Pharmacy will authorize an
employee appropriately qualified to act as the
»Delegated Pharmacist* to secure proper handling
of the Study Drug and any related medication
used in the Clinical Study (including placebo), in
accordance  with  the  Protocol,  Good
Pharmaceutical Practice and Decree no. 433/2011
Coll . PPD shall train Medical Facility s delegated
pharmacist on its own expense.

The Investigator agrees to provide Sponsor
representation in communicating with health
insurance companies according to Act no.
362/2011 Coll.
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9) Zdravotnicke zariadenie je povinné
zabezpeCit, aby skusajlici v sulade so zakonom
¢. 362/2011 nahlasil zdravotnym poistovniam
zaradenie jednotlivych pacientov do
prebiehajiceho  klinického ski$aniana danom
pracovisku klinického sktSania bez zbytoéného
odkladu.

10) Skusajici je povinny zabezpedit od kazdého
UCastnika  klinického skiiSania  sthlas s
nahlasovanim  svojich  osobnych  udajov
zdravotnej poist'ovni.

11) V pripade, ak zdravotnicke zariadenie porusi
niektori zo svojich povinnosti uvedenych v
tejto zmluve, alebo ak skuSajuici nesplni niektor
zo svojich povinnosti podla tejto zmluvy riadne
a v€as, zdravotnicke zariadenie zodpovedid v
plnom rozsahu za akukolvek $kodu vzniknutu
zadavatefovi v  savislosti s  poruSenim
ktorejkol'vek z  uvedenych  povinnosti
zdravotnickeho zariadenia a/alebo skusajiiceho.
Zdravotnicke zariadenic je v takom pripade
povinné nahradit’ zaddvatel'ovi aj vietky pripadné
sankcie ulozené zadavatelovi prislusnymi
organmi Statnej spravy v savislosti s porusenim
povinnosti zdravotnickeho zariadenia a/alebo
skisajtceho podla tejto zmluvy.

12) Pocas Kklinického skusania nebude nutna
hospitalizécia subjektov skiSania.

13) Zmluvné strany sa zavdzuji, 7e ak buda
odoberané vzorky biologického materialu, tieto
bude mozné pouzit vyluéne len na ucely
klinick¢ho skiiSania a len poéas tohto klinického
skusania.

14) Zmluvné strany sa zavazuju, ze klinické skusanie
bude vykonavané v sulade so zikonom ¢&.
122/2013 Z.z. o ochrane osobnych tdajov v
zneni neskorsich predpisov.

V.
Vyber pacientov pre klinické skidSanie
a informovany suhlas

1) Horny limit pre randomiziciu pacientov na
pracovisku klinického skaSania je celkovo
sedemdesiat (70) pacientov (odhadom 3%
z celkovej populacie klinického skusania)
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9) The Medical Facility shall cause the Investigator to
report to the health insurance companies, in
accordance with Act no. 362/2011 Coll. as
amended, Study Subjects enrolled into the running
Clinical Study at the concerned Study Site without
any delay.

10) The Investigator shall ensure that each Study
Subject provides consent for his/her personal data to
be provided to the health insurance company.

11) Shall the Medical Facility break any of its
obligations listed in this paragraph or shall the
Investigator fail to fulfil any of his/her obligations,
pursuant to this paragraph, properly and in time, the
Medical Facility shall be deemed fully responsible
for any damage caused to the Sponsor in connection
to the breach of any of the listed Medical Facility's
and/or Investigator's responsibilities. In such a case
the Medical Facility shall reimburse the Sponsor for
any and all sanctions applied to the Sponsor by
applicable regulatory authority related to the breach
of Medical Facility's and/or Investigator's
obligations pursuant to this Agreement.

12) The hospitalisation of Study Subjects is not
required for the performance of the Clinical
Study.

13) Parties agree that if biological material samples
will be taken, these will be used solely for the
Clinical Study purposes and only during the
performance of the Clinical Study.

14) Parties agree that Clinical Study shall be
performed in accordance with Act no. 122/2013
Coll. on personal data protection as amended.

V.
Selection of trial subjects for Clinical Study and
informed consent

1) The upper limit for patient randomization at the

Study Site is seventy (70) patients total
(estimated 3% of the total Clinical Study
population).
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2) Pacienti mézu byt do klinického skisania 2) The Study Subjects may be included in the

3)

4)

5)

6)

zaradeni len:

a) s pisomnym informovanym sihlasom podl'a §
29 Zakona ¢&. 362/2011 Z.z. v zneni
neskorsich predpisov a potom, ¢o boli riadne
pouceni; alebo

b) v silade so zakonnymi podmienkami
ustanovenymi v Zakone &. 362/2011 Z.z. v
zneni neskorsich predpisov.

Pri  spisovani,  vyzadovani  a vypliiani
informovaného suhlasu musia PPD, skusajici a
zdravotnicke zariadenie dodrziavat prisluiné
pravne predpisy a odporifania uvedené najmi
v €L IV. tejto zmluvy.

Skusajuci si takyto dokument ponech4 v zmysle
predpisov azisad zdravotnickeho zariadenia
ajeho képiu na poziadanie posle zadavatelovi.
Do  klinického skd3ania nemozno zaradif
ziadneho pacienta, pokial' sa nezaobstaral takyto
informovany stihlas.

Pokial’ sktidajuici v priebehu klinického skusania
zisti, Ze pacient zaradeny do klinického skii$ania
nesplfia jeho kritéria, je povinny vzmysle
protokolu pacienta z klinického skusania vylagit
a bezodkladne o tom informovat’ PPD alebo, vo
vynimo¢nom pripade a po dohode s PPD, mébze
pacienta v siilade s touto zmluvou a vynimkou v
klinickom sku$ani ponechat’.

SkuSajuci, zdravotnicke zariadenie a PPD maji v
zmysle prislusnych pravnych predpisov povinnost’
vpriecbehu klinického skisania apo jeho
dokonCeni zabezpelit' ochranu osobnych tdajov
pacientov zaradenych do klinického skusania
a informécii o ich osobnej situicii.

VL

Monitorovanie a kontrola vykonavania klinického

skasania

1) Vykonédvanie klinického skd$ania budu v silade s

pravnymi predpismi a odporuéaniami uvedenymi
najmd v ¢l. IV, ods. 1 tejto zmluvy kontrolovat’
a monitorovat’ povereni zamestnanci PPD, ktorym
zdravotnicke zariadenie a skdSajici umoZni
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Clinical Study only:

a) with informed written consent pursuant to §
29 of Act no. 362/2011 Coll., as amended,
and after they have been duly instructed; or

in compliance with the legal requirements
stipulated in Act no. 362/2011 Coll.,, as
amended.

3) When drafting, requesting and filing the informed

consent, PPD, the Investigator and the Medical
Facility have to comply with the relevant legal
regulations and recommendations mentioned, in
particular, in art. IV. of this Agreement.

4) The Investigator will retain such document

according to the policies of the Medical Facility
and will forward a copy to the Sponsor upon
request. No Study Subject may be enrolled in the
Clinical Study until such informed consent has
been obtained.

5) If the Investigator discovers during the course of

the Clinical Study that a Study Subject included in
the Clinical Study does not meet its criteria,
he/she shall, in accordance with the Protocol,
remove the Study Subject from the Clinical Study
and immediately inform PPD or, as an exception,
after Agreement with PPD, leave the Study
Subject in the Clinical Study in accordance with
this Agreement and exception.

6) The Investigator, the Medical Facility, and PPD

are required, during the Clinical Study and after it
is completed, pursuant to the applicable legal
regulations, to ensure protection of personal data
and information about personal situation of the
Study Subjects included in the Clinical Study.

VL

Monitoring and inspection of the conduct of the

Clinical Study

1) The conduct of the Clinical Study shall be

inspected and monitored in accordance with the
legal regulations and recommendations stated, in
particular, in art IV. par. 1 of this Agreement by
PPD’s authorized employees, to whom the
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2)

3)

4)

1

2)

pristup k vSetkym informacidm ziskanym v ramei
klinického skusania ak vietkym vysledkom
laboratornych skulok, vySetreni ak dal$im
zaznamom o pacientoch zaradenych do klinického
sktisania.

Vykonédvanie avysledky klinického ski$ania
mozu kontrolovat” aj auditori PPD a zadavatel’a;
tym nie je dotknuté pravo kontroly zo strany
prislusnych  orgdnov  Slovenskej  republiky
a zahrani¢nych in§pekénych uradov.
Zdravotnicke zariadenie a skusajici sa zavizuju
vySSie uvedenym auditorom poskytnitf vietky
klinické adaje zapisané vo formuldroch
CRF/eCRF, ako aj dalsie relevantné informacie,
medzi nimi tieZ informécie ziskané ako vysledky
vykondvaného klinického skusania.

Vpripade, ze zdravotnicke =zariadenie alebo
skusajuci dostane oznamenie o tom, Ze pracovisko
klinického skusania bude podrobené inspekcii
alebo auditu zo strany ktoréhokol'vek Statneho
organu alebo kontrolného tiradu, ti zo zmluvnych
stran, ktoré takéto oznamenie dostane, je povinna
bezokladne informovat’ PPD. V pripade, 7e
ktordkol'vek zo zmluvnych stran nedostane
o takejto inSpekcii alebo audite predbezné
oznamenie, je takito zmluvna strana povinna PPD
upovedomit pri prvej moznej prilezitosti.

Kazdy ucastnik klinického skusania musi byt
pouceny vzmysle ¢l. V., ods. 2 tejto zmluvy
ataktiez informovany otom, Ze tdaje o fiom
ziskané v priebehu klinického skii$ania mozu byt
pouZité na ucely kontroly a predloZzené prisluinym
kontrolnym organom.

VIL
DalSie ustanovenia
PPD poskytne zdravotnickemu zariadeniu
askiSajucemu  vSetky materidly  (vratane

skusaného lie¢iva, poskytnutého vybavenia atd’.)
Specifikované v protokole, ktoré je potrebné na
vykonavanie klinického sku3ania, ato tak, aby
bolo mozné dodrzat’ dobu klinického skuania
stanovenu v ¢l. III tejto zmluvy a vyluéne na
naklady zadavatela.

Pracovisko klinického skuSania a skusajici
pouziju skuSané lieCivo a ostatny material, ktory
im poskytne PPD a ktorého S3pecifikicie sa
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L 2

2)

3)

4)

1)

2)

Medical Facility and the Investigator shall permit
access to all information acquired in the Clinical
Study and to all results of laboratory tests,
examinations and other records about the Study
Subjects included in the Clinical Study.

The conduct and results of the Clinical Study may
also be inspected by PPD’s or the Sponsor’s
auditors; this does not affect the right of
inspection of the relevant authorities of the Slovak
Republic and foreign inspection offices. The
Medical Facility and the Investigator agree to
provide to the above-mentioned auditors all
clinical data recorded in the CRF/eCRF as well as
other relevant information, including information
generated as results of the conducted Clinical
Study.

In the event that the Medical Facility or
Investigator receives notice that the Clinical Study
site shall be the subject of an inspection or audit
by any governmental or regulatory authority, the
Party receiving such notice shall inform PPD
immediately. In the event that any of the Parties
do not receive prior notice of such inspection or
audit, the party shall notify PPD at the first
available opportunity.

Each of the Study Subjects must be instructed
pursuant to art. V. par. 2 of this Agreement and
also informed that the data acquired about him in
the course of the Clinical Study may be used and
submitted to the appropriate inspection authorities
for purposes of inspection.

VIL
Other provisions

PPD shall provide the Medical Facility and the
Investigator with all materials (including Study
Drug, provided equipment, etc.) specified by the
Protocol, which are necessary to conduct the
Clinical Study, so that the term of the Clinical
Study provided in art. III. of this Agreement can
be met, and solely at Sponsor’s expense.

The Study Site and the Investigator shall use the
Study Drug and other material provided by PPD,
the specifications of which are provided in the
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3)

4)

5)

6)

uvadzaju v protokole (¢l. IV., ods. 1 (a) tejto
zmluvy), len na vykon4vanie klinického skuiania.
VSetky materidly na Glely klinického skiania
ktoré pracovisko klinického sktidania a skusajuci
vramci klinického skuSania nepouziji, vratia
spolo¢nosti PPD.

Skusané lie¢ivo mézu podavat len povereni
zamestnaci  zdravotnickeho  zariadenia pod
dohl'adom a kontrolou skii$ajiiceho, ato len za
a¢elom vykonavania klinického skti$ania. Okrem
pripadov  3pecificky uvedenych v protokole
neméze byt skusané lie¢ivo premiestiiované k
Ziadnej tretej strane amozno ho pouzit len
v sulade s protokolom.

Skusajuci a zdravotnicke zariadenie sa zavazuju,
ze vietku dokumentéciu o vykonavani klinického
skiiSania a dokumenticiu tykajicu sa Géastnikov
klinického skisania zachovajii po dobu pitnést
(15) rokov odo diia dokon&enia klinického
skuSania. Pokial' sa akékol'vek zdrojové udaje
uchovavajii len v poéitatovych stboroch, pre
ucely overovania zdrojovych udajov sa skiisajuci
zavazuje vyhotovit' vytlatok vsetkych udajov
tykajucich sa pacientov, ktoré st pre klinické
skusanie relevantné Tieto vytlatky buda datované,
podpisané ski$ajicim ariadne archivované ako
zdrojové dokumenty.

Zadavatel’ bude opravneny ponechat’ si originaly
vSetkych formularov CRF alebo e-CRF, ktoré sa
stand majetkom zadavatel'a. Originaly vietkych
ostatnych zdznamov a materidlov bude archivovat’
zdravotnicke zariadenie atieto budi uchovéavané
vsilade so vietkymi prislusnymi zdkonmi
a predpismi. Zadavatel' dostane na poZziadanie
képie tychto materilov.

Zdravotnicke zariadenie a skusajuci sa zavizuju,
ze pokial’ bude na vykonévanie analyz pre ucely
klinického skusania pouzité akékolvek externé
laboratérium, postaraji sa o to, ze toto
laboratérium bude na vykon takejto préace
kvalifikované vzmysle  zisad spravnej
laboratérnej a klinickej praxe. Kvalifikacia
extern¢ho laboratéria musi byt preukdzana
prislusnym  certifikdtom  vydanym  tomuto
laboratériu na vykonévanie takychto analyz.
Okrem toho, zdravotnicke zariadenie a skusajtici
sa zavazuju zabezpeil, Ze toto externé
laboratérium bude viazané takou istou zmluvou
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3)

4)

5)

6)

Protocol (art. IV par. 1 (a) of this Agreement),
only for conducting the Clinical Study. The Study
Site and the Investigator shall return to PPD all
evaluation materials which are not used in the
Clinical Study.

The Study Drug may be administered only by
delegated employees of the Medical Facility under
the supervision and control of the Investigator,
and only for the purpose of conducting the
Clinical Study. The Study Drug may not be
transferred to any third party except as
specifically provided in the Protocol, and may be
used only in accordance with the Protocol.

The Investigator and the Medical Facility agree to
preserve all documentation about the conduct of
the Clinical Study and documentation related to
the Study Subjects for fiftcen (15) years from the
date the Clinical Study is completed. If any
source data are kept on computer files only, for
the purpose of source data verification, the
Investigator agrees to make a print out of all data
related to the Study Subjects relevant to the
Clinical Study. These print-outs will be dated and
signed by the Investigator and duly retained as
source documents.

The Sponsor will be entitled to keep originals of
all CRFs or e-CRFs, which will be the property of
the Sponsor. The originals of all other records
and materials will be maintained by the Medical
Facility and will be held in accordance with all
applicable laws and regulations. A copy of such
materials will be provided to the Sponsor upon
request.

The Medical Facility and the Investigator agree
that if any external laboratory is used to perform
analyses for the purposes of the Clinical Study,
they will ensure that the laboratory is qualified to
perform such work pursuant to the principles of
good laboratory and clinical practices. The
qualification of the external laboratory shall be
proved by the appropriate certificate issued to the
laboratory to perform such analyses. In addition,
the Medical Facility and the Investigator agree to
ensure that the external laboratory shall be bound
by the same confidentiality agreement that applies
to the Parties.
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o ml¢anlivosti, akd sa vztahuje aj na zmluvné
strany.

7) Skusajici a zdravotnicke zariadenie sa zavdzuju,
7e nazov alebo produkty PPD alebo zadavatela
suvisiace s klinickym skuSanim nepouziji na
ucely  propagacie alebo  reklamy  bez
prechadzajuceho suhlasu PPD alebo zadéavatela.

8) PPD sa zavidzuje, Ze nezverejni meno skusajiuceho
spojeného s tymto klinickym skiSanim inak nez
sposobom uvedenym v ¢lanku X., ods. 4 tejto
zmluvy.

9) Skusajuci a ¢len(ovia) timu klinického skdSania su
na  poziadanie = PPD/zadavatela  povinni
zucastiiovat’ sa vSetkych Skoleni timu klinického
skidania  zabezpeCovanych na  pracovisku
klinického skisania i mimo neho. V3etky naklady
na Skolenia tykajice sa klinického skdsania hradi
PPD/zadavatel’.

VIIL
Neziaduce udalosti v priebehu klinického skiSania

1) Skusajuci bezodkladne telefonicky, faxom alebo
elektronickou postou upovedomi PPD o vsetkych
zavaznych neziaducich udalostiach a vietkych
neocakavanych zavaznych neziaducich reakciach,
ku ktorym doslo pocas klinického skuSania.
Podl'a § 44 Zakona ¢&. 362/2011 Z.z. je skusajuci
tiez povinny informovat’ zdravotné poistovne.

2) Neziaduce udalosti, zdvazné neziaduce udalosti,
neziaduce liekové reakcie, zavazné neziaduce
lickové reakcie ako aj neoCakdvané zévazné
neziaduce reakcie su definované v § 40 a § 41
Zakona ¢. 362/2011 Z.z. v zneni neskorSich
predpisov a skuasajuci ich podl'a vyssie uvedeného
zékona a podla Smernic ICH GCP mé evidovat
a hlasit’.

IX.
Poistenie a od§kodnenie

1) Zadavatel, v silade s § 43 Zakona ¢. 362/2011
Z.z. v zneni neskorsich predpisov, zabezpecil na
celi dobu trvania klinického sktSania povinné
poistenie  zodpovednosti  pre  pracovisko
klinického skuSania, skusajuceho a zaddvatela;
toto poistenie pokryva tiez odSkodnenie v pripade
timrtia alebo v pripade ujmy na zdravi G¢astnikov
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7)

8)

The Investigator and the Medical Facility agree
not to use the name or products of PPD or
Sponsor connected with the Clinical Study for
purposes of promotion or advertising without
their prior consent.

PPD agrees not to make public the name of the
Investigator connected with the Clinical Study
other than as provided in article X. par. 4 of this
Agreement.

9) The Investigator and Study Team Member(s) are

required to attend any training of the Study Team
provided at Study Site and outside upon
PPD/Sponsor’s request. All costs for the training
related to the Clinical Study are paid by
PPD/Sponsor

VIIIL

Adverse events in the course of the Clinical Study

)]

2)

1))

The Investigator shall, without delay, inform PPD
by telephone, fax or electronic mail of any serious
adverse events and unexpected adverse drug
reactions which occur during the Clinical Study.
The Investigator is also obliged to inform health

insurance companies according to § 44 of Act no.
362/2011 Coll.

Adverse events, serious adverse events, adverse
drug reactions, serious adverse drug reactions as
well as unexpected serious adverse drug reactions
are defined in § 40 and 41 of Act no. 362/2011
Coll., as amended, and are to be recorded and
reported by the Investigator pursuant to the above
Act and pursuant to the ICH GCP Guidelines.

IX.
Insurance and indemnification

The Sponsor, in accordance with par. 43 of Act
No. 362/2011 Coll. as amended, has arranged
liability insurance for the Investigator, Study Site
and the Sponsor for the entire duration of the
Clinical Study, through which compensation in
the event of death or in the event of injury to the
health of the Study Subjects as result of
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g

2)

3)

klinického skusania v dosledku vykondvania
klinického skisania.

Poistenie uvedené vods. 1) sa nevztahuje na
pripady, ked’ ucastnik klinického skiSania bol do
klinického skusania zaradeny bez toho, aby sa
zaobstaral jeho informovany suhlas alebo ak
kujme ucastnika klinického skuSania doslo
v dosledku nedbanlivosti ski$ajiceho alebo iného
pracovnika pracoviska klinického skusania alebo
v dosledku porusSenia protokolu alebo nedodrzania
pokynov, ktoré pracovisko klinického skuSania
dostalo od PPD alebo od zadavatela.

Zdravotnicke zariadenie vyhlasuje, ze ma
v zmysle § 79, ods. lu Zakona ¢. 578/2004 Z.z. o
poskytovateloch zdravotnej starostlivosti uzavreté
poistenie zodpovednosti, ktord by mu pri
poskytovani zdravotnej starostlivosti mohla
vzniknit’. Toto poistenie je v stlade s prislusnymi
zédkonmi  anezahriiuyje  povinné  poistenie
zodpovednosti vo vzfahu k vykonavaniu
klinického skisania. Podl'a § 79, ods. 1 Zékona C.
578/2004 Z.z. musi byt toto poistenie platné po
cela dobu, po ktori zdravotnicke zariadenie
poskytuje zdravotnu starostlivost’.

4) Skusajuci a zdravotnicke zariadenie sa zavizuju, ze

5)

1)

budi PPD a zadavatela pisomne informovat
o kazdom pripade stiahnutia ska3aného lieCiva
alebo inych produktov pouzitych v ramci
klinického skusania a poskytnutych zaddvatel'om
alebo spolo¢nost'ou PPD.

Zmluvné strany sa zavazuju, ze budd pri rieSeni
situdcii opisanych vtomto Clanku IX. tejto
zmluvy plne spolupracovat'.

X.
Ochrana dovernych informacii

Vyraz ,déverné informacie” pre ucely tejto
zmluvy  znamena  akékolvek  informéacie
poskytnuté spoloénostou PPD a zaddvatelom
atykajice sa klinického skusania alebo jeho
dokumenticie; tym sa myslia najmi informécie
o truktire, zloZeni, ingredienciach, vzorkach,
know-how, technickych postupoch a procesoch,
ako aj d’alie informacie, ato dokonca aj v tych
pripadoch, ked tieto PPD alebo zadavatel
vyslovne neozna¢il ako doéverné. Doverny
charakter chranenych informécii, prava na ich
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V4 v ’%

2)

3)

conducting the Clinical Study is also covered.

The insurance in par. 1) does not apply in cases
where a Study Subject was included without
obtaining informed consent or where a Study
Subject was injured due to negligence of the
Investigator or another member of the Study Site,
or violation of the Protocol or instructions given
to the Study Site by PPD or Sponsor.

The Medical Facility declares that it has insurance
coverage in accordance with § 79 par. lu of Act
no. 578/2004 Coll., on Medical care Providers,
with respect to liability it may have while
providing medical care. This insurance coverage
is in correlation with the applicable laws and does
not include liability insurance with respect to
conducting a Clinical Study. According to § 79
par. 1 of Act no. 578/2004 Coll., this insurance
coverage must be valid for the entire length of the
Medical Facility’s provision of medical care.

4) The Investigator and the Medical Facility agree to

3)

)

inform PPD and Sponsor in writing about any
instance of recall of Study Drug or other products
used in the Clinical Study provided by the
Sponsor or PPD.

The Parties agree to cooperate fully in resolving
the situations described in this Article IX. hereof.

X.
Protection of confidential information

“Confidential Information” for purposes of this
Agreement means any information provided by
PPD and the Sponsor relating to the Clinical
Study or its documentation; it includes, in
particular, information about the structure,
composition, ingredients, samples, know-how,
technical procedures and processes, as well as
other information, even if it is not expressly
identified as confidential by PPD or the Sponsor.
Confidentiality of proprietary information,
publication, publicity rights, intellectual property
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2)

3)

4)

5)

6)

publikovanie, prava dusevného vlastnictva a prava
na odskodnenie za pripadné Skody trvaju aj po
dokonceni klinického skiisania.

Dévernymi informaciami nie su informécie, ktoré
sa v ¢ase ich odovzdania povazuji za dlhodobo
zname medzi odbornou verejnostou alebo ktoré
uz boli publikované.

Zdravotnicke zariadenie a skuSajuci nemoézu
déverné informacie spristupnit’ tretim stranam ani
ich pouzit na ucel iny nez urcuju pokyny PPD.
Déverné informacie si vyluénym vlastnictvom
PPD azadivatela a zdravotnicke zariadenie a
skusajuci st povinni ich uchovévat’ v tajnosti na
mieste ur¢enom pre takéto informéacie; vynimkou
su pripady, ked’ zdravotnicke zariadenie alebo
skuisajuci preukazu, ze dané informécie su verejne
dostupné.

Pokial je potrebné doverné informécie spristupnit’
z dovodov stanovenych zdkonom (vratane, okrem
iného, prikazu alebo poziadavky sudu prislusnej
jurisdikcie, spravneho organu alebo iného organu
Statnej spravy alebo zdravotnej poistovne),
zdravotnicke zariadenie alebo skuSajuci su
povinni otom bezodkladne informovat® PPD.
Zmluvné strany sa zavazuju, ze v pripadoch
urCenych  zakonom  doverné informécie
opravnenym subjektom alebo etickej komisii
a osobam splnomocnenym spoloénostou PPD
zverejnia len v nevyhnutnom rozsahu.

PPD, zdravotnicke zariadenie a skuSajuci sa
zavizuju, ze vSetky osoby zaCastiiujuce sa
klinického skisania a osoby, ktorym sa doverné
informéacie  spristupnia, budi informovat
o povinnosti zachovavat mléanlivost v zmysle
tejto zmluvy; takéto osoby su potom viazané
takou istou ml¢anlivost'ou.

Zdravotnicke zariadenie a skuSajuci sa zavazujq,
ze po dokonceni klinického skusania spolo&nosti
PPD odovzdaji vSetky materidly, dokumenty
a informacie, ktoré od PPD dostali; vynimkou su
pripady stanovené zdkonom.

XI.
Vlastnictvo, ochrana a publikovanie vysledkov
klinického skuSania
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2)

3)

4)

5)

6)

rights and indemnification shall survive the
completion of this Clinical Study.

Confidential Information does not include
information which is, at the time it is delivered,
considered to have been known for a long time
among the expert public or which was published.

The Medical Facility and the Investigator may not
make the Confidential Information available to
third parties, or use it for a purpose other than as
specified in PPD’s instructions. Confidential
Information shall belong exclusively to PPD and
the Sponsor, and shall be maintained in secrecy by
the Medical Facility and the Investigator at a place
assigned for such information, except in cases
where the Medical Facility or the Investigator
proves that the information is publicly available.

If it is necessary to make Confidential Information
available for reasons provided by law (including
but not limited to an order or requirement of a
court of competent jurisdiction, administrative
agency or other governmental body or health
insurance company), the Medical Facility or the
Investigator shall inform PPD of this without
delay. The Parties agree to make Confidential
Information public in cases provided by law to
authorised subjects or the Ethics Committee and
persons authorized by PPD only to the extent
necessary.

PPD, the Medical Facility and the Investigator
agree to inform all persons participating in the
Clinical Study and persons to whom Confidential
Information is made available about the duty of
secrecy in accordance with this Agreement; such
persons are then bound by the same duty of
secrecy.

The Medical Facility and the Investigator agree to
deliver to PPD, after completion of the Clinical
Study, all materials, documents and information
received from PPD, except for cases provided by
law.

XL

Ownership, protection, and publication of Clinical

Study results
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1) Vysledky klinického skuSania si vyluénym
vlastnictvom  zadavatela. VSetky patentové
prihlasky tykajuce sa vynalezov alebo vylepSeni
existujucich lekarskych postupov, objavenych
v priebehu klinického skii$ania alebo na zaklade
jeho wvysledkov, sa budi registrovat v mene
zadavatela.

2) Ani zdravotnicke zariadenie ani skuSajuci nemézu
publikovat’ vysledky klinického skuSania ani ich
Cast’ bez vopred udeleného pisomného suhlasu
zadavatela. Rozhodnutia o publikaénych
moznostiach  spadaji vplnej miere do
zodpovednosti zadavatel'a. Zdravotnicke
zariadenie a skuSajuci sa zavdzuju, Ze zverejnenie
akychkol'vek publikacii alebo tstnych prezentécii,
vratane, a bez obmedzenia, odbornych rukopisov,
abstraktov, plagatov a vizualnych diel o priebehu
alebo vysledkov klinického skusania prediskutuji
so zadavatel'om, a to najmenej Sest'desiat (60) dni
pred zamyslanym odovzdanim pracovnych verzii
takychto diel.

3) Okrem toho, zadavatel’ ma pravo pozadovat, aby
ktordkol'vek publikacia alebo prezentacia tykajica
sa prace vykonanej na zaklade tejto zmluvy
obsahovala ocenenie podpory zadavatela.

4) Zdravotnicke zariadenie a skuSajuci beri na
vedomie skutoénost, ze nemézu uverejnit’ Ziaden
odborny rukopis o objavoch alebo o skiSanom
lie¢ive skor, ako =zadavatel poda patentova
prihlasku, pokial je, vzhladom na povahu
vysledkov klinického skusania, taka prihlaska
mozna.

y XIL
Cisté trestné registre

1) Skuasajuci vyhlasuje a garantuje, Ze ani jemu ani,
podla jeho najlepSicho vedomia, Zziadnemu
z ¢lenov timu klinického skiSania nebola nikdy
zakazana ¢innost’ a ani nebol odsudeny za trestny
¢in, za ktory by lekarovi mohla byt zakdzana
¢innost’ v oblasti mediciny.

2) Skusajuci vyhlasuje, Ze ani on ani ziaden z ¢lenov
timu klinického skuSania nebol nikdy obvineny,
vySetrovany alebo uznany vinnym v spojitosti s
vykonéavanim klinického skiSania.

XIIL
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LK,

)

2)

3)

4)

1)

2)

The results of the Clinical Study are owned
exclusively by the Sponsor. Any patent
applications to inventions or improvements of
existing medical procedures discovered in the
course of or from the results of the Clinical Study
will be registered in the name of Sponsor.

Neither the Medical Facility nor the Investigator
shall publish the results of the Clinical Study or
part thereof without the Sponsor’s prior written
consent. Decisions  about  publication
opportunities are fully within the Sponsor’s
responsibility. The Medical Facility and the
Investigator agree that they will discuss
publication of any publications or oral
presentations, including without limitation expert
manuscripts, abstracts, posters, and visual works
about the course or results of the Clinical Study
with the Sponsor at least sixty (60) days prior to
the proposed submission of such drafts.

In addition, the Sponsor shall have the right to
require that any publication or presentation
concerning the work performed hereunder
acknowledge the Sponsor’s support.

The Medical Facility and the Investigator take
note of the fact that they may not issue any expert
manuscript about the discoveries or the Study
Drug before the Sponsor applies for patent
registration, if, given the nature of the Clinical
Study results, such application is possible.

XII.
Clean criminal records

The Investigator represents and warrants that
neither he nor, to the best of his knowledge, any
other member of the Study Team was ever
prohibited from practicing or was sentenced for a
crime for which a doctor may be prohibited from
practicing in the medical field.

The Investigator declares that neither he nor any
member of the Study Team has ever, in connection

with the conduct of a Clinical Study, been
accused, investigated or convicted.

XIIIL.
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1)

2)

3)

1)

2)

3)

4)

RieSenie sporov a zmierovacie konanie

Zmluvné strany sa dohodli, Ze pravne vztahy
vyplyvajuce z tejto zmluvy sa riadia platnym
pravnym poriadkom Slovenskej republiky.

Zmluvné strany sa zavdzuju navzdjom si pri
vykonavani klinického skusania pomahat’ a vSetky
spory alebo nazorové nezhody tykajice sa
pracovnych postupov a metod riesit’ vzajomnym
rokovanim.

Zmluvné strany beri na vedomie a zavizuju sa, Ze
akékol'vek spory, ktoré sa nevyriesia spolupracou
v zmysle ods. 2, spadaju pod sudnu pravomoc
sudov Slovenskej republiky.

XIV.
Finan¢né ustanovenia

Zdravotnicke zariadenie a skusajuci beri na
vedomie a suhlasia s tym, Ze platby v ramci tohto
klinického skdSania prijima PPD od zadavatela.
Preto PPD nema podla tejto zmluvy Ziadne
platobné povinnosti az do doby, kedy dostane
uvedené platby od zadavatel'a. PPD urobi vietko
pre to, aby zaistilo, Ze tieto platby od zadavatela
bude dostavat’ nacas.

Za platby tretim stranam aza uhrady svojich
vlastnych néakladov spojenych s klinickym
skuSanim nesie plni zodpovednost' zdravotnicke
zariadenie.

Zdravotnicke zariadenie a skuSajuci beri na
vedomie skuto¢nost, Zze spolo¢nost PPD je
v zmysle Zakona o daniach a poplatkoch' povinna
hlasit’ prislusnému finan¢ému uradu vietky platby,
ktoré budu vyplatené na zaklade tejto zmluvy.

Platba sa uskutoéni podla prilohy €. 1 k tejto
zmluve.

5) PPD prehlasuje, ze odmena podla prilohy €. 1 tejto

zmluvy predstavuje 100%  vySku odmeny pre
zdravotnicke zariadenie. PPD zaplati dohodnuta
odmenu v 100 % vyske na uéet zdravotnickeho
zariadenia. Dohodnutd odmena nezahfiia odmenu
pre skudajicecho aClenov timu klinického
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Dispute resolution and conciliation proceedings

1)

2)

3)

D

2)

3)

4)

5)

The Parties have agreed that the legal
relationships arising under this Agreement shall
be governed by the valid laws and regulations of
the Slovak Republic.

The Parties agree to assist each other in
conducting the Clinical Study and to resolve any
disputes or differences of opinion about work
procedures and methods through their usual
negotiations.

The Parties take note of and agree that any
disputes which are not settled through cooperation
pursuant to par. 2 shall come under the
jurisdiction of the courts of the Slovak Republic

XIV.
Financial provisions

The Medical Facility and Investigator take into
account and agree that PPD receives the payments
due under thos Agreement are pass-through
payments from Sponsor. Thus, PPD shall have no
payment obligations hereunder until such time as
said payments are received by PPD from Sponsor
PPD will take all steps to ensure that the payments
will be received from the Sponsor on time.

The Medical Facility is fully responsible for
payments to third parties and paying its own
expenses connected with the Clinical Study

The Medical Facility and the Investigator take
note of the fact that PPD is required, in
accordance with the act on taxes and fees, to
report to the appropriate Financial Office all
payments, which will be paid on the basis of this
Agreement.

Payment will be made as set out in Appendix no.
1 hereto.

PPD declares that remuneration according to
Appendix no. 1 represents 100% remuneration
for the Medical Facility. PPD will pay agreed
remuneration in 100% amount to account of
Medical Facility. Agreed remuneration doesn’t
include remuneration for the Investigator and
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)

2)

3)

skiSania. Spolo¢nost PPD vyhlasuje, ze so
skusajicim uzatvorila zmluvu o poskytovani
sluzieb tykajucich sa tohto klinického skii$ania, na
zéklade ktorej st skusajuci a Clenovia timu

klinického skusania za vykonavanie tohto
klinického skii$ania odmeriovani.
XV.
Doba trvania zmluvy
Téato zmluva sa uzatvara na dobu trvania

klinického skusania. Koniec klinického skiiania
je naplanovany na januar 2019.

V nasledujucich situaciach méze ktorakol'vek zo
zmluvnych stran tito zmluvu zru$it pisomnou
vypovedou s 30-diiovou vypovednou lehotou,
ktord zacina plynut v defi nasledujici po dni
doru€enia vypovede zmluvnym strandm:

a) ak ktorakol'vek zo zmluvnych strdn nesplni
ktorékol'vek z ustanoveni tejto zmluvy;

b) ak sa vyhlési, Zze ktorakol'vek zo stran tejto
zmluvy sa nachadza v konkurze;

¢) ak ktorakoI'vek zmluvna strana strati svoje
opravnenie na vykon ¢innosti v danej oblasti;

d) ak sa riziko pre ti¢astnikov klinického skii$ania
neumerne zvysi;

€) ak dojde k zruSeniu potrebného opravnenia,
oznamenia, povolenia alebo spitvzatiu
sthlasu  potrebného na  vykonédvanie
klinického skaSania, ak sa skon¢i jeho
platnost’ a tato nie je primerane predizena, ak
dojde k pozastaveniu alebo zakazu klinického
skusania alebo ak sa toto nezaéne v zikonnej
lehote odo diia, v ktorom vzniklo opravnenie;

f) vpripade nedostatoéného tempa zarad'ovania
vhodnych pacientov do klinického skusania,
ktoré ohrozi dohodnuty harmonogram;

Okrem toho, PPD méze klinické skianie zastavit’
alebo prerusit’ azaroveri tato zmluvu zruSit
pisomnou vypovedou s 30-diiovou vypovednou
lehotou, ktora zac¢ina plynut’ v defi nasledujici po

dni  doru¢enia vypovede skaSajucemu a
zdravotnickemu  zariadeniu,  z nasledujucich
dévodov:

Study Team. PPD declares to have executed an
Agreement on Providing Services with the
Investigator regarding this Clinical Study, on the
basis of which the Investigator and Study Team
Members are remunerated for conducting this
Clinical Study.
XV.
Term of the Agreement.

1) This Agreement is concluded for the duration of the

2)

3)

Clinical Study. End of Clinical Study is expected
at January 2019.

In the following situations any of the Parties may
terminate this Agreement by giving 30 days
written notice, which begins to run on the day
after the notice is delivered to the Parties:

a) if any party fails to fulfil any of the provisions
of this Agreement;

b) if it is declared that any party to this
Agreement is in bankruptcy proceedings;

c) if any party loses its authorization to practice in
the given field;

d) if the risk for Study Subjects increases

disproportionately;

if a necessary authorization, notification,
permit or consent necessary for conducting of
the Clinical Study is revoked, its validity
expires without appropriate extension, the
Clinical Study is suspended, prohibited or is
not commenced within the statutory time
period from the date that the authorization
arose;

f) in the event of an inadequate rate of adding
suitable Study Subjects to the Clinical Study
which endangers the agreed time schedule.

PPD may further terminate or interrupt the
Clinical Study, and at the same time terminate this
Agreement, by giving 30 days written notice,
which begins to run on the day after the notice is
delivered to the Investigator and the Medical
Facility for the following reasons:
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4)

5)

6)

7)

a) ak sa skon¢i zmluvny vztah medzi PPD
Development LP alebo PPD Global Limited
alebo ktoroukol'vek inou spoloénost'ou
skupiny PPD Group — podla toho, ktord
z tychto spoloénosti zmluvu so zadévatel'om
uzatvorila, a zadavatel'om;

b) ak bol uz celkovy poéet 0s6b zaradenych do

klinického skuSania dosiahnuty, avSak pocet

osob zaradenych pracoviskom klinického
skusania eSte splneny nebol; alebo

ak bola skusajicemu zakdzana ¢innost’ alebo
bol  diskvalifikovany = podla  Zékona
o presadzovani generickych lie¢iv z roku
1992 a skasajuci je zapisany na ,.Ciernu
listinu™ vedent FDA.

Zmluvné strany mdézu tito zmluvu kedykol'vek
zrusit’ pisomnou dohodou.

Ihned’ po prijati vypovede zdravotnicke zariadenie
a skuSajuci zastavia prijimanie pacientov do
klinického  skuSania; v miere  prijatelnej
z lekarskeho hl'adiska ukon¢ia vykonavanie
procedur u pacientov, ktori uz boli do klinického
skisania zaradeni, a v maximalnej moznej miere
sa zdrzia vytvarania d’al$ich nakladov a vydavkov.

pokial’ by pocas doby trvania tejto zmluvy PPD
alebo zadavatel' ziskali informaciu, ktora by
vyvolavala pochybnosti o0 bezpeénosti alebo
ucinnosti skdsaného lie¢iva alebo suvisiaceho
produktu, alebo ak skusané liecivo schvali FDA,
vyjednajiu zmluvné strany v dobrej viere zmenu
tejto zmluvy tak, ze (i) sa znizi pocet ucastnikov
klinického skuSania, (ii) sa ukon¢i klinické
skilanie a/alebo (iii) sa upravia ktorékol'vek
dalsie relevantné ustanovenia tejto zmluvy

Thned’ po dokonéeni klinického skusania alebo po
jeho  pred¢asnom  ukonleni  zdravotnicke
zariadenie a/alebo skusSajuci vypracuju a odosla
spolo¢nosti PPD zaveretnu spravu obsahujicu
vsetky relevantné informacie o klinickom skd$ani,
ako su charakterizované v protokole, medzi nimi
tiez vSetky udaje a vysledky klinického skusania.
Okrem toho vratia PPD a zadavatelovi vsetky
informacie, ktorych su tito vlastnikmi a ktoré su
takto definované v tejto zmluve.
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4)

5)

6)

7)

a) if the contractual relationship between PPD
Development LP or PPD Global Limited or
any other company within the PPD Group,
depending on which of these companies has
concluded the contract with the Sponsor, and
the Sponsor terminates;

b) if the overall Clinical Study enrolment has
been met but the enrolment in the Study Site

has not been completed yet; or

c) if the Investigator is debarred or disqualified
under the Generic Drug Enforcement Act of
1992 and is added to the “Black list”

maintained by FDA.

The Parties may terminate this Agreement by
mutual agreement in writing at any time.

Immediately upon receipt of a mnotice of
termination, the Medical Facility and the
Investigator shall cease entering Study Subjects
into the Clinical Study; cease conducting
procedures to the extent medically permissible on
subjects already entered into the Clinical Study,
and refrain from incurring additional costs and
expenses to the extent possible.

if during the term of this Agreement, information
becomes available to PPD or Sponsor which
places the safety or efficacy of the Study Drug or
related product in doubt or if the Study Drug is
approved by FDA, the parties shall negotiate, in
good faith, a modification of this Agreement to (i)
reduce the number of subjects to be studied, (ii)
terminate the Clinical Study, and/or (iii) modify
any other relevant provisions of this Agreement.

Upon completion of the Clinical Study or earlier
termination thereof, Medical Facility and/or
Investigator shall prepare and forward a final
report containing all relevant information for the
Clinical Study as described in the Protocol,
including all data and Clinical Study results to
PPD, and shall return all PPD and Sponsor
Information, as defined herein, to its respective
owner.
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8)

9)

)

2)

1)

Ihned’ po dokonéeni klinického skisania alebo po
jeho pred¢asnom ukonéeni bude vietko nepouzité
skuSané lieCivo, zluceniny, pristroje a materialy
suvisiace s klinickym skusanim, ktoré boli
zdravotnickemu zariadeniu a/alebo skiidajicemu
dodané zadavatefom alebo spoloénostou PPD
alebo v ich mene, vratené spolo¢nosti PPD.

Skusajuci je povinny oznamit ukoncenie
klinického skusania na referit pre spravu
klinickych  Stadii zdravotnickeho zariadenia

najneskor do pétnast’ (15) dni odo diia ukonéenia
klinického skusania.

XVI. Etické spravanie

Zdravotnicke zariadenie a skusajuci sa zavizuju,
ze nebudd, ¢i uz priamo alebo nepriamo,
prostrednictvom  akejkol'vek  tretej  strany
poskytovat, ponukat’ alebo sfubovat ziadnu
platbu, dar alebo inti cenni vec Ziadnej osobe, aby
takuto osobu nepatriéne ovplyvnili alebo aby tato
osoba  bola  zdravotnickemu  zariadeniu,
skasajucemu, spolo¢nosti PPD alebo zadavatel'ovi
napomocna pri ziskavani necestného
zvyhodnenia.

Zdravotnicke zariadenie a skdSajuci sa zavizuju,
ze nebudi ¢i uz priamo alebo nepriamo,
prostrednictvom  akejkol'vek  tretej  strany
prijimat’, schvalovat, ziskavat ¢i pozadovat
Ziadnu platbu, dar alebo int cennii vec od Ziadnej
osoby, ktora im bude pontknuta alebo dana ako
odmena za nepatricné ovplyvnenie alebo so
zamerom nepatri¢ného ovplyvnenia
zdravotnickeho zariadenia, sktsajuceho,
spoloénosti PPD alebo zadavatela.

XVIL
Zaverecné ustanovenia

Kazd4 zo zmluvnych stran berie na vedomie, Ze
kazdé poruSenie vyhldseni alebo zdruk
kedykol'vek pocas platnosti tejto zmluvy
predstavuje v kazdom pripade poruSenie tejto
zmluvy so vSetkymi dosledkami zakotvenymi v
slovenskom pravnom poriadku pre pripad
nedodrzania zavizkov vyplyvajucich ztejto
zmluvy. Nedodrzanie vyhlasenia alebo zaruky
znamend, ze dané vyhlasenie alebo zaruka nie je
pravdivé/a, uplné/a alebo spravne/a.
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SN 2’7

8)

Upon completion of the Clinical Study or early
termination thereof, all unused Study Drug,
compounds, devices and related Clinical Study
materials furnished to Medical Facility and/or
Investigator by or on behalf of Sponsor or PPD
shall be returned to PPD.

9) Investigator is obliged to inform the Department of

1)

2)

D

Clinical Studies of the Medical Facility about the
termination of the Clinical Study within fifteen
(15) days from the termination of the Clinical
Study.

XVI. Ethical Conduct

Medical Facility and Investigator undertake that
Medical Facility and Investigator shall not,
directly or indirectly through any third party, give,
offer or promise any payment, gift or other thing of
value to any person in order to improperly
influence them or otherwise assist Medical
Facility, Investigator, PPD or the Sponsor in
obtaining an improper advantage.

Medical Facility and Investigator undertake that
Medical Facility and Investigator shall not,
directly or indirectly through any third party,
accept, agree or receive or request any payment,
gift or other thing of value from any person offered
or given as a reward for or with the intention of
improperly  influencing  Medical  Facility,
Investigator, PPD or the Sponsor.

XVL
Closing provisions

Each of the Parties acknowledge that any breach
of representations or warranties at any time during
the validity of this Agreement represents in any
case a breach of this Agreement with all
consequences provided for in Slovak law for the
case of failure to fulfil obligations under this
Agreement. Breach of a representation or a
warranty means that the representation or
warranty is not true, complete or correct.
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2)

3)

4)

3)

6)

7)

Vztahy, ktoré neupravuje tato zmluva, sa riadia
Zakonom ¢. 513/1991 Z.z. (Obchodny zikonnik)
v jeho platnom zneni, Zakonom €. 362/2011 Z.z. o
liekoch a zdravotnickych poméckach a o zmene a
doplneni niektorych zdkonov a Vyhlaskou ¢&.
433/2011 Z.z. o poziadavkach na klinické
skiSanie a spravnu klinicki prax v zneni
neskorsich predpisov.

zmluva nadobuda platnost diiom podpisu
vietkymi zmluvnymi stranami a G¢innost diiom
nasledujicim po dni zverejnenia zmluvy v
Centrdlnom  registri zmluv.  Zdravotnicke
zariadenie sa zavidzuje zverejnit' tito zmluvu v
Centrdlnom registri zmliv do desiatich (10)
pracovnych dni odo dna, vktorom bude
zdravotnickemu  zariadeniu  doru¢ené 1plné
vyhotovenie  zmluvy, podpisané vietkymi
zmluvnymi stranami. PPD sthlasi s takymto
zverejnenim zmluvy. . Zdravotnicke zariadenie si
je vedomé toho, ze protokol je duSevnym
vlastnictvom zadavatela a ze nebude zverejneny
ako priloha k zmluve. Tato zmluva je zavizna
pre zmluvné strany, jej nastupcov a jej
schvalenych asignatarov.

Ziadna zo zmluvnych stran neméze tuto zmluvu
previest' alebo postupit’ bez vopred udeleného
pisomného suhlasu ostatnych zmluvnych stran
tejto zmluvy.

Ziadne zrieknutie sa prava alebo zhovievavost' zo
strany ktorejkol'vek zmluvnej strany vo vzt'ahu
k poruSeniu  ktoréhokol'vek z ustanoveni tejto
zmluvy nemozno povazovat za také, ze by
zakladalo zricknutie sa prava vo vztahu
k akémukol'vek dalSiemu poruseniu niektorého z
ustanoveni tejto zmluvy.

Zmluvné strany sa zavizuju, ze budi dodrziavat
vSetky ustanovenia tejto zmluvy, ktorych u¢innost’
je dlhsia ako doba trvania zmluvy, ato aj po
zruSeni klinického sktsania.

Okrem zaruk vyslovne uvedenych v tejto zmluve
nedava PPD ani zadavatel vo vztahu ku
klinickému skasaniu, skdsanému lieéivu alebo
akymkol'vek  materidlom alebo  procesom
upravenym touto zmluvou nijaké zaruky, ¢i uz
vyslovné alebo implicitné; tym sa, okrem iného,
myslia aj akékol'vek zaruky predajnosti alebo

Resverologix RCX222 CS 015 Slovakia PI Kokles 3way CTA

2)

3)

4)

5)

6)

7)

Relationships not covered by this Agreement are
governed by Act. no. 513/1991 Coll., of the
Commercial Code, as amended, Act. no. 362/2011
Coll., on Drugs and Health Devices, as amended
and Decree no. 433/2011 Coll. on Requirements
for Clinical Studies and Good Clinical Practice, as
amended.

the Agreement becomes valid upon the date of
the signature by all the Parties and effective the
day following the date of the publication of
the Agreement in the Central Register of
Contracts. The Medical Facility agrees to publish
the Agreement in the Central Registry of
Contracts within ten (10) business days from the
date the Medical Facility has received the fully
executed Agreement , signed by all Parties. PPD
agrees to such publication. The Medical Facility
takes into account that the Protocol is an
intellectual property of Sponsor and will not be
published as an Appendix to the agreement. This
Agreement shall be binding upon the Parties, their
successors and permitted assignees.

This Agreement may not be assigned or
transferred by any of the Parties without the prior
written consent of the other Parties to this
Agreement.

Any waiver or forbearance by any party with
respect to a breach of any provision of this
Agreement shall not be deemed to constitute a
waiver with respect to any subsequent breach of
any provision hereof.

The parties agree that they will observe all the
provisions of this Agreement, which last longer
than the term of the Agreement, even after
termination of the Clinical Study.

Except as expressly stated herein, PPD and
Sponsor make no warranties, expressed or
implied, with respect to the Clinical Study, the
Clinical Study Drug or any materials or processes
provided hereunder, including without limitation
any warranties of merchantability or fitness for a
particular purpose. Except as expressly stated
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vhodnosti na konkrétny Géel. Okrem pripadov,
ktoré sa vyslovne uvadzaju vtejto zmluve,
nezodpoveda spolo¢nost PPD ani zadavatel za
nijaké nasledné, trestné, nepriame alebo iné
Skody, ktoré by v désledku klinického skti$ania
utrpeli zdravotnicke zariadenie alebo skusajici
alebo ini.

8) Této zmluva sa vyhotovuje v troch rovnopisoch,
po jednom pre zdravotnicke zariadenie,
skiiSajuceho a spolo¢nost’ PPD.

9) Zmeny a doplnenia tejto zmluvy moZzno vykonat
iba formou pisomnych dodatkov k ne;j.

10) V pripade  akychkol'vek  rozporov  medzi
slovenskym a anglickym znenim zmluvy ma
prednost’ slovenské znenie.

11) V pripade, ak by doslo k takej zmene protokolu
klinického skuSania, ktora by mala za nasledok
zmenu rozsahu  sluzieb, resp. vykonov
vykonavanych zdravotnickym zariadenim/
skisajucim podla tejto zmluvy, PPD za zavizuje
predlozit zdravotnickemu zariadeniu néavrh
dodatku k tejto zmluve, predmetom ktorého bude
prisludna zmena v rozsahu poskytovanych sluzieb
sivisiaca so zmenou protokolu. V pripade
nepredloZenia dodatku bude zadavatel’
prostrednictvom PPD  povinny uhradit’
zdravotnickemu zariadeniu odmenu za vykony
vykonané na zdklade zmeny protokolu klinického
skuSania nad p6vodny rozsah vykonov v sume
vyctislenej zdravotnickym zariadenim v prislusne;
fakture.

Resverologix RCX222 CS 015 Slovakia PI Kokles 3way CTA

8)

9

herein, PPD and Sponsor shall not be liable for
any consequential, punitive, indirect, or other
damages suffered by Medical Facility or
Investigator or any others as a result of the
Clinical Study.

This Agreement is made in three counterparts, of
which the Medical Facility, the Investigator and
PPD shall receive one.

Changes and supplements to this Agreement may
be made only by written amendment hereto.

10) In the case of any discrepancy between the Slovak

and the English versions of the Agreement, the
Slovak version shall prevail.

11) In case the change in the Protocol would result

into scope of service provided, performance of the
services performed by Medical
Facility/Investigator in accordance with this
Agreement, PPD undertakes to submit a draft
amendment to this Agreement, subject of which
will be the changes in the budget resulting from
the change in the Protocol. In case of failure to
submit the amendment is Sponsor via PPD
obliged to reimburse Medical Facility for
procedures performed in accordance with Protocol
change which are above the original scope of
procedures in amount calculated by Medical
Facility in applicable invoice.
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Na ddkaz svojho sihlasu stouto zmluvou ju In witness of their consent to this Agreement, the
zmluvné strany podpisuji. Parties have signed below.

PPD Slovak Republic, s. r of Attorney / na zéklade splnomocnenia)

Podpis / By:

Meno / Name: __PharmDr./Miroslava Siposova

Senior Clinical Manager

Funkcia / Title:

Datum / Date: 17- Jan- 7016

Medical Facility / Zdravotnicke zariadenie:

Podpis / By: |

Meno / Name: MUDr. Mitoslav BdZoch, PhD., MPH

Funkcia / Title: riaditel’ / director

09 02. 2016

Déatum / Date:

Investigator / Skasajici:

Meno / Name: MUDr. Martin Kokles
Datum / Date: /‘ - S (o (LD

Zoznam priloh k tejto zmluve: List of appendices to this Agreement:

Priloha €. 1:  Platobny kalendér Appendix no. I: Payment Schedule

Priloha €. 2. Tlaéivo autorizécie platby Appendix no. 2. Payment Authorization Form
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Priloha ¢. 1. - Platobny kalendar
K zmluve medzi:

PPD Slovak Republic, s.r.o.

Zdravotnicke zariadenie: Univerzitna
nemocnica Bratislava

Skusajici: MUDr. Martin Kokles
Zaddvatel’: Resverlogix
Protokol & RVX222-CS-015
Platby : Platby je potrebné poukazovat na

nasledujuci Gcet prijemcu platieb (dalej len
.prijemca platieb*):

Appendix No. 1 — Payment Schedule
To an Agreement between:
PPD Slovak Republic, s.r.o.

Medical Facility: Univerzitna nemocnica
Bratislava

Investigator: MUDr. Martin Kokles
Sponsor: Resverlogix
Protocol # RVX222-CS-015
Payments: Payment should be made to the

followmg account of the payee (further, the
“Payee”):

Prijemca platieb/Payee Name: Univerzitna nemocnica Bratislava
DIC/Tax ID No.: SK202 1700 549 (not a VAT payee / nie je platca DPH)
Nazov a adresa banky/Bank name and address: Statna pokladnica, Radlinského 32, 810 05

Bratls]ava| Slovenska riubhka

VS/Reference No.: ¢islo faktiry / invoice number

Faktiry: Vsetky originaly faktir tykajicich sa
klinického skusania musia byt na thradu
doru¢ené spoloc¢nosti PPD (ako odberatela
a platcu je na faktirach potrebné uvadzat’ PPD)
na nasledujicu adresu. K faktiram musi byt
pripojeny spradvny podrobny rozpis vietkych
poplatkov, podkladova dokumenticia a musia
obsahovat’ ¢islo faktiry pracoviska. Splatnost’
faktur je Sestdesiat (60) dni odo diia vystavenia
faktury:

Invoices: All original invoices pertaining to the
Study must be submitted for reimbursement to
PPD (and must reference PPD as the invoicee)
at the following address and shall include a
correct itemization for all fees, supporting
documentation, and a site invoice reference
number. The invoice due date is sixty (60) days
from the day thr invoice is issued by Payee:

PPD Slovak Republic, s.r.o.
Do rukou / Attn.: Finanéni oddéleni / Finance Department
Bratislavska cesta 100/D

931 01 Samorin
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Slovenska republika / Slovak Republic
DIC/Tax ID no.: SK2021891795

Nabor pacientov: Zdravotnicke zariadenie a
skudajuci beri na vedomie, e ide o klinické
skiSanie, ktorého cielom je vyhodnotenie
vopred  dohodnutého  poétu  tlastnikov
klinického sku$ania. Od skisajiceho sa bude
oCakavat, ze vynalozi vSetko potrebné usilie na
zaradenie ucastnikov  klinického skusania
v zmysle tejto zmluvy. Po dokonéeni naboru
cielového poctu icastnikov klinického skigania
pre celé klinické skiSanie bude zdravotnicke
zariadenie otejto skutofnosti informované
a dostane pokyn, aby v zarad’ovani udastnikov
klinického skusania uz nepokradovalo.

Za Klinické skuSanie sa plati takto:

Niklady na jeden subjekt skiSania
(pacienta): Prijemcovi platieb bude nahradené
za kazdého dokon¢eného a vyhodnotitelného
ucastnika klinického skusania, ako sa tento
definuje v dalSom texte, podla sadzieb
stanovenych v niz§ie uvedenych platobnych
tabulkéach. Platby budi navy$ené o DPH. Platby
sa budu uskutoéiiovat kvartalne v eurach a buda
sa nahradzat’ na zdklade uskutoénenych navitev
overenych v elektronickych  zdznamovych
formuldroch 1castnika klinického skusania
(eCRF) apo prijati sprivnej faktiry s
podrobnym rozpisom poloziek. = Dokonéeny
a vyhodnotitelny uéastnik klinického skisania sa
definuje takto: (i) vietky procediry sa musia
vykonat’ podl'a protokolu a Smernic ICH GCP,
(i1) kazdy tcastnik klinického skiSania moze byt

zaradeny jedine podla
zarad'ovacich/vyradovacich  kritérii a  (iii)
vietky udaje st presne a uplne
zdokumentované. V pripade, Ze ulastnik

klinického skui$ania neabsolvuje vietky navitevy
podl'a Specifikécii protokolu, PPD je povinna za
takyto subjekt skiSania zaplatit len pomerni
Cast’ za absolvované navstevy na zéklade eCRF.

NeiispeSné zaradenie: Prijemcovi platieb bude
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Enrollment: The Medical Facility and
Investigator acknowledge that this is a Clinical
Study designed to evaluate a set number of
Study Subjects. The Investigator will be
expected to apply best efforts for enrollment as
provided for under the Agreement. When
enrollment of the target number of Study
Subjects for the entire Clinical Study is
complete, The Medical Facility will be notified
and instructed not to continue enrolling Study
Subjects.

The Clinical Study shall be payable as
follows:

Cost Per Study Subject (patient): The Payee
will be paid per completed and evaluable Study
Subjects as defined below based on the rates set
forth in the payment tables below, plus VAT.
Payments will be made on a quarterly basis in
EURO and will be based on completed visits
verified in the subject electronic case report
forms (eCRFs) and receipt of correct and
itemized invoice. A complete and evaluable
Study Subjects is defined as follows: (i) all
procedures must be performed according to the
Protocol and ICH GCP guidelines, (ii) a patient
shall only be included according to the
inclusion/exclusion criteria, and (iii) all data are
documented accurately, completely. In the event
that a Study Subjects does not complete all
visits as specified in the Protocol, PPD shall
only be obligated to make payment for such
subject on a pro-rated, completed visit, and
eCRF basis.

Screen Failures: The Payee will be reimbursed
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nahradena suma podrl'a tabul'ky platieb niZSie pri
maximéalnom poéte 1 netspe$nych zaradeni za
kazdych 2 zaradenych u&astnikov klinického
skusania. Pre ucely tejto zmluvy sa pod
pojmom netspe$né zaradenie rozumie kazdy
Ucastnik  klinického skuSania, ktory najskor
zdanlivo spliiuje kritéria pre skrining, podpise
tla¢ivo informovaného sthlasu, absolvuje
skrining, avsak do klinického skti$ania zaradeny
nie je. Platba za netispesné zaradenia sa vyplati

vysSie uvedenému prijemcovi platieb po
doruteni spravnych faktur s podrobnym
rozpisom poloziek.

Lekirenské poplatky: Prijemcovi platieb sa
vyplati kompenzéicia podla tabulky platieb
nizSie za lekdrenské poplatky. Tato
kompenzacia sa vypldca kazdych 3Zest' (6)
mesiacov po dobu trvania klinického skti$ania,
a to po¢niic zapisom prvého ucastnika klinického
skiSania abez ohladu na podet zapisanych
ucastnikov klinického sku3ania. Platba sa
vyplati po doru€eni sprivnej faktury s
podrobnym rozpisom poloZiek

Neplinované navstevy: Neplanovand naviteva
sa definuje naviteva uCastnika klinického
skilania, ktord nie je vyslovne predpisana
protokolom, avsak inak je pre acely klinického
skusania nevyhnutna. Za nepldnované navitevy
sa bude vyplacat suma podl'a tabulky platieb
nizS§ie po doruceni spravnej faktiry s
podrobnym rozpisom polozZiek.

DPH a dalSie dane: V pripadoch, kde sa
vyzaduje faktira s DPH, sa platby uskutoénia az
vtedy, ked’ PPD dostane platni faktiru s DPH.
V situdcidch, na ktoré sa nevztahuje DPH, sa
viak taktiez pred uskutoénenim kazdej platby
podla tejto zmluvy vyzaduje faktira.

Tretie strany: Za platby tretim strandim a za
uhrady svojich vlastnych nakladov spojenych s
klinickym skuSanim nesie plni zodpovednost’
prijemca platieb.

Etickd komisia: Odmenu etickej komisii hradi
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for each Screen Failure per the table of
payments below up to a maximum of 1 Screen
Failures for every 2 randomized Study Subjects
enrolled. For purposes of this Agreement, a
Screen Failure shall mean any Study Subjects,
who initially appears to meet the criteria for
screening, signs the informed consent form,
completes the screening visit but is not enrolled
into the Clinical Study. Payment for Screen
Failures will be payable to the above listed
Payee based upon the receipt of correct and
itemized invoices.

Pharmacy Fees: The Payee will receive
reimbursement as per table of payment below
for Pharmacy fees, payable every six (6) months
for the duration of the Clinical Study, beginning
with the enrollment of the first Study Subjects,
regardless of the number of enrolled Study
Subjects. Payment will be made upon receipt of
a correct and itemized invoice.

Unscheduled Visits: An Unscheduled Visit is
defined as a Study Subjects visit which is not
expressly set forth in the Protocol, but is
otherwise required for the Clinical Study.
Unscheduled Visits will be reimbursed in the
amount as per table of payment below, upon
receipt of a correct and itemized invoice.

VAT and Other Taxes: Where a VAT invoice
is required, payments will only be made once
PPD has received the valid VAT invoice. In
situations where VAT is not applicable, an
invoice will still be required before any payment
is made under this Agreement.

Third Parties: The Payee is fully responsible for
payments to third parties and paying its own
expenses connected with the Clinical Study,

Ethics Committee: The Ethics Committee fee
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PPD nezavisle od tejto zmluvy.

Poplatky centrilnemu laboratériu: Za néklady
Centralneho laboratéria zodpoveda zadavatel a
zadéavatel' bude tieto naklady hradit’ nezavisle
od tejto zmluvy.

Zaveretna platba:  Zéavereéna platba bude
splatnd ihned’ po zévereénej navsteve a ihned’
po doru€eni nasledujiceho: (i) vSetkej
dokumentécie o klinickom sktSani, (ii)
prehl'adu za vietko nepouzité skusané lietivo,

(i)  vSetkych  vyplnenych  z4znamovych
formuldrov  Glastnika klinického ski$ania
aspravne  vyrieSenych  otdzok  ztychto

formulirov. a (iv) vSetkych doplnenych
a opravenych poziadaviek zo strany PPD alebo
zadavatela tykajucich sa udajov a evidencie
klinického skiisania. Prijemca platieb bude mat’
lehotu tridsat’ (30) dni odo dila prijatia
zaverecnej platby na to, aby podal nédmietky
voci akymkolvek nezrovnalostiam v platbach,
ku ktorym doslo v priebehu klinického skuigania.

Bez predchddzajiiceho pisomného suhlasu
zaddvatel'a alebo spolo¢nosti PPD sa nebudi
brat’ do uvahy Ziadne iné dodatoéné ZFiadosti
o financovanie.

will be paid by PPD apart from this Agreement.

Central Laboratory Fees: Central Laboratory
costs are the responsibility of the Sponsor and
will be paid by the Sponsor apart from this
Agreement.

Final Payment: The final payment will be
payable upon completion of the close-out visit
and upon receipt of the following: (i) all
Clinical Study documentation, (ii) the
accountability of all unused Study Drug, (iii) all
completed and correct eCRFs/queries and (iv)
any clarification requests made by PPD or
Sponsor regarding Clinical Study data or
records. The Payee will have thirty (30) days
from the receipt of final payment to dispute any
payment discrepancies during the course of the
Clinical Study.

No other additional funding requests will be
considered without the prior written consent of
Sponsor or PPD.

TabuPky platieb / Table of Payments

STUDY STUDY VISIT/ Week / Tyzdeii Total Cost Per Visit /

PHASE III/ NAVSTEVA Suma celkom za

KLINICKE KLINICKEHO navitevu

SKUSANIE | SKUSANIA

FAZA 111

Screening 1 -2 to -1 € 45.00

Treatment / 2 0 € 29.00

Liecba 3 2 € 22.00
+ 4 € 22.00
5 6 € 22.00
6 8 € 22.00
7 10 € 22.00
8 12 € 22.00
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9 16 € 22.00
10 20 € 22.00
11 24 ¢ 29.00
12 28 3 22.00
13 40 € 22.00
14 52 € 29.00
15 64 € 22.00
16 76 ¢ 29.00
17 88 ¢ 22.00
18or LVT Up to/ Az do 104 € 35.00

Follow-Up (= | FU Up to/ Az do 120

2 days) /

Nasledna

navsteva (+ 2

dni) ¢ 33.00

Total / Celkom ¢ 460.00

Invoiced Procedures / Vy3etrenia splatné na

Invoiced Cost / Fakturovana suma

zaklade faktiry
MOCA / MOCA €4
Urine Pregnancy Test / Tehotensky test z motu €1

Dalsie platby / Additional Payments

Platby v Eurdch / Payments in EURO

Nepldnovana navsteva / Unscheduled Visit

€18

Screen Failure / Netspe$ny skrining

€36

Early termination / predéasné ukonéenie

Suma ako za néasledni navstevu / Costs as per
follow up visit

Lekarensky poplatok - preplacany ako
pausédlna platba kazdych 6 mesiacov trvania
klinického skusania (alebo v pomernej &asti za
kratSie obdobie), poénic dorudenim prvej
zésielky skuSaného produktu bez ohladu na
pocet zaradenych ucastnikov klinického sku$ania
/

Pharmacy Fees - payable as a flat fee every 6
months for the duration of the Clinical Study
regardless of the number of randomized subjects
or pro-rated for a shorter period, starting with
the first delivery of the IP drug

€ 200
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