Zmluva o klinickom skiSani

PPD Slovak Republic, s.r.o.,

s0 sidlom na adrese Bratislavska cesta 100/D, 931 01
Samorin, Slovenské republika, dcérska spolotnost’
PPD International Holdings GmbH., zastipeni
Christopherfom] David[om] Neild[om], konatelom
spolotnosti, azapisand v Obchodnom  registri
Okresného siidu v Trnave, oddiel Sro, vloZka ¢&.
26142/T (vypis z OR tvori prilohu &. 6).

ICO: 35900784

DIC: SK2021891795

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

IBAN: NL32 DEUT 0265 1779 28

BIC: DEUTNLZA

d'alej ien ,,PPD"

a

Fakuitna nemocnica Nitra,

so sidlom na adrese §pitélska 6, 950 01 Nitra,
Slovenskd republika zastipena MUDr. Jozefom
Valockym (kopia zriad'ovacej listiny tvori prilohu &.
.

1ICO: 17336007
DIC: 2021205197 (nie je platcom DPH)
d’alej len ,,zdravotnicke zariadenie”

a

MUDr. Viera Kissova, PhD.

Déverné / Confidential

Agreement on Clinical Study

PPD Siovak Republic, s.1.0,,

with its registered address at Bratislavska cesta
100/D, 931 01 Samorin, Slovak Republic, 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 (extract from CR forms Appendix no.
6).

Company ID no.: 35900784

Tax ID no.: SK2021891795

Bank information: Deutsche Bank AG, Postbus
12797, 1100 AT Amesterdam Zuidoost

IBAN: NL32 DEUT (265 1779 28

BIC: DEUTNL2A

further, “PPD”

and

Fakultna nemocnica Nitra,

with its registered address at Spitalska 6, 950 01
Nitra, Slovak Republic, represented by MUDr. Jozel
Valocky (copy of Incorporation Deed forms
Appendix no. 7).

Company 1D no.; 17336007
Tax ID no.: 2021265197 (not VAT payee)
further, the “Medical Facility"

and

MUDr. Viera Kissova, PhD.

g alef len ,SKusajuci

d'alej spolotne len ,,zmluvné strany*
uzatvaraji tito zmlavu:

PPD Slovak Republic s.r.o.

Cormercial Register: District Court Tmava

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

further jointly, the “Parties™
conclude thisAgreement:
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1)

2)

3)

L
Predmet a iicel zmluvy

Predmetom tejto zmiuvy je klinické skaSanie
skiganého lieciva Cadazolid / ACT-179811 (dalej
len ,skilfané lietivo™) (dalej len klinické
skaganie™), ktord PPD vykondva ako nezivisly
dodéavatel' v prospech farmaceuticke] spolonosti
Actelion Pharmaceuticals Ltd, Gewerbestrasse
16, CH-4123 Alschwil, évaji’:iarsko, ktord je
vyrobcom skiSaného liefiva, vramci Eurdpskej
Gnie zastipene] Actelion Registration UK
Ltd, 389 Chiswick High Road, Lordon W4
4AL, Velkd Britania (d'alej jednotlivo i spolotne
len ,,zadavatel™) (splnomocnenie zadavatel'a pre
PPD tvorf prilohu &. 3) v zmysle protokolu AC-
B61A302:  , Multicentrické, randomizované,
dvojito zaslepené klinické skuSanie za ufelom
porovnania ucinnosti a bezpecnosti kadazolidu a
vankomycinu u pacientov s diagnostikovanou
hnackou  vyvoelanou  Clostridium  difficile
{CDAD)* (dalej len ,protokel), ktory tvori
prilchu €. 8§ ktejto zmluve a podrobne
charakterizuje ¢innmosti  vykondvané v ramci
klinicého skiSania a defbu zodpovednosti medzi
zmluvnymi stranami.

Utelom zmluvy je stanovit podmienky pre
vykonavanie klinického skiSania a urdit’ prava
apovinnosti zmluvnych stran  pri vysoko
profesiondlom vykondvani klinickéhe skiSania

(o, okrem iného, zahrfinuje aj v&asné
odovzdavanie  vietkych  ddajov  a d'alsich

imformacii tykajlicich sa klinického skiSania,

vratane  vietkych  zdznamovych  formulérov
ufastnfka khinického skifania (CRF) alebo
elelctronickych Zaznamovych formulérov

ti¢astnika klinického skii¥ania (tzv. e-CRF).

Zdravotnicke zariadenie vyhlasuje, Ze ono samo
a sksajici disponujit skisenost’ami,
schopnostami, primeranym po¢tom subjektov
ski3ania (pacienfov), o ktoré sa starajG, ako aj
prostriedkami, ktorymi sa, okrem iného, mysl
personal a vybavenie potrebné na presné, Uufinné
arychle, profesiondlne a kompetentné
vykondvanie klinického skt3ania aZe ftieto
prosiriedky vidy wvyuZijuo tak, aby klinické
ski¥anie vykonavali uvedenym spdsobom.

PPD Slovak Republic s.r.o.

Commercial Register: District Court Trnava

1y

2)

3)

Bratislavskd cesta 100/0
Section: Sro, File No 26142/T

Déverné / Confidential

L
Subject and purpose of the Agreement

The subject of the Agreement is the clinical
evaluation of the Study Drug Cadazolid / ACT-
179811 (further, the “Study Drug”) (further, the
“Clinical Study™), which PPD is conducting as
an independent contractor for the benefit of a
pharmaceutical company, Actelion
Pharmaceuticals Ltd, Gewerbestrasse 16, CH-
4123 Allschwil, Switzerland which is the
producer of the Study Drug, being represented
within the European Union by Actelion
Registration UK Ltd,389 Chiswick High Road,
London W4 4Al, United Kingdom (further
individually and collectively, the “Spomsor™)
(Power of Attorney from Sponsor to PPD forms
Appendix no, 3} pursunant to Protocol AC-
061A302: ,A mudti-center, randomized,
double-blind study, to compare the efficacy
and safety of cadazolid versus vancomycin
in subjects with Clostridium difficile-
associated diarrhea (CDAD)”, (further, the
“Protocol”) which is in Appendix no. 8 to this
Agreement 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
these resources at all times to perform the Clinical
Study in such manner.
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Ddverné / Confidential

4) Skuajici vyhlasuje, Ze nie je zamestnancom 4) The Investigator declares that he/she is not an

5)

1)

2)

alebo zastupcom PPD,

Pokial' by sa medzi podmienakmi stanovenymi
v protokole a v tejto zmluve vyskytla akékolvek
nezrovnalost’ alebo konflikt, rozhodujicimi vo
vztahu k zédkonnym povinnostiam zmluvnych
stréan  budd  podmienky  tejto  zmluvy
arozhodujicimi vo vzfahu  k vykondvaniu
klinického skii§ania budi podmienky protokolu.

1§
Zadatie klinického skGsania

Klinické ski3anie sa zatne na zéklade povolenia
Statneho Gstavu pre kontrolu liediv a stihlasného
stanoviska prishuinej lokdlnej etickej komisie a
multicentricke] etickej komisie {d'alej spoloéne
len ,.eticka komisia®).

a stihlasného  stanoviska
vzmysle ods. 1 sa budd archivoval v
Zzdravotnickom  zariadeni, ato uskiBajlceho
v dokumentécii o vykonavani klinického
ska3ania. Képie rozhodnuti tvoria prilohu &. 5.

Kopie rozhodnutia

IIL

Miesto a doba vykondvania klinického ski$ania

D

2)

3)

a pracovisko klinického skdsania

Klinické skiSanie sa bude vykondvat’ na Internej
klinike zdravotnickeho zariadenia (d'alej len
wpracovisko klinického skasania"), pod vedenim
skdfajiceho ako Hlavného sklsajiiceho d'alsich
poverenych zamestnancov (dalej len ,,Clenovia
skii§ajiceho timu®).

Zmeny  pracoviska  Kklimického  ski3ania
amenovanie  alebo  doplnenie  poverenych
zamestnancov moZno vykonat len po dohode
medzi PPD, zdravotnickym zariadenim
askiSajocim. Pisomné vyhotovenie fakejto
dohody sa musi zaevidovat' v dokumentacii o
vykonavani klinického skii3ania.

Klinické skiSanie sa na pracovisku klinického
skifania nezaéne pred zadiatkom platnosti tejto
zmiuvy apokial nebudd splhené daldie
podmienky vyZadované prisluSnymi prdvnymi

PP Slovak Republic s.r.o.

Commercial Register: District Court Trnava

5)

1)

2)

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 controi with regards to the conduct of
the Clinical Study.

IL
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 multi-center ethical
committce {further collectively, the “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. Copies of the decisions are contained in
Appendix no. 5.

1118

Place and term of conducting the Clinical Study

)]

2

3)

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

and the Study Site

The Clinical Study shall be conducted at Internal
Clinic of the Medical Facility (further, the “Study
Site””), headed by the Investigator as the Principal
Investigator and other authorized employees
(further, the “Stady Team Member/s™).

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
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
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4)

5)

1)

predpismi. Vyber subjektov skiiania pre klinické
skiifanie sa zafne v priebehu mdja 2016,
Vykonanie celého klinického skdSania je
naplénované na obdobie od médja 2016 do marca
2016,  Doba vykondvania klinického skiSania
mozno vjeho priebehu prediZitt alebo skratit,
PPD bude zdravotnicke zariadenie a sk8ajliceho
informovat’ o vietkych zmendch, ktoré by sa
tykali  predpokladanej doby  vykondvania
klinického skiSania. Zmeny deby vykonavania
klinického skiSania nebuda nevyZadovat' dodatok
k tejto zmiuve.

S liefbou Ziadneho pacienta sa nezadne skér, neZ
bude zaobstarany sithias vietkych relevaninych
etickych komisii avetky dalSie povolenia
potrebné na vykondvanie tohto klinického
skiifania.

Pokial' by v priebehu klinického skifania zatalo
byt zjavné, Ze kiinické skufanie nebude
dokonfené vitermine, je skuSajlici povinny
okamZite o tom informovat’ PPD.

Iv.
Zakladné podmienky vykonavania kdinického
skagania

Pofas vykondvania klinického skiSania je
skiifajiici povinny dodrZiavat vietky pravne
predpisy, najmi Zikon &. 362/2011 Z.z. o liekoch
a zdravotnickych pomdckach v zneni neskorgich
predpisov, Zakon €. 576/2004 Z.z. o zdravotnej
starostlivosti, stuzbach stivisiacich s
poskytovanim zdravotnej starostlivosti v zneni
neskorfich predpisov, Vyhlasku €. 433/2011 Z.z
o poZiadavkich na klinické skianie a spréavnu
klinickéi prax v zneni neskorSich predpisov, a
konat' wvshlade s posktynutymi informdciami
avsilade so  zdkladnymi  podmienkami
a zasadami ustanovenymi:

a) v protokole klinického skufania vydanom
zadavatelom a v prisnom stlade
s poZiadavkami vietkych relevantych etickych
komisi{. Pokial' by ne$lo o eliminovanie
bezprostredného chrozenia subjektov
skiidania, protokol moZno zmenit’ len na
zaklade pisomného sdhlasu zadavatela
a vietkych zmluvnych strdn s upovedomenim
Statneho Ustavu pre kontrolu lediv [alebo po

PPD Slovak Republic s.ro.

Commercial Register: District Court Trava

4)

5)

Doverné / Confidential

Subjects for the Clinical Study will begin during
May 2016. The entire Clinical Study is planned to
be conducted from May 2016 to March 2016, 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 not 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 Stady will not be completed on
schedule, the Investigator has to notify PPD
immediately.

Iv.

Basic conditions for conducting the Clinical Study

1)

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

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, as amended,
Decree no. 433/2011 Coll.,, on Requirements for
Clinical Studies and Good Clinical Practice, as
amended, in accordance with the information
provided, and in accordance with the basic
conditions and principles provided by:

a) the Protocol of the Clinical Study issued by
the Sponsor of this Agreement 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 for an approval from the State
Institute for Drug Controf] and the concurring
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schvdleni zo strany Stimeho Gstavu pre
kontrolu liefiv] a so s@hlasnym stanoviskom
etickej komisie. SkuSajtci sa zaviizuje, Ze na
potvrdenie jeho sthlasu s dodrZiavanim
protokols odovzda PPD podpisant stranu 5
protokolu nadpisann Podpisovd strana pre
skisajuceho,

b} v pokynoch zadavatela snézvom Brofura
skasajiaceho, ktoré obsahuji vietky doposial
zname informécie o skiSanom lie€ive a jeho
vlastnostiach, Zaddvatel dodd  tento
dokument na pracovisko klinického skifania
atento sa pripoji k dokumenticii o
vykonavani klinicého skifania; a

c) vpripadoch, kde sa takéto povolenie
vyZzaduje, v povoleni vykondvat klinické
ski$anie vydanom Stétnym Gstavom pre
kontrolu lie¢iv av siGhlasnom stanovisku
etickych komisii, ako je to uvedené v &L 1L
tejto zmluvy.

2) Zmluvné strany vyhlasuji, Ze budd konat’ v stlade

3)

4)

so zédkonom ¢&. 211/2000 Z. z. o slobodnom
pristupe  k informécidm v zneni  neskorich
predpisov. Pracovisko klinického skadania
sihlasi, 7¢ bude konat’" vsilade so vietkymi
pravnymi predpismi a chlasovacimi
povinnostami vyplyvajicimi zo zékona &.
211/2000 v mene vietkych zmluvnych stran tejto
zmluvy.

Klinické skiSanie sa bude vykonavat v siilade
setickyni normami  Slovenskej  lekdrskej
spolotnosti, podfa sprdvnej klinicke] praxe,
v stilade s podmienkami stanovenymi Helsinskou
deklardciou  Svetovej  lekdrskej  asocidcie
a v stilade so Smernicou o spravnej klinickej praxi

prijatou  Medzindrodnou  konferenciou o
harmonizacii  technickych  poZiadaviek na
registrdciu  farmaceutickych  vyrobkov na

humdnne pouZitie (dalej len .Smernice ICH
GCP*) adalf§imi  vieobecne  uznavanymi
prislusnymi dokumentmi.

Dokumenty uvedené v ods. 1 (a) a (b) st dbverné
a informdécie o ich obsahu moZno poskytovat’ len
zamestnancom pracoviska klinicého sku3ania
poverenym alebo menovanym v zmysle &l HI.,
ods. 1 tejto zmluvy a indtitdciam uvedenym v &l
VL

PP Slovak Republic s.ro.

Commercial Register: District Court Tmava

2)

3)

4)

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

Déverné / Confidential

opinion of the Ethics Committee, unless to
eliminate an immediate hazard to Study
Subjects. The Investigator agrees, as an
evidence of his consent to follow the Protocol,
to deliver to PPD the signed page 5 of the
Protocol titled Investigator SignaturePage

b) the Sponsor's instruction titled Investigator
brochure which contains all presently known
information about the Study Drug and ifs
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
Committee as specified in art. 1l of the
Agreement.

All parties declare to comply with of Act no
21172000 Coll. on Free Access to Information, as
amended. 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.

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™) and other generally accepted
applicable documents.

The documents specified in par. 1 (&) 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. 111, par.
1 of this Agreement and to institutions specified
in art. VL.
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5)

6)

7)

Skdsajuct sa dalej zaviizuje, Ze PPD odovzdd
riadne vypinené a podpisané tladivo FDA 1572,
pokial’ to zadavatel’ bude poZadovat'.

Musi sa udrZziavat' primerand evidencia o©
klinickom skfifani, bez obmedzenia, a to vratane,
zhrnamov tykajcich sa identifikdcie subjektov
(pacientov), klinickych zdznamov, laboratérnych
testov aprijmu avydaia liekov, avo vietkych
pripadoch by mali stadit’ na to, aby Hlavnému
skiifajicemu  a  zdravotnickemu  zariadeniu
umoZfiovali poskytovat’ zaddvatelovi 1plné
apresné  informdcie o vietkych  aspektoch
a vysledkoch klinického skudania. PPD a/alebo
zadévatel' sG oprdvneni zdznamy kontrolovat
a vykonévat ich audit (vritane a bez obmedzenia,
zdznamov tykajicich sa identifikdcie subjektov,
klinickych zdznamov, laboratdémych testov a
prijmu a vydaja liekov) akontrolovat’ dalsie
informacie tykajice sa klinického skadania,
pri€om o takejto kontrole daju v primeranom Case
avizo.

Skiifané lieCivo sa bude doddval’ priamo na
pracoviske klinického sk(Sania abude snim
zaobchadzat povereny Clen ski§ajiceho timu.

8) Skasajici sa zavizuje, Z¢ bude pre zadévatela

9)

zaobstardvat’ komunikaciu so  zdravotnymi
poistovitami podl'a Zakona & 362/2011 Z.z,

Zdravotnicke  zariadenic  je  povinné
zabezpedit, aby skisajici v stilade so zdkonom
&. 362/2011 nahlésil zdravotnym poist'ovniam
zaradenie jednotlivych  subjektov skiania
prebichajiceho klinického skiSania na
danom pracovisku klinickéhe skOfania bez
zbytoného odkladu,

10) Zdravotnicke zariadenie je povinné zabezpeéit)

aby od kaZdého subjektn ski3ania ziskal stihlas s
nahlasovanim  svojich  osobnych  udajov
zdravotnej poistovni.

11) Zdravotnicke zariadenie je povinné zabezpedit,

aby Skugajoci riadne a véas nahldsil prisiudnej
zdravoinej poistovni aj vyradenie poistenca z
klinického skifania, a to najneskdr 24 hodin
po vyradent.

12) V pripade, ak zdravotnicke zariadenie porusi

PP Slovak Republic s.r.o.

Commercial Register: District Court Trnava

5

6)

7

§)

Déverné f Confidential

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,
iaboratory tests, and drug receipt and disposition)
and other Clinical Study related information upon
reasonable advance notice.

The Study Drug shall be delivered directly to the
Study Site and handled by a delegated Study
Team Member.

The Investigator agrees to provide Sponsor
representation in communicating with health
insurance companies according to Act no.
362/2011 Coll.

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.

10y The Medical Facility shall ensure that each Study

Subiect provides consent for his/her personal data fo
be provided to the health insurance company.

11) The Medical Facility shall cause the Investigator to

properly, in time report to the applicable health
insurance company also discontinuation of the
subject from the Clinical Study, within 24 hours of
discontinuation.

12} Shall the Medical Facility break any of its

Bratislavskd cesta 100/0
Section: Sro, File No 26142/T
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niektori zo
tejto zmluve, alebo ak skdSajlici nesplni niektori
Zo svojich povinnosti podl'a tejto zmluvy riadne
a vlas, zdravotnicke zariadenie zodpoveda v
plnom rozsahu za aktkofvek Skodu vaniknutd

svojich povinnosti uvedenych v

zadavatelovi -~ v stvislosti s porudenim
ktorejkolvek z  uvedenych  povinnosti
zdravotnickeho zarfadenia a/alebo skd3ajticeho.
Zdravotnicke zariadenie je v takom pripade
povinné nahradit zaddvatelovi aj vietky pripadné
sankcie uloZené zadavatelovi  prislusnymi
organmi Statnej spravy v stivislosti s porufenim
povinnosti  zdravotnickeho zariadenia a/alebo
skusajtceho podla tejto zmluvy.

V.

Vyber skiafobnych subjektov skdfania pre klinické

Ly

2)

3)

4

5)

skiSanie a informovany sihlas

Skiisajici zaradi do klinického sku3ania pribliZne
10 vhodnych subjektov skiudania.

Subjekty skufania mdZu byt do klinického
sktiiania zaradenf len:

a) spisomnym informovanym stihlasom podfa §
29 Zakona €. 36272011 Zz. v zneni
neskor§ich predpisov a potom, &o boli riadne
poudeni; alebo

b) vsdlade so zakonnymi podmienkami
ustanovenymi v Zakone &. 362/2011 Zz. v
zneni neskorgich predpisov.

Pri spisovani, vyZzadovani a vypltiani
informovanéhe sthlasu musia PPD, skifajici a
zdravotnicke zariadenie dodrziavat prisluiné
pravne predpisy a odportiéania uvedené najmi
v &L IV. tejto zmbuvy.

Ski8ajdci si takyto dokument ponecha v zmysle
predpisov azdsad zdravotnickeho zariadenia
ajeho képiu na poZiadanie pofle zadavateFovi.
Do klinického skiiSania nemoZno zapisat Ziaden
subjekt skiifania, pokial sa nezaobstaral takyto
informovany sthlas.

Pokial skudajuci v priebehu klinického skiilania
zisti, Ze subjekt skiifania zaradeny do klinického
skafania nesplfiuje jeho kritérid, je povinny
v zmysle protokolu takyto subjekt sk(fania z

PPD Siovak Republic s.r.o.
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obligations listed in this paragraph or shall the
Investigator fail to fulfill any of his/her obligations,
pursuant o 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 andfor Investigator's
obligations pursuant to this Agreement.

V.

Selection of trial subjeets for Clinical Study and

informed consent

1) The Investigator shall include approximately 10

2)

3

4)

5)

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

suitable Study Subjects in the Clinical Study.

The Study Subjects may be included in the
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

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

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. I'V. of this Agreement.

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
Climical Study until such informed consent has
been obtained.

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,
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6)

klinického skG8ania vyli&if' a bezodkladne o tom
informovat’ PPD alebo, vo vynimoénom pripade
a po dohode s PPD, mbZe tento subjekt skii$ania
v stitlade s touto zmhuvou a vynimkou v klinickom
skGSani ponechat’.

Skh3ajuci, zdravoinicke zariadenie a PPD maja v
zmysle prislugnych prdvnych predpisov povinnost
v priecbehu  klinického sktifania apo jeho
dokonéeni zabezpedit' ochranu osobnych udajov
subjektov skiifania zaradenych do klinického
skuania a informécii o ich osobnej situdcii.

VL

Monitorovanie a kontrola vykondvania klinického

h

2)

3)

skifania

Vykondvanie klinického ski¥ania budd v siilade s
pravaymi predpismi a odportianiami uvedenymi
najmi v L TV, ods. T tejto zmluvy kontrolovaf
a monitorovat’ povereni zamestnanci PPD, kiorym
zdravotnicke zariadenie a skufajici umoZni
pristup k vietkym informécidm ziskanym v rdmci
klinického skG8ania akvietkym vysledkom
laboratérnych  skiiSok, vySetreni a d'aldim
zaznamom o subjektoch skiifania zaradenych do
klinického skugania.

Vykonévanie avysledky klinického skuSania
mbézu kontrolovat' aj auditori PPD a zadévatela;
tym nie je dotknuté prave kontroly zo strany
prisludnych  orgénov  Slovenskej  republiky
a zahraniénych inipekénych tradov.
Zdravotnicke zariadenie a skf$ajici sa zavizuju
vy§die uvedenym auditorom poskytnit’ vietky
klinické idaje zapisané vo formuldroch CRF, ako
aj d'aldie relevaniné informdcie, medzi nimi tieZ
informdcie ziskané ako v¢sledky vykenavaného
Kinického skisania.

V pripade, Ze zdravotnicke zariadenie alebo
skii§ajtici dostane oznamenie o tom, Ze pracovisko
klinického skiiania bude podrobené vySetrovaniu
alebo auditu zo strany ktoréhokolvek vladneho
organu alebo regulaéného uradu, 14 zo zmiuvnych
stran, ktora takéto oznamenie dostane, je povinna
bezokladne informovat’ PPD.  V pripade, Ze
ktordkol'vek zo zmluvnych strdn nedostane
o takomto vyfetrovani alebo audite predbeiné
omméamenie, je takdto zmluvna strana povinna PPD
upovedomit’ pri prvej moZnej prileZitosti.

PPD Slovak Republic s.r.o.

Commercial Register: District Court Trnava
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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.

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

1)

2)

3)

Brotislavskd cesta 100/D
Section: Sro, File No 28143/T

Clinical Study

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
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 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 investigation 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 investigation or
audit, the party shall notify PPD at the first
available opportunity.
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4)

D

2)

3)

4)

skiifania musi byt pouleny

KaZdy subjekt
vzmysle &l V., ods. 2 tejto zmluvy ataktieZ
informovany otom, Ze uOdaje oflom ziskané
v priebehu klinického skidSania mdZu byt pouZité

na tudely kontroly apredioZené prishuinym
kontrolnym organom.
Vii.
Dalgie ustanovenia
PPD  poskytne zdravotnickemu zariadeniu
askSajucemu  vietky  materidly  (vritane

skaZaného lie€iva, poskytnutého vybavenia atd’.)
§pecifikované v protokole, ktoré je potrebné na
vykonavanie klinického skiSania, ato tak, aby
bolo moZné dodriat’ dobu klinického skiSania
stanoventt v &L HI tejto zmluvy avyluéne na
naklady zadavatela.

Pracovisko klinického skuSamia a skiajici
pouZiji skusané lieCivo a ostatny material, ktory
im poskytne PPD a ktorého S3pecifikdcie sa
uvadzaju v protokole (€L IV, ods. 1 (a) tejlo
zmluvy), len na vykondvanie klinického ski3ania,
Vietky materidly na (¢ely klinického skiifania
ktoré pracovisko klinického skiifania a skaSapici
vramei klinického sktiSania nepouZiji, vratia
spolognosti PPD.

Skafané lieivo smu podavat’ len povereni
zamestnaci  zdravotnickeho  zariadenia pod
dohladom a kontrolou skuajuceho, ato len za
utelom vykondvanie klinického skdSania. Okrem
pripadov  3pecificky uvedenych v protokole
nesmie byt sk(fané lieCivo premiestiiované k
Ziadnej tretej strane amoZno ho pouZit' len
v stilade s protokolom.

Skiidajuci a zdravotnicke zariadenie sa zavézuju,
Ze vietku dokumentaciu o vykonavani klinického
skidania a dokumenticiu tykajicu sa subjektov
skifania zachovajtt po dobu 15 rokov odo dia
dokontenia klinického skiiania.  Pokial sa
akékol'vek zdrojové tdaje za celom overovania
zdrojovych udajov uchovavajll len v poditatovych
stiboroch, skd3ajlci sa zavizuje vyhotovit
vytladok vietkych ddajov tykajicich sa subjektov
skifania, kioré st pre klinické skiSanie
relevantné. Tieto vytladky budl datovang,
podpisané skiajiicim ariadne archivované ako

PPD Slovak Republic s.r.o.

Commercial Register: District Court Trnava
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2)

3)
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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.

VIiL
Other provisions

PPD shall provide the Medical Facility and the
Investigator with all materials (including Study
Drug, provided equipment, ete.) specified by the
Protocol, which are necessary to conduct the
Chinical Study, 50 that the term of the Clinical
Study provided in art. IH. 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
Protocol (art. TV par, 1 (2) of this Agreement),
only for conducting the Chnical 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 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.
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5)

6)

7

8)

zdrojové dokumenty.

Zadavate? bude opravneny ponechat’ si origindly
vietkych formuldrov CRF alebo elektronickych
sprav e-CRF, ktoré sa stant majetkom zadédvatela.
Origindly  vetkych  ostatnych  zdznamov
amateridlov  bude archivovat’ zdravotnicke
zariadenie 4 tieto budd uchovévané v stilade so
vetkymi prisluinymi zékonmi a predpismi.
Zadavatel' dostane na poZiadanie kopie tychfo
materidlov.

Zdravotnicke zariadenie a skiSajici sa zavdzuju,
Ze pokial’ bude na vykonavanie analyz pre iely
klinického skuSania pouZité akékolvek externé
laboratorium, postarajll sa o to, Ze toto
laboratérium bude na vykon takejto price
kvalifikované v zmysle zasad spravnej
laboratérnej a klinicke] praxe.  Kwvalifikdcia
externého laboratéria musi byt preukézana
pristudnym  certifikdtom  vydanym  tomuto
laboratériu na vykondvanie takychto analyz.
Okrem toho, zdravotnicke zariadenie a skuSajici
sa zavizuji zabezpelit, Ze tofo externd
laboratérium bude viazané takou istou zmluvou
o mléanlivosti, akd sa vzt'ahuje aj na zmluvné
strany.

Skadajici a zdravotnicke zariadenie sa zavizujq,
Ze nazov alebo produkity PPDD alebo zadavatela
suvisiace s klinickym skdSanim nepouZiji na
tcely  propagicie  alebo  reklamy  bez
prechadzajiceho sthlasu PPD alebo zadavatela,

PPD sa zavizuje, e nezverejni meno skidajiiceho
spojeného stymto klinickym skdSanim inak nez
spbsobom uvedenym v &lanku X, ods. 4 tejto
zmluvy.

9y SkiSajici a Clen(oviay skdlapiceho timu st na

poZiadanie PPD/zaddvatel'a povinni z(Casthiovat
sa  vietkych  Skoleni  skifajuiceho  timu
zabezpedovanych na pracovisku  klinického
skiifania imimo neho. Vietky néklady na
Skolenia tykajice sa klinického skd3ania hradi
PPD/zadévatel.

VIL

Neziaduce priliody v priebehu kiinického skisania

D

Skagajici bezodkladne telefonicky, faxom alebo
elektronickou poStou upovedomi PP o vietkych

PPD Slovak Republic s.r.o.

Commercial Register: District Court Trnava
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The Sponsor will be entitled to keep originals of
all CR¥s 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.

The Investigator and the Medical Facility agree
not to use the name or products of PFD or
Sponsor connected with the Clinical Study for
purposes of prometion or adveriising 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.

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

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

VIL

Adverse events in the course of the Clinical Study

1)

Bratislavskd cesta 100/0
Section: Sro, file No 26142/T

The Investigator shali, without delay, inform PPD
by telephone, fax or electronic mail of any serious
Page 10 of 356
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2)

3]

2)

3)

zdvaZnych neZiaddcich udalostiach a vietkyeh
neodakdvanych zévainych neZiadicich u€inkoch,
ku ktorym doZlo podas klinického skuZania.
Podla § 44 Zakona ¢&. 362/2011 Z.z. je skuZajici
tieZ povinny informovat’ zdravotné poistovne.

NeZiadace udalosti, zdvaZné neZiadice udalosti,
neZiadiuce Ginky, zavainé neZiaduce U&inky ako
aj neoCakdvané z4dvaliné neZiadiice (linky si
definované v § 40 a § 41 Zikona &. 362/201] Z.z
v zneni neskor3ich predpisov a skaZajici ich
podfa vysiie uvedeného zdkona a podla Smernic
ICH GCP ma4 evidovat’ a hldsit.

IX.
Poistenie a odSkodnenie

Zadavatel, v stlade s § 43 Zikona & 362/2011
Z.z. v zneni neskorsich predpisov, zabezpeéil na
cell dobu trvania klinického skiifania povinné
poistenie  zodpovednosti pre  skffajuceho
a zadavatela; toto poistenie pokryva tieZ
odikodnenie v pripade umrtia alebo v pripade
ujmy na zdravi subjekiov ski3ania v désledku
vykondvania klinického skiSania. Képia
potvrdenia o poisteni {osvedCenia o poisteni)
subjektov ska¥ania tvori prilohu €. 4 tejto zmluvy.

Poistenie uvedené v ods. 1) sa nevztahuje na
pripady, ked’ subjekt skii%ania bol do klinického
skiiania zaradeny bez toho, aby sa zaobstaral jeho
informovany sthlas alebo ak kujme subjektu
skifania doslo v dbsledku nedbalosti skisajiceho
alebo iného pracovnika pracoviska klinického
skiifania alebo v ddsledku poruSenia protokolu
alebo nedodrzania pokynov, ktoré pracovisko
klinického sktSania dostalo od PPD alebo od
zadavatela.

Zdravotnicke zariadenie vyhlasuje, % ma
v zmysle § 79, ods, Tu Zdkona & 578/2004 Z.z. o
poskytovateloch zdravotnej starostlivosti uzavreté
poistenie zodpovednosti, ktord by mu pri

poskytovani zdravotnej starostlivosti mohla
vzniknif'. Toto poistenie je v siilade
s prisluSnymi  zakonmi anezahriiuje povinné

poistenie zodpovednosti vo vzt'ahu k vykonavaniu
klinického sktSania. Podl'a § 79, ods. 1 Zakona ¢.
578/2004 Z.z. musi byt toto poistenie plainé po
celt dobu, po ktortt zdravotnicke zariadenie
poskytuje zdravotni starostlivost’,

PPD Siovak Republic s.r.o.
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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 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 conducting the
Clinical Study is also covered. A copy of
confirmation about the insurance (insurance
certificate) of the Study Subjects forms Appendix
no. 4 to this Agreement.

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 hability insurance with respect to
conducting a Clinical Study. According to § 79
par. I 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.
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4) Skisajaci a zdravotnicke zariadenie sa zavizuja, 7e

5)

Ly

2)

3)

4)

budtd PPD a zadavatela pisomne informovat
o kazdom pripade reklamacie vad skdSaného
liefiva alebo inych produktov pouZitych v rdmci
klinického skiSania a poskytnutych zadavatelom
alebo spolotnost’ou PPD.

Zmluvné strany sa zavizuj, Ze budd pri rieSeni
situdcii opfsanych vtomto Clanku IX. tejto
zmluvy plne spolupracovat’,

X.
Ochrana dévernych informicii

Vyraz ,déverné informsacie pre ulely ftejto
zmhuvy  znamend  akékolvek  informdcie
poskytnuté spoloénostou PPD a zaddvatelom
atykajuce sa Idinického ski3ania alebo jeho
dokumenticie; tym sa myslia naimi informdcie
o §truktare, zloZeni, ingredienciach, vzorkach,
know-how, technickych postupoch a procesoch,
ako aj d'aliie informacie, a to dokonca aj v tych
pripadoch, ked tieto PPD alebo zadavatel
vyslovne neoznadil ako doverné.  Dbverny
charakter chranenych informaécii, prdva na ich
publikovanie, prava duSevného vlastnictva a prdva
na odgkodnenie za pripadné Zkody trvajit aj po
dokonéeni klinického skiSania.

Dévernymi informéaciami nie st informdcie, ktoré
sa v ase ich odovzdania povaZujd za dlhodobo
zndme medzi odbornou verejnost'ou alebo ktoré
uz bol publikované.

Zdravotnicke zarfadenie a  ski3gjici nesmi
doverné informdcie spristapnit’ tretim strandm ani
ich pouZit’ na G¢el iny neZ uréujd pokyny PPD.
Déverné informécie sd vyludnym vlastnictvom
PPD a zadivatela a zdravotnicke zariadenie a
skfi$ajici st povinni ich uchovéavat’ v tajnosti na
mieste uréenom pre takéto informacie; vynimkou
st pripady, ked zdravotnicke zariadenie alebo
skisajtici preukdZu, Ze dané informacie st verejne
dostupné.

Pokial je potrebné doverné informdcie spristupnit’
z ddvodov stanovenych zdkonom (vrétane, okrem
iného, prikazu alebo poZiadavky stdu prisludnej
jurisdikcie, spravneho organu alebo iného organu
Statnej spravy alebo zdravotnej poistovne),
zdravotnicke zariadenie alebo skdSajlci su

PPD Slovak Republic s.r.o.

Commercial Register: District Court Trnava

Déverné / Confidential

4) The Investigator and the Medical Facility agree to

)

1)

2)

3)

4)

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

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

The Parties agree to cooperate fully in resolving
the situations described in this Article 1X. 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 PPID or the Sponsor,
Confidentiality of proprietary  information,
publication, publicity rights, intellectual property
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
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5)

6)

7

b

povinni otom bezodkladne informovat’ PPD.
Zmluvné strany sa zavizujl, Ze v pripadoch
urlenych  zdkomom  ddverné  informécie
oprdvnenym subjektom alebo etickej komisii
a osobam  splnomocnenym spolofnostou PPD
zvergjnia len v nevyhnutnom rozsahu.

PPD, zdravotnicke zariadenie a skudajlici sa
zavizuj, Ze vietky osoby zOfastfiujfice sa
klinického skisania a osoby, ktorym sa déverné
informécie  spristupnia, budd  informovat’
o povinnosti zachovdval' mifanlivost’ v zmysle
teito zmluvy; takéto osoby s potom viazané
takou istou mléaniivostou.

Zdravotnicke zariadenie a skiSajici sa zavizuj,
7e po dokonéeni klinického skiSania spoloénosti
FPD odovzdaji vietky materidly, dokumenty
a informacie, ktoré od PPD dostali; vinimkou si
pripady stanovené zékonom.

Zmluvné strany sa zavizujl, Ze zachovaji
déverny charakter vietkych informécii tykajicich
sa finanénych doh6d medzi zmluvnymi stranami
v tajnosti a Ze ich budd uchovivat oddelene od
ostatnych dokumentov.

XL

Vlastnietvo, ochrana a publikovanie vysledkov

klinického skifania

Vietky udaje, ktoré vznikni ake dosledok tohto
klinického skiifania s vyluénym vlastnictvom
zadavatela.

Ak by ako vysledok tohto klinického skiZania
venikli akékol'vek vynalezy / zlepSenia, zadévatel
je opravneny, bez toho, aby poskytol skiSajicemu
dal$iu platbu, podat’ vo svojom mene patentoveé
prihlasky a predmetné vynalezy a zlepSenia sa stant
azostant vyluénym vlastnictvom zadévatela
Skdgajiici suhlasi, Ze poskytne zadavatefovi pomoc,
oktordt poZiada a ktord je potrebnd na ziskanie
akychkolvek patentov, vratane vypracovania
pravnych dokumentov. Rozumie sa, Ze vietky
publikicie sa aZ do podania patentovej prihladky
pozastavia.

2) Tieto povinnosti pretrvavajll aj po vypovedani tejto

zmluvy asi zavizné pre menovanych zistupcov
skigajiceho, jeho pravnych ndstupcov, sprivcov,
a d'alich pravnych zastupcov. Skisajici zabezpedi,

PPD Slovak Republic s.r.o.

Commercial Register: District Court Trnava
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6)
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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 Commitiee 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.

The Parties agree to keep all documents and
information concerning the financial arrangements
between the Parties confidential and separate from
other documents.

XL

Ownership, protection, and publication of Clinical

1)

Study results

Any data and results arising from this Study shafl
be the exclusive property of Sponsor.

Should any inventions/improvements result from
this Study Sponsor shall be entitled, without further
payment to Investigator, to file in its own name
patent applications, and the said inventions and
improvements will become and remain the
exclusive property of Sponsor. Investigator agrees
to provide Sponsor with all requested assistance
necessary for obtaining any patents, including
execution of legal documents. It is understood that
any publication is withheld umtil a patent
application is filed.

2} These obligations shall continue beyond the

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

termination of this Agreement and shall be binding
upon the Investigator’s assigns, successors,
administrators and other legal representatives.
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3)

existovali
ucelom je

skiidajticeho  timu
adekvitne wustanovenia, ktorych
zabezpedit’ dodrZiavanie tohto ¢lanku.

aby pre Elenov

Vsiilade sbefnymi vydavatelskymi a etickymi
postupmi  zaddvatel podporuie publikovanie
{vritane, okrem iného, rukopisov, abstraktov,
plagatov atd.) vysledkov klinického skiSania v
uzndvanych vedeckych a medicinskych odbornych
periodikdch ana vedeckych konferencidch.
Zadivatel' bude koordinoval’ prezentovanie
apublikovanie tychto wvysledkov klinického
ski¥ania v spoluprdci s Riadiacim  alebo
Publikatnym vyborom klinického skdSania, ak
taky existuje.

Vietky publikacie (vritane, okrem iného,
rukopisov, abstraktov, plagdtov, atd) musia
spifiat’ nasledujiice podmienky:

a) klinické skdSanie sa uskutodnilo v sitlade

s protokolom; a
b) predkladand publikdcia uvadza akékol'vek

zavery, ktoré  sivisia s platnymi
Statistickymi postupmi a interpretaciami
a; a )

c) autorstvo a pod’akovanie spifiaji
podmienky stanovené Medzindrodnym
Vyborom redaktorov lekarskych ¢asopisov
{ICMIJE). Podfa tychtc smemic sa
autorsky prinos zakladd len (i) na

zasadnom  prispevku  ku konceptu
anavrhu, alebo ziskani udajov, alebo
analyze a interpreticii udajov; a (if)
ndvrhu  alebo  postdeni rukopisu
z hfadiska jeho zdsadného dusevného
obsahu; a (iii) schvéleni findlnej verzie,
ktord sa ma publikovat. Musia byt
splnené vietky tri wvySSie uvedené
kritérid. V sulade stymito a s hlavnymi
smernicami fasopisu, tie osoby, ktoré
spitiaji  vietky podmienky autorstva,
maji1 byt’ uvedené ako autori a tie osoby,
ktoré ich nespifiajti, maji byt uvedené
niekde inde, ak je to vhodné. Je znéme,
Ze zaradenie pacientov do klinického
skiSania a/alebo samotné zhromaZdenie
Gdajov nie st adekvétnym dévedom na
autorstvo.

4) Multicentrické ski$ania sa méZu publikovat’ len

v celistvej forme a nie ako udaje  jednotlivych
centier skifania. Bez ohfadu na vysdie uvedené,
v pripade, Ze (i) bolo multicentrické skiSanie

PPD Slovak Republic s.r.o.
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investigator will ensure that adequate provisions are
in place with the Study Team Members in order to
guarantee compliance with this Clause.

In accordance with standard editorial and ethical
practice, Sponsor supports publication (including,
but not limited to, manuscripts, abstracts, posters
ete.) of Study results in reputable scientific and
medical journals and at scientific conferences.
Sponsor shall co-ordinate the presentation and
publication of the Study results, in collaboration
with the Steering or Publication Committee of the
Study, if any.

Any and all publications (including, but not
limited to, manuscripts, abstracts, posters etc.)
must fulfil the following prerequisites:

a) the Study was conducted in compliance with
the Protocol; and
b) the proposed publication states any
conclusions relative to valid statistical
techniques and interpretations; and

¢) authorship and acknowledgements follow the
criferia  established by the Intemnational
Committee of Medical Journal Editors
(ICMIJE). According to these guidelines,
awthorship credit is based only on (i)
substantial contribution to concept and
design, or acquisition of data, or analysis and
interpretation of data; and (i) drafting or
revising the manuscript for essential
intellectual content; and (iii) approval of the
final version to be published. All three
aforementioned criteria must be fulfilled.
Consistent with these and major journal
guidelines, those individuals who meet all
authorship criteria should be named as
authors and those who do not should be
acknowledged elsewhere, if appropriate. It is
understood that enrolment of patients into the
Study and/or data collection, alone, is not
adequate to qualify for authorship.

4) Multicenter studies may only be published in

their entirety and not as individual center data.
Notwithstanding the foregoing, in the event that
(i) the multi-center study has been terminated
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ukondené pred jeho dokonfenim a nemé sa urobit’
#iadna spoloéna publikacia, alebo (ii) sa vysledky
skiSania nepublikovali do 12 mesiacov od
podpisania zavereénej spravy skifania
zaddvatefom a Riadiaci alebo Publikaény vybor
neprejedndva Ziaden ndvrh na publikdciu, mbZe
skit¥ajaei  publikovat’ svoje vlastné vysledky
skiifania aa/alebo dGdaje podskiZani, ako s8
uvedené v protokole, za predpokladu, Ze:
a) skiSajici jasne uvedie, Ze klinické
skiifanie, ktoré sa uskutoénilo
v zdravotnickom zariadend, bolo
sifastou  multicentrického  skiifania
amus{ uviest odkaz na publikdciu
multicentrického skiania, ak existuje; a
b) ski¥ajici jasne uvedie, Ze Udaje uvedené
v publikdcii, predstavujd  podsibor
celkovych  Gdajov  zhromaZdenych
v multicentrickom skiU%ani a musi uviest’
perceniudlny podiel celkovych udajov
a pristuiné znfZenie Statistickei sily; a
c) sko3ajuci jasne uvedie, Ze interpretdcia
idajov v publikécii predstavuje nézor
skiSajticeho a nie ostatnych skisajlceich,
ktori sa na multicentrickom skG3ani
zacastnili; a
d) skoajici jasne uvedenie, Ze interpreticia
udajov  azdvery skdSajiceho v jeho
publikicii sa vzfahuji len na WUdaje
zhromaZdené v zdravotnickom zariadent;
a
€) su splnené podmienky uvedené v odseku
9.3.

5) Riadiaci alebo Publikatny vybor, ak taky existuje,
ako aj skuSajici siihlasia, Ze predloZia vietky
zamyslané publikicie (vratane, okrem iného,
rukopisov, abstraktov, plagdtov, atd.), & uoZ
samostatné alebo multicentrické, zadavatePovi
najmenej Sest'desiat (60) dni pred ich poskytnutim
vydavatePovi alebo predtym, ako budd poskytnuté
akejkoPvek tretej strane. Polas tejto 3estdesiat
(60) diovej lehoty moze zadavatel pisomne
pozadovat’, aby Riadiaci alebo Publikacny vybor,
ak taky existuje, alebo skG3ajici odlozili toto
publikovanie za Tudelom ochrdnit moZnd
patentovatelnost’  akychkofvek vyndlezov /
zlepSeni, ako tu st uyvedené. Okrem toho musi
zaddvatel informovaf Riadiaci alebo Publikaény
vybor, ak taky existuje, alebo skuSajiiceho
o vietkych komentaroch k predkladanej
publikédcii, ako aj o komentaroch k interpretécii
udajov a/alebo  k zdverom aRiadiaci alebo

PPD Slovak Republic s.r.o,
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prior to completion and no joint publication is to
be made, or (ii) no publication of the study results
has been made within 12 month of signature of
the final Study report by Sponsor and no
proposed publication is under discussion by the
Steering or Publication Committee, Investigator
may publish his/her own study results and/or data
on sub-studies defined in the Protocol, provided
that:

a) Investigator clearly states that the study conducted
at Institution was part of a multi-center study and
shall reference the multi-center publication, if any;
and

b} Investigator clearly states that the data presented
in the publication represents a subset of the total
data collected in the multi-center study, and shall
state the percentage of the total data and the
related reduction of statistical power; and

¢) Investigator clearly states that the interpretation
of the data in the publication represents the view
of Investigator and not of any other investigator
participating in the multi-center study; and

&) Investigator clearly states that the data
interpretation and conclusions of Investigator in
the publication from the Investigator applies only
to the data collected at the Institution; and

e) the prerequisites of Sub-Clause 9.3 are given.

5} The Steering or Publication Committee, if any,
as well as Investigator agree to submit any
intended publication (including, but not limited
to, manuscripts, abstracts, posters etc.), whether
individual or multi-center, to Sponsor at least
sixty (60) days prior to submission to a publisher
or disclosure to any third party. Within this sixty
(60) day period, Sponsor may request in writing
that the Steering or Publication Committee, if
any, or Investigator delay such publication in
order to protect the potential patentability of any
invention/improvements  described  therein.
Moreover, Sponsor shall notify the Steering or
Publication Committee, if any, or Investigator of
any comments to the proposed publication as well
as comments on data interpretation andfor
conclusions and the Steering or Publication
Committee, if any, or Investigator shall consider
in good faith any changes reasonably requested
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6)

7y Bez predchadzajiceho

b

2)

Publikaény vybor, ak taky existuje, alebo
skaSajici musia v dobrej viere zvaZit vietky
zmeny, o ktoré zadavatel opodstatnene poZiada.
Je  odsfihlasené, Ze bez predchadzajliceho
pisomného sthlasu zadavatela sa nebudd
publikovat’ Ziadne ddverné informécie — olrem
udajov a vysledkov, ktoré sa méZu publikovaf,
ako je to uvedené vtomto Clanky ~ a/alebo
informécie o vlastnickych prévach zadavatefa,
pritom tento sthlas sa nesmie neopodstatnene
zadrZiavat alebo pozdrZat.

Bez ohfadu na wvyi§ie uvedend skutoénosti,
zaddvatel smie slobodne citovat’ z¢lankov, za
predpokladu, Ze uvedie vedecky zdroj Gdajov (napr.
vedeckt konferenciu alebo vedecky Easopis).

Pri podpore Zadosti o novy liek, kiort podal
zaddvatel alebo bola podand vjeho mene
akejkolvek  regulalnej agentire  skiSajlci
zaruduje zadavatelovi a zaddvatel si ponechéva
vyhradné préave na uvadzanie odkazov na
akékolvek publikdcie apa pouZitie akychkol'vek
publikacii.

pisomného  sthlasu
skigajiceho, pridom tento sthlas sa nesmie
neopodstatnene zadrZiavat, nesmie zadavatel’ pri
Ziadnych komerénych aktivitich (napr. rekiamy
atd’.} uviest” odkaz, & uZ priamo alebo nepriamo,
na meno skiifajiceho alebo na Clena ski3ajiceho
timu, ani ich pouZit' ako osoby, ktoré odporiiéaji
kvalitu, afinnost’ a/alebo bezpetnost findlneho
produktu a/alebo lieku,

SktiSajici zabezpedi, aby pre ¢lenov skusajiceho
timu existovali adekvitne ustanovenia, ktorych
ielom je zabezpelit' dodrZiavanie tohto ¢lanku,

XI1I.
Cisté trestné registre

SkiiZajiei vyhlasuje a garantuje, Ze ani jemu ani,
podla jeho najlepSicho vedomia, Ziadnemu
z Clenov skii$ajticeho timu nebola nikdy zdkazana
¢innost” a ani nebol odstideny za trestny €in, za
ktory by lekérovi mohla byt zakdzana Cinnost
v oblasti mediciny.

Skasajici vyhlasuje, Ze ani on ani Ziaden z Clenov
skuSajiceho  timu  nebol  nikdy  obvineny,
vyfetrovany alebo umany vinnym v spojitosti s

PPD Slovak Republic s.r.o.
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by Sponsor. It is understood that no confidential
information - other than data and results, which
may be published as set forth in this Clause -
and/or information on Sponsor’s proprietary
rights shall be published without Sponsor’s prior
writtenn consent, such consent not to be
unreasonably withheld or delayed.

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

6} Investigator grants to Sponsor, and Sponsor

7

b

2)

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

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

Without Investigator’s prior writien consent,
such consent not to be unreasonably withheld,
Sponsor may not make reference, either directly
or indirectly, in any commercial activities (e.g.
advertisements etc.), to Investigator’s, or any of
the Study Team Members’ names or use the same
as recommenders of the quality, efficacy, and/or
safety of the finished product and/or drug.

Investigator will ensure that adequate provisions
are in place with the Study Team Members in order
10 guarantee compliance with this Clause.

XIL
Clean criminal records

The Investigator represents and warrants that
neither he nor, to the best of his knowledge, any
other the Study Team Member 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
Study Team Member has ever, in connection with
the conduct of a Clinical Study, been accused,
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b

2)

3)

1)

2)

3)

4)

vykonavanim klinického skdfania.

X1
Riesenie sporov a zmierovacie konanie

Zmiuvné strany sa dohodli, Ze prévne vztahy
vyplyvajice z tejto zmluvy sa riadia platnym
pravnym poriadkom Slovenskej republiky.

Zmluvné strany sa zavizuji navzdjom si pri
vykondvani klinického skd3ania pomdhat’ a vietky
spory alebo nézorové nezhody tykajice sa
pracovnych postupov a metod rielit’ vzdjomnym
rokovanim.

Zmluvné strany berli na vedomie a zavazujl sa, Ze
akékol'vek spory, ktoré sa nevyrieSia spolupracou
v zmysle ods. 2, spadajii pod stdnu préavomoc
sidov Slovenskej republiky, pokial' sa strany
nedohodn na arbitraZnom konani v arbitrdZneho
sudcu alebo pred arbitraZnym sidom.

XIv
Finanéné ustanovenia

Zdravotnicke zariadenie asku3ajlci bert na
vedomie a sthlasia s tym, Ze platby v ramei tohto
klinického skifania prijima PPD od zadavatela.
Preto PPD nebude povinné zdravoinickemu
zariadeniu a/alebo ski¥ajicemu platit’ skér, ako
dostane platby od zadavatela. PPD urobi vietko
pre to, aby zaistilo, Ze tieto platby od zadavateFa
bude dostavat’ nadas.

Za platby tretim strandm aza Uhrady svojich
vlastnych ndkladov spojenych s klinickym
skfifanim nesie plnu zodpovednost zdravotnicke
zariadenie.

Zdravotnicke zariadenie a ski3ajici ber na
vedomie skutofnost, Ze spoloénost PPD je
v zmysle Zakona o daniach a poplatkoch' povinné
hlasit’ prislu$nému finan&ému tradu vietky platby,
ktoré buda vyplatené na zédklade tejto zmluvy.

Platba sa uskutoéni podFa prilohy €. 1 k tejto
zmhuve.

PPD Siovak Repubiic s.r.o.
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investigated or convicted.

XML
Dispute resolution and conciliation proceedings
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,
unless they agree on an arbitration proceeding
before an arbitration judge or arbitration court.

XIv.
Financial provisions

The Medical Facility and Investigator takes into
accourt and agrees that PPD receives the
payments in this Clinical Study from a Sponsor.
Thus, PPD will not be obliged to pay to the
Medical Facility / Investigator prior receipt of the
payments from the 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.
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5) Zdravotnicke zariadenie sthlasi, Ze skd8ajici bude

D

2

3

odmeniovany v silade s prilohou ¢ 1 k tejto
zmhuve  avstlade sinternymi  predpismi
zdravotnickeho zariadenia. PPD garantuje, Ze ani
PPD ani zaddvatel neuzatvoria v spojitosti s
vykondvanim tohto klinického skiSania Ziadnu
vedlaj¥iu  zmluvue so  skofajicim  alebo
s ktorymkol'vek so zamestnancov zdravotnickeho
zariadenia.

XV.
Doba trvania zmhavy

Této zmluva sa uzatvara na dobu trvania
klinického skiania. Této zmluva vstipt do
platnosti dfiom podpisu posiednej zo zmluvnych
stran.

V nasledujiicich situdcidch mdZe ktorékol'vek zo
zmluvaych strdn tito zmluvu zrudit’ pisomnou
vypovedou s 30-diovou vypovednou lehotou,
ktord zatina plymit v defl nasledujici po dni
doruéenia vypovede zmluvnym stranam:

a} ak ktordkofvek zo zmluvnych stran nesplni
ktorékol'vek z ustanoveni tejto zmluvy;

b) ak sa vyhlasi, Ze ktordkol'vek zo stran tejto
zmluvy sa nachédza v konkurze;

¢} ak ktordkoPvek zmluvnd strana strati svoje
opravnenie na vvkon &innosti v danej oblasti;

d) ak sa riziko pre subjekty skiSania netimerne
zvy3i;

e) ak dbjde k zrufeniu potrebného oprivnenia,
ozndmenia, povolenia alebo odvolaniu
stihlasu  potrebného na  vykonavanie
klinického skda%ania, ak sa skonél jeho
platnost a tato nie je primerane prediZens, ak
dbjde k pozastaveniu alebo zakazu klinického
skiifania alebo ak sa toto nezatne v zékonnej
lehote odo diia, v ktorom vzniklo oprdvnenie;

f) v pripade nedostatoéného tempa zarad'ovania
vhodnyeh subjektov skdfania do klinického
skiSania, ioré ohrozi dohodnuty
harmonogram,;

Okrem toho, PPD méZe kiinické skuSanie zastavit’

alebo prerufit’ azéroveft tito zmluvn zrudif

PPD Slovak Republic s.ro.
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5) The Medical Facility agrees that Investigator shall

be reimbursed according to the Appendix no. 1
hereto, according to the internal regulations of the
Medical Facility. PPD warrants that neither PPD
nor the Sponsor will enter into any ancillary
Agreement with the Investigator or any employee
of the Medical Facility in connection with the
conduct of this Clinical Study.

XV.
Term of the Agreement.

1) This Agreement is concluded for the duration of the

2)

3

Bratistavskd cesta 100/0
Section: Sro, File No 26142/T

Clinical Study. This Agreement is effective from
the day of the signature of last Party.

In the following situations any of the Parties may
terminate this Agreement by giving 30 days
written notice, which beging 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 bankruptey proceedings;

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

d) if the risk for Study Subjects increases
disproportionately;

e) 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
Page 18 of 35
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4)

3)

6)

7

pisomnou vypovedou s 30-dfiovou vypovednou
lehotou, ktord zadina plyniit’ v deft nasledujici po

dni  dorufenia vypovede ski3ajlicermnu a
zdravotnickemu  zariadeniu,  z nasledujucich
dévodov:

a) ak sa skon&l zmluvny vzfah medzi PPD
Development LLC alebo PPD Global Limited
alebo ktoroukolvek inou spoloénostou
skupiny PPD Group ~ podla toho, ktord
ztychto spolofnosti zmluvu so zaddvatelom
uzatvorila, a zadavatel'om;

b) ak bol uZ celkovy potet osbb zaradenych do

klinického skuSania dosiahnuty, aviak podet

osob zZaregistrovanych pracoviskom
klinického skuSania efte splneny nebol; alebo
¢} ak bola skiSajicemu zakérand Cinnost’ alebo
bol  diskvalifikovany  podla  Zakona

o presadzovani generickych lie€iv zroku

1992 a skufajici je zapisany na ,Ciemu

Tistinu® veden( FDA.

Zmluvné strany méFu  thto  zmluvy  zrudit
pisommou vypoved'ou kedykol'vek.

Ihned’ po prijati vipovede zdravotnicke zariadenie
a skG3ajici zastavia prijimanie subjektov skii€ania
do Kklinického skoSania; v miere prijatelnej
z lekdrskeho hladiska ukonéia vykonévanie
procedtr u subjektov sko3ania, ktoré uZ boli do
Stadie zaradené, a v maximalne] moZnej miere sa
zdrZia vytvédrania d'al§ich ndkladov a vydavkov.

Bez ohladu na &okol'vek tu uvedené v opafnom
zmysle, pokial by polas doby trvania tejto
zmluvy PPD alebo zaddvatel' ziskali informéciu,
ktord by vyvoldvala pochybnosti o bezpefnosti
alebo  G€innosti  skiSaného Hefiva alebo
stvisiaceho produktu, alebo ak skiiané liedivo
schvali FDA, dojednaji zmluvné strany v dobrej
viere zmenu tejto zmluvy tak, Ze (i) sa zniZi polet
subjektov skdania, (ii) sa ukon& klinické
skaanie a/alebo (i) sa upravia ktorékolvek
d'al8ie relevantné ustanovenia tejto zmluvy

Thned po dokondeni klinického skiSania alebo po
jeho  predCasnom  ukonfeni  zdravotnicke
zariadenie a/alebo skifajlici vypracuji a odoild
spoloénosti PPD zdveretnl spravu obsahujucu
vietky relevantné informacie o §tudii, ako si tieto
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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:

ay if the contractual relationship between PPD
Development LLC 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

¢) 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
written nofice at any time.

Immediately upon receipt of a notice 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.

Notwithstanding anything herein to the contrary,
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 (i) 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,
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8)

1

2)

charakterizované v protokole, medzi nimi tieZ
vietky ddaje a vysledky klinického skd3ania.
Okrem toho vriatia PPD a zaddvatelovi vietky
informécie, ktorych si tito viastnikmi a ktoré si
takto definovane v tejto zmluve.

thned’ po ukonceni klinického skiSania alebo po
jeho predéasnom ukondenf bude vietko nepouZité
skigané lietivo, zmesi, zariadenia a materidly
stvisiace s klinickym skd3anim, Kkioré boli
zdravotnickemu zariadeniu a/alebo skdajlicemu
dodané zadivatefom alebo spoloénostou PPD
alebo v ich mene, vratené spoloénosti PPD.

XVL
Zavereéné ustanovenia

Kazda zo zmluvnych strdn berie na vedomie, Ze
kazdé porufenie vyhldseni alebo zaruk
kedykol'vek podas platnosti tejto zmluvy
predstavuje v kazdom pripade poruenie tejto
zmiuvy so vSetkymi dosledkami zakotvenymi v
§vajtiarskom pravnom poriadku pre pripad
nedodriania  zévizkov  vyplyvajicich ztefio
zmiuvy. NedodrZanie vyhlasenia alebo zaruky
znamend, Ze dané vyhlasenie alebo ziruka nie je
pravdivé/4, ipiné/a alebo spravne/a.

Vzt'ahy, ktoré neupravuje tito zmluva, sa riadia
Zakonom &. 513/1991 Z.z. (Obchodny zdkonnik)
v jeho platnom zneni, Zakonom ¢&. 362/2011 Z.z. o
lickoch a zdravotnickych pomdckach a ¢ zmene a
doplneni niektorych zdkonov a Vyhlagkou ¢&.
433/2011 Z.z. o poziadavkdch na klinické
skianie a spravnu klinickd prax v zneni
neskor3ich predpisov.

Podla Zakona €. 546/2010 Z.z. v jeho platnom
zneni nadobuida zmluva uzatvorena so Statnym
zdravotnickym zariadenim platnost’ diiom podpisu
vietkymi zmluvnymi stranami a Uéinnost diiom
nasledujicim po dni  zvergjnenia zmluvy v
Centrélnom registri zmlav. V pripade, Ze sa na
zdravotnicke zariadenie tento zdkon wvzfahuje,
zavizuje sa zdravotnicke zariadenie zverejnit' tato
zmluva v Centrdlnom registri zmliv do 10
pracovnych dni odo diia, vktorom bude
zdravotnickemu  zariadeniv  durudené Uplné
vyhotovenie zmluvy, Zdravotnicke zariadenie si
je vedomé toho, Ze protokol je dudevnym
vlastnictvom zaddvatela a Ze nebude zverejneny
ako priloha k zmluve. Tato zmluva je zévizna
pre zmluvné strany, jej nastupcov a jej pripustnych
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including all data and Clinical Study resuits to
PPD, and shall return all PPD and Sponsor
Information, as defined herein, to its respective
owner.

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.

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 Swiss 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.

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.

Pursuant to Act no 546/2010 Coll as amended, the
Agreement concluded with a state run Medical
Facility 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.
In case this Act applies to the Medical Facility, the
Medical Facility agrees to publish the Agreement
in the Central Registry of Contracts within 10
business days from the date the Medical Facility
has received the fully executed Agreement. 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
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postupnikov,

4) Ziadna zo zmluvnych stran nesmie tito zmluvu
previest’ alebo postipit’ bez vopred udeleného
pisomného sthlasu ostatnych zmluvnych strén
tejto zmiuvy,

5) Ziadne zrieknutic sa prava alebo zhovievavost' zo
strany ktorgjkol'vek zmluvnej strany vo vztahu
k porufeniu ktoréhokol'vek z ustanoveni tejto
zmluvy nemo¥Zno povaZovat' za také, Ze by
zakladalo zrieknutie sa prava vo vztfahu
k akémukofvek d'aldiemu poruseniv niektorého z
ustanoven tejto zmluvy.

6) Zmluvné strany sa zavizujd, Ze budd dodrZiavat’
vietky ustanovenia tejto zmluvy, ktorych Géinnost’
je dihdia ako doba trvania zmluvy, ato a po
zrueni klinického skiSania.

7y Okrem zéruk vyslovne uvedenych v tejto zmluve
nedava PPD ani zaddvatel wvo vztahu ku
klinickému skfifaniu, ski¥anému leéivu alebo
akymkolvek  materidlom  alebo  procesom
upravenym touto zmjuvou nijaké zaruky, €i uZ
vyslovné alebo implicitné; tym sa, okrem iného,
myslia aj akékolvek zaruky predajnosti alebo
vhodnosti na konkrétny Géel. Okrem pripadov,
ktoré sa vyslovne uviadzajl vtejto zmluve,
nezodpoveda spoloénost’ PPD ani zaddvatel za
nijaké nasledné, trestné, nepriame alebo iné
Skody, ktoré by v dosledku klinického skiSania
utrpeli zdravotnicke zariadenie alebo skuSajuci
alebo inf.

8) Tato zmluva sa vyhotovuje v troch rovnopisoch,
po jednom pre zdravotnicke zariadenie,
skiifajticeho a spolodnost PPD,

9) Zmeny a doplnenia tejto zmluvy moZno vykonat'
iba formou pisomnych dodatkov k nej.

10) V pripade akejkofvek nezhody medzi slovenskym
aanglickym znenim zmluvy ma prednost
slovenské znenie.

Toto miesto sa zamerne ponechdva prdzdne, podpisy
zmluvnyeh stran su na nasledujicef strane.

Déverné / Confidential

assignees.

4}y 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.

5) 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.

6) 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.

7y 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
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.

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

9) Changes and supplements fo 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.

This space has been intentionally left blank, the
signatures of the Parties are on the following page.
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Na dékaz svojho sdhlasu stouto zmiuvou ju In witness of their consent to this Agreement, the
zrtluvné strany pedpisujd. Parties have signed below.

PPD Slovak Republic, s.r.o: (based on the Power of Attorney / na zaklade splnomocnenia)

Podpis/By: @(W

Meno / Name: Thonudbr. Mirsioos éfﬁﬁ@t&/
Funkcia / Title: ALl ca s wam?eﬂ/

Pate / Datum:

Medical Faclhty/Zdravotn ke zariadenie: Fakultnd nemocnica Nitra
Podpis /By: /" (‘T;Jé
Meno / Name: /Vﬂ/?f /’M@'% /(f/&c 4
4
Funkeia / Title:__ md’ le/
Date / Datum: 'lf 04. 20f 4

Investigator / SkaSajici: ﬂ
Podpis / By: . L

Meno / Name: MUDr. Viera Kissova, PhD.

Date / Datum: "édp 09' Pﬁ/\/y

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

Priloha ¢.1:  Platobny kalendéar Appendix no. 1. Payment Schedule

Prilcha & 2. Tladivo autorizacie platby Appendix no. 2. Payment Authorization Form
Priloha & 3: Splnomocnenie zadavatela pre Appendix no. 3: POA from Sponsor to PPD
spoloénost’ PPD Appendix no. 4: Insurance Certificate

Prifcha & 4; Osved&enie o poisteni Appendix no. 5: Copy of approval from State Institute
Priloha &. 5: Képia povolenia Statneho dstavu pre for Drug Control and concurring
kontrolu liefiv a sthlasnych stanovisk etickych opinions from the Ethics

komisif Committees

Priloha &. 6: Kopia vypisu z obchodného registra Appendix no. 6: Copy of extract from the
spolo€nosti PPD a spinomocnenia osoby podpisujtice] Commercial Register of PPD and
za PPD POA of PPD signatory

Priloha &. 7:  Kdpia zriadovacej listiny Appendix no. 7 Copy of Incorporation Deed of
zdravotnickeho zariadenia Medical Facility

Priloha & 8§ Protokol klinického skiifania Appendix no. 8:  Protocol of the Clinical Study
{(pripojeny samostatne) (bound separately)
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Priloha & 1. — Platobny kalendar Appendix No. 1 — Payment Schedule
K zmluve medzi: To an Agreement between:
PPD Slovak Republic, s.r.0. PPD Slovak Republic, s.r.o.
a and
Fakultnd nemocnica Nitra Fakultna nemocnica Nitra
a and
MUDr. Viera Kissova, PhD. MUDr. Viera Kissova, PhD.
Actelion Pharmaceuticals Ltd Actelion Pharmaceuticals Ltd
Protokol: AC-0614302 Protocol: AC-0614302

Platby : Platby je potrebné poukazovat’ na Payments: Payment should be made to the
nasledujice Uéty prijemcov platieb (dalej len following accounts of the payee (further, the
»prijemca platieb®): “Payee”):

Prijemca platieb/Payee Name: Fakultnd nemocnica Nitra

DIC/Tax ID No.: 2021205197 (nie je platca DPH / not VAT payee)

Nazov a adresa banky/Bank name and address: Statna pokladnica, Radlinského 32, 811 07
Bratistava, Slovenska republika / Slovak Republic

Cislo titu/Account No.: 7000280649/8180

IBAN: SK49 8180 0000 0070 0028 0649

SWIFT: SUBASKBX

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

Skagajiici / Investigator:
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Spoluski$ajici / SubInvestigator:

Fakturyﬁ ?résmi, zaklite orlgméb; .\.f§e.tk)’/ch

spravaych faktir s rozpisom poloZiek na:

Déverné / Confidential

Invoices: Please send original, correct and

itemized invoices to the following:

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

931 01 Samorin

Slovenska republika / Slovak Republic
DiC/Tax ID no.: SK2021891795

Vietky faktiry za Ohrady stivisiace s klinickym
skisanim, ako si uvedené v tomto platobnom
kalendari, musia byt doru€ené PPD do
deviitdesiatich (90) dni od zéverelnej navitevy
v zdravotnickom zariaden{ na adresu uvedent
vy$¥ie amusia obsahovat’ spridvne rozpisané
poloZky kjednotlivym  cenam, prislulnG
dokumentaciu a faktaru s variabilnym
symbolom pracoviska klinického sku3ania.
Splatnost’ faktiry je $estdesiat (60) dni odo dfia
vystavenia faktury prijemcom platieb. Faktry
prijaté po tomto ditume sa neuhradia.

Zarad’ovanie: Zdravotnicke zariadenie
prehlasuje, Ze toto skGSanie je navrhnuté za
aéelom hodnotit’ stanoveny podet subjektov
ska¥ania. Od zdravotnickeho zariadenia sa
otakdva, Ze vynaloZi maximélne dsilie, aby
uskutolnilo zarad'ovanie tak, ako je uvedené v
tejto zmluve. Po ukonc¢eni zaradenia cielového
pottu subjektov skadania pre celé klinické
skisanie bude zdravotnicke zariadenie o tejto
skutoénosti informované a dostane pokyn, aby v
zarad'ovani subjektov skasania nepokracovalo.

Za Klinické skuSanie sa plati takio:
Nikiady na jeden subjekt skifania

{pacienta): Prijemca platieb bude vyplacany za

PPD Slovak Republic s.r.o.

Commercial Register: District Court Trnova

Bratislavskd cesta 100/0
Section: Sro, File No 26142/T

All invoices for Chinical Study payments, as
outlined in this payment schedule, must be
submitted to PPD within ninety (90) days of the
Study Site’s Clinical Study close-out visit at the
address above and shall include a correct
jtemization for all  fees,  supporting
documentation, and a site invoice reference
number. The invoice due date is sixty (60) days
from the day the invoice is issued by Payee.
Invoices received after this time will not be
reimbursed.

Enroliment: Medical Facility acknowledges
that this is a Clinical Study designed to evaluate
a set number of Study Subjects. Medical
Facility 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, Medical Facility will be
notified and instructed not to continue enrolling
Study Subjects.

The Study shaili be payable as follows:

Cost per Study Subject: The amount to be paid
to the Payee per completed and evaluable
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kazdy dokonfeny a vyhodnotitelny subjekt
skifania, ako sa itento definuje niZsie, podla
prilohy A (Rozpodet), zniZenej o desat’ (10%)
percent. Platby sa budil uskutoéiiovat’ Stvrtrocne
veurdch abudi sa vypldcat' na zdklade
uskutodnenych navitev overenych
v elektronickych formuldroch poddvania sprav o
jednotlivych pripadoch (eCRF) apo prijati
spravnej faktdry s podrobnym rozpisom
poloZiek. Dokondeny a vyhodnotitelny subjekt
skiZania sa defingje takto: (i) vSetky procedlry
sa musia vykonat' podfa protokolu a Smernic
ICH GCP, (ii) ka¥dy subjekt skafania bude

zaradeny jedine podla
zaradovacich/vyradovacich  kritérif a  (iii)
vietky Gdaje su presne a uplne
zdokumentované.  V pripade, Ze  subjekt

ski3ania neabsolvuje vSetky navitevy podfa
Specifik4cii protokolu, PPD je povinné za takyto
subjekt skusania zaplatit' len pomernd Cast’ za
absolvované ndvitevy na ziklade eCRF.

Netspe¥ny skrining: V pripade neuspeiného
skriningu (ako je definovany nizSie). Bude
prijemcovi platieb zaplatendi suma podla
tabulky platieb niZiie. Zadavatel si vyhradzuje
pravo primerane limitovat’ pofet neuspeSnych
skriningov. Prijemca platieb dostane zaplateng
sumu podla tabuliek platieb niZSie. Pre ucely
tejto zmluvy znamena netspeSny skrining kazdy
subjekt skdSania, ktory sa na zaciatku javi tak,
Ze spifia kritéri4 predbe¥ného skriningu, podpile
informovany suhlas, absolvuje predbezni
navitevu skriningu a/alebo névitevu skriningy,
ale nie je do klinického skaSania
randomizovany, Platby za nelspedny skrining
st prijemcovi platieb splatné po prevzati
spravnych faktir srozpisom poloZiek ato
§tyrirofne, v stilade so Stvrtrodnou platbou, ako
je pre prijemcu platieb napldnovana.

Poplatok etickej komisii: poplatok etickej
komisii vhradi PPD nezdvisie od tejto zmluvy.

Refundadné poukaiky pre subjekty: Néklady
subjektu skudania, ktoré mu vznikli v spojitosti
so stravovanim a‘alebo dopravou na névitevy
a z navitev v ramci klinického skd¥ania podfa
poZiadaviek protokolu sa kaZdému subjektu
skiifania refunduji vo forme stravnych
poukaZok na sumu 26,- eur za kaZdi navstevu.
Za vedenie Ctovnej evidencie vSetkych

PPD Slovak Republic s.r.o.
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subject as defined below is in EURO (€) as
outlined on Exhibit A (Budget), less ten percent
(10%) withholding. Payments wiil be made on a
quarterly basis in Euro and will be based on
completed visits wverified in the 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 (i} all data are documented
accurately, completely. In the event that a Study
Subject does not complete ail 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: In case of a Screen Failure (as
defined below), Payee will be reimbursed a sum
according to table below. Sponsor reserves the
right to reasonably limit the number of
screening failures.. Payee will be reimbursed
amount as per tables of payments below. For
purposes of this Agreement, a Screen Failure
shall mean any Study Subject, who initially
appears to meet the criteria for pre-screening,
signs the informed consent form, completes the
pre-screening and/or screening visit but does not
randomize into the Clinical Study. Payment for
Screen Failures will be payable to Payee based
upon the receipt of correct and itemized
invoices on a quartetly basis in conjunction with
the Payee’s scheduled quarterly payment.

The FEthics Commitee Fees: The FEthics
Committee fee will be paid by PPD apart from
this Agreement.

Subject Reimbursement Vouchers: Study
Subject costs imcurred for meals and/or
transportation to and from Clinical Study visits
as required by Protocol shall be reimbursed to
each Study Subject per visit in the form of meal
vouchers in the amount of EURO 20,-. The
Investigator shall be responsible for keeping an
accounting log of all used and unused meal
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pouZitych a nepouZitych stravoych poukéZok
zodpovedd skidajici. Vydavanie poukaZok bude
monitorovatt  PPD  vramci  pravidelnych
monitorovacich navitev.

Lekdrenské poplatky: Zdravotnickemu
zariadeniu sa vyplatf kompenzacia 200,- Ewr za
lekdrenské poplatky. Této kompenzicia sa
vyplaca kaZdych Sest' (6) mesiacov po dobu
trvania klinického skiSania, ato polnlic
doruffenim prvej davky skiSaného liefiva a bez
ohl'adu na pofet zapisanych subjektov skiifania.
Platba sa vyplati po doruceni spravnej faktiry s
podrobnym rozpisom poloZiek.

Lekarensky start-up popiatok:
Zdravotnickemu zariadeniu bude vyplatena
jednorazovd nendvratng &iastka vo  vydke
devitsto (9000 FEur ktord bude splatnd na
zéklade potvrdenia vietkych  prisluSnych
schvéleni, plnom podpisani tejto zmluvy
a dokondent vietkych predbeinych podmienck
klinického skiSania ako je 3pecifikované
zaddvateFom alebo PPD.

Podiatocna platba za klinické skuSanie pre
zdravetnicke zariadenie: Zdravoinickemu
zariadeniu  bude  vyplatend  jednorazova
nerefundovatefna platba vo vyske tristo (300)
Eur za potiatolné aktivity spojené s klinickym
skisanim, ktord je zdravotnickemu zariadeniu
splatna na zaklade potvrdenia o schvéileni
Etickej komisie a SUKL-u, plnom podpisani
tejto zmluvy asplnenia vietkych predbeznych
podmienok klinického skd3ania, ako ich
ipecifikoval zad4vatel alebo PPD.

Pofiatofna platba za klinické skdSanie pre
skhagajiceho: SkiSajicemu bude wvyplatend
jednorazova nerefundovatePna platba vo vyske
tristo (300) Eur za ziskanie certifikitov
potrebnych na vykon klinického ski$ania, ktord
je prijemcovi platieb splatnd na zéklade
potvrdenia o schvéleni Etickej komisie a SUKL-
u, plonom podpisani tejto zmluvy asplnenia
vietkych predbeZnych podmienok klinického
skiSania, ako ich Zpecifikoval zaddvate! alebo
PPD.

Neplinované navitevy: Neplinovana naviteva
mamend takl navitevu subjektu skiZania, ktord
sa v protokole vyslovne neuvddza, ale je pre
klinické skiSanie potrebnd inym spdsobom.

PPD Slovak Republic s.r.0.

Commercial Register: District Court Trnova

Bratislavskd cesta 100/0
Section: Sro, File No 26142/T
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vouchers. The provision of meal vouchers shall
be monitored by PPD during regular monitoring
visits.

Pharmacy Fees: Medical Facility will receive
reimbursement of 200,- Euro for Pharmacy fees,
payable every six (6) months (or pro rated for
shorer period) for the duration of the Clinical
Study, beginning with the first shipment of IP,
regardless of the number of enrolled Study
Subjects. Payment will be made upon receipt of
a correct and itemized invoice.

Pharmacy start-up fee: Medical Facility will
be reimburse one time, non-refundable payment
of nine hundred (900) Euros which will be
payable upon confirmation of all approvals, full
execution of the Agreement, and completion of
any pre-Study requirements as specified by
Sponsor or PPD.

Study Start-up Fee for Medical Facility:
Medical Facility shall be reimbursed a one-time
non-refundable payment of three hundred (300)
Euro for Study start-up activities which will be
payable to the Medical Facility upon
confirmation of EC and SUKL approval, full
execution of the Agreement, and completion of
any pre-Study requirements as specified by
Sponsor or PPD.

Study Start-up Fee for Investigator:
Investigator shall be reimbursed a one-time non-
refundable payment of three hundred (300) Euro
for obtaining certificates necessary for
conduction of Clinical Study, which will be
payable to the Investigator upon confirmation of
EC and SUKL approval, full execution of the
Agreement, and completion of any pre-Study
requirements as specified by Sponsor or PPD.

Unscheduled Visits: An Unscheduled Visit
means a Study Subject visit which is not
expressly set forth in the Protocol, but is
otherwise required for the Clinical Study. Payee
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Prijemea platieb dostane zaplatend sumu podla
tabuliek platieb niZSie. V pripade, Ze procedira
nevyhnutnd z lekdrskeho hladiska nie je
uvedend  vrozpofte, musi zdravotnicke
zariadenie ziskaf pisomné schvilenie tejto
procedary eite prediym, ako sa procedira
uskutodni. Vydka odmeny za proceddru, ktord
nie je uvedend v rozpofte, bude schvilend
si¢asne s poskytnutim pisomného schvélenia.

DPH a d'alfic dane: V pripadoch, kde sa
vyZaduje faktara s DPH, sa platby uskutodnia aZ
viedy, ked' PPD dostane plaini faktiru s DPH.
V situdciach, na ktoré sa nevztahuje DPH, sa
viak taktieZ pred uskwtodnenim kaZdej platby
podla tejto zmluvy vyZaduje faktira,

Ziavereina platba: Zivereéna platba, vritane
zniZenych desiatich {10%) percent, bude
splatna ihned po zdverefnej naviteve aihned
po dorudeni nasledujiceho: (1)  vietkej
dokumentacie o kiinickom skd¥ani, (i)
prehfadu za vietko nepouZité skidané lielivo,
(iii)  vietkych  vyplnenych  a sprdvnych
elektronickych formuldrov podavania sprav o
jednotlivych pripadoch (eCRF)/otazok a (iv)
vietkych doplnenych a opravenych poZiadavok
zo strany PPD alebo zadavatela tykajtcich sa
tdajov a evidencie klinického skiSania.

Bez predchddzajiiceho  pisomného  suhlasu
zaddvatela alebo spoloénosti PPD sa nebudii
brar’ do dvahy nijaké iné dodatoéné Fadosti
o financovanie.

PP{ Stovak Republic s.ro.

Commercial Register: District Court Trnava
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will be reimbursed amount as per tables of
payments below. In the event a medically
necessary procedure is not included in the
Budget, Medical Facility must receive prior
written approval before procedure is performed.
Amount of compensation for a procedure not
included in Budget will be approved at the time
written approval is provided.

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.

Final Payment: The final payment to include
the ten percent (10%) withholding will be
payable upon completion of the close-out visit
and upon receipt of the following: (i) all
Clinical Study documentation, (i} 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.

No other additional funding requests will be
considered without the prior writfen consent of
Sponsor or PPD.
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1. Tabul’ky platieb pre zdravotnicke zariadenie za hlavon Stiddiu /
1. Table of Payments for Medical Facility for Main Study

Popis navitev / Visit Description

Suma za jeden
subjekt
skniSania za
navitevg v

Suma za jeden
subjekt
skiiSania za
jednu naviteva
splatna podas
trvania
klinického

Suma za jeden
subjekt
skdfania za
jednu naviteva
splatni na
kenci
klinického

Eurich/ skafania / skiifania /
Amount per Amount per Amount per
Study Subject | Study Subject | Study Subject
per visit in per visit per visit
Euro payable during | payable at the
Clinical Study end of the
Clinical Study
Visit 1 (day -1 to day 0}/ 281 253 28

Naviteva 1 (defl -1 az deit 0)
Randomisation day 1/

Zaradenie pacienta deil | 45 4 4
Visit 2 (day 5 or day 6) on site or by

phone / Naviteva 2 (defi 5 alebo dent
6) v centre alebo cez telefon

Visit 3 {(day 8 to day 10}/

Navéteva 3 (dent 8 aZ deit 10)

Visit 4 (EOT + 2 to 4 days) on site
or by phone / Navsteva 4 (koneénd
néviteva + 2 aZ 4 dni) na centre
alebo cez telefdn

Visit 4a, 4b if applicable (in case of

new episode of diarrhea) /

Naviteva 4a, 4b pokial je 125
poZadovand (v pripade
znovirobjavenie hnatky)

Visit 5 (EOT + 28 to 35 days or
study withdrawal} not applicable
with re-treatment / Néaviteva 3
(kone¢nd naviteva + 28 az 35 dni
alebo ukondenie tadie)
nepouZitelné pri sub $tudii

TOTAL AMOUNT PER ONE
STUDY SUBJECT WHO HAS
COMPLETED THE CLINICAL
STUDY PER PROTOCOL./

191 172 19

301 27 30

185 167 18

113 12

278 250 28

1406 1267 139
CELKOM ZA JEDEN SUBJEKT

SKUSANIA KTORY UKONCIL

SKUSANIE PODLA
PROTOKOLU
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Popis Procedir {vy¥etrenia prepiicané pokial’
budi vykonané a na zakiade dorudenia faktiry)/ |
: Suma za vy$etrenie v Eurach /
Procedure Description (procedures paid if Payments per procedare in EURO
applicable and upon receipt of an original
itemised invoice

PK blood sample / Vzorka krvi na farmakokinetické 5
vySetrenie
Rountine Physical Exam (w/ demographic, medical
history, weight/height, vitals) / Fyzikdlne vySetrenie 37
{demografické tdaje, anamnéza, hmotnost/vyska,
vitalne funkcie)
Medical History with Demographics / Anamnéza a Zé
demografické Gdaje
Concomitant medications / Konkomitantna lie€ba 4
Vital signs/Body temperature/Body weight/height / 12
Vitalne funkcie/Telesna teplota/hmotnost/vyska
Hematology/coagulation/chemistry / Hematologia,

Lo . 5
koagulacia/biochemia
12-lead ECG / 12 zvodové EKG 21
Serious Adverse Events / ZavaZné neZiaduce nfinky 15
Adverse Events / NeZiaduce tdinky 7
Fecal sampling for microbiology / Odber stolice pre 11
mikrobiologické vyietrenie
C. difficile toxin test / VyZetrenie stolice na 26
pritomnost’ toxinu C.difficile

Daliie plathy — splatné na z4klade dorudenia
sprivnej faktiry /
Sumy v eurdch / Costs in Euro
Additional payments payable upon receipt of the
correct invoice

Neplanovand ndviteva / Unscheduled Visit 112,-
Neuspedny skrining / Screen Failure 114,-
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2. TabuPka platieb pre skifajiicehe za hlavan Stidiu /
2.Table of payment for Investigator for Main Study

Popis navitev / Visit Description

Suma za jeden
subjekt
skdSania za
paAvitevu v

Suma za jeden
subjekt
skufania za
jednu niviteva
splatna polas
trvania
klinického
skuXania /

Suma za jeden
subjekt
slifania za
jednu navitevu
splatnd na
konci
klinického
skagania /

Eurich /
Amount per Amount per
Amount per Study Subject | Study Subject
Study Subject per visit per visit
per visit in payable during | payable at the
Earo Clinical Study end of the
Clinical Study
Visit 1 (day -1 to day 0)/
Néviteva | (deft -1 a% deft 0) 281 253 28
Randomisation day 1 /
Zaradenie pacienta deil | 45 41 4
Visit 2 {day 5 or day 6) on site or by
phone /
Naviteva 2 (defi 5 alebo dett 6) v 191 172 19
centre alebo cez telefon
Visit 3 (day 8 to day 10)/
Néviteva 3 (deii 8 a% defi 10) 301 271 30
Visit 4 (EOT + 2 to 4 days)/
Navsteva 4 (konelna naviteva + 2 az 185 167 18
4 dni)
Visit 4a, 4b if applicable /
Navéteva 4a, 4b pokial je to vhodné 125 13 12
Visit 5 (EOT + 28 to 35 days or
study withdrawal) not applicable
with re-treatment /
Naviteva 5 (koneénd naviteva + 28 278 250 28
aZz 35 dnf alebo vkondenie §tidie)
nepouZitelné pri sub ¥tudii
TOTAL AMOUNT PER ONE
STUDY SUBJECT WHO HAS
COMPLETED THE CLINICAL
STUDY PER PROTOCOL /
1406 1267 139

CELKOM ZA JEDEN SUBJEKT
SKUSANIA KTORY UKONCIL
KLINICKE SKUSANIE PODEA
PROTOKOLU

PPD Slovak Republic s.r.o.
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Popis Procediir (vySetrenia preplacané pokial’
budu vykonané a na.za.klade dorudenia fa%ctlfry) ! Suma 2a vySetrenie v Eurfich /
Procedure Description (procedures paid if .
. . L Payments per procedure in EURQ
applicable and upon receipt of an original
itemised invoice
PK blood sample / Vzorka krvi na farmakokinetické 5
vySetrenie
Rountine Physical Exam (w/ demographic, medical
history, weight/height, vitals) / Fyzikélne vyietrenie 37
{demografické Udaje, anamnéza, hmotnost'/vyska, y
vitalne funkcie)
Medical History with Demographics / Anamnéza a
C 28
demografické ddaje
Concomitant medications / Konkomitantna lie¢ba 4
Vital signs/Body temperature/Body weight/height / 12
Vitalne funkcie/Telesnd teplota/hmotnost/vyska
Hematology/coagulation/chemistry / Hematologia,
L Lo , 5
koagulacia/biochemia
12-lead ECG/ 12 zvodové EKG o 2}
Serious Adverse Events / ZadvaZné neZiaduce i€inky 15
Adverse Events / NeZiaduce uéinky 7

Dalsie platby — splatné na ziklade dorudenia
spravaej faktiry /

Additional payments payable upon receipt of the
correct invoice

Sumy v eurdach / Costs in Euro

Neplanovana naviteva / Unscheduled Visit

112,-

Netspedny skrining / Screen Failure

114,-

PP Slovak Republic s.r.o.
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3. Tabulla platieb pre zdravotnicke zariadenie za sub-§tudiu /
3. Table of payments for Medical Facility for sub-study

Suma za jeden | Suma za jeden
subjekt subjekt
Suma za jeden skifania za skil§ania za
subjekt jednu ndvitevu | jednu navitevn
skigania za splatna pocas splatni na
naviteva v trvania konci
Popis navitev / Eurdch/ klinického klinického
Visit Description skiiSania / skigania /
Amount per
Stady Subject Amount per Amount per
per visit in Study Subject | Study Subject
Euro per visit per visit
payable during | payable at the
Clinical Study end of the
Clinical Study
Visit 1 (day -! to day 0)/
Néviteva 1 (defi -1 a7 deti 0) 206 185 21
Randomisation day 1/
Zaradenie pacienta defi | 45 41 4
Visit 2 (day 5 or day 6} on site or
by phone /
Néviteva 2 (deft 5 alebo dei 6) v 191 172 19
centre alebo cez telefén
Visit 3 (day 8 to day 10}/
Néviteva 3 (deil § aZ deifi 10) 301 271 30
Visit 4 {(EQT + 2 to 4 days)/
Naviteva 4 (konedna ndviteva + 2 185 167 i8
aZ 4 dni)
Visit 4a, 4b if applicable /
Naviteva 4a, 4b pokiaf je to 125 113 12
vhodné
Visit 5 (EOT + 28 to 35 days or
study withdrawal) not applicable
with re-treatment /
Naviteva 5 (koneénd navsteva + 28 278 250 28
aZ 35 dni alebo ukondenie $tidie)
nepouzitelné pri sub tidii
TOTAL AMOUNT PER ONE
SUBJECT WHO HAS
COMPLETED THE STUDY
PER PROTOCOL/
i331 1199 132
CELKOM ZA JEDEN
SUBJEKT KTORY UKONCIL
SKUSANIE PODLA
PROTOKOLU
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Popis Procedir ( vySetrenia preplicané pokial
budi vykonané a na ziklade dorudenia faktiry) /
Suma2 za vySetrenie v Eurach /
Procedure Deseription (procedures paid if Payments per procedure in EURO
applicable and upon receipt of an original

itemised invoice

PK blood sample / Vzorka krvi na farmakokinetické

vyietrenie .
Rountine Physical Exam (w/ demographic, medical

history, weight/height, vitals) / Fyzikdlne vySetrenie 37
{demografické 0daje, anamnéza, hmotnost/vyska,

vitalne funkcie)

Medical History with Demographics / Anamnéza a 28

demograficke tdaje
Concomitant medications / Konkomitantn4 lietba 4
Vital signs/Body temperature/Body weight/height /

Vitdlne funkcie/Telesnd teplota/hmotnost/vyska 12
Hematology/coagulation/chemistry / Hematologia,

T . 5
koagulicia/biochémia
12-lead ECG / 12 zvodové EKG 21
Serious Adverse Events / ZavaZné neZiaduce u€inky 15
Adverse Events / NeZiaduce ulinky 7
Fecal sampling for microbiology / Odber stolice pre 11
mikrobiologické vyietrenie
C. difficile toxin test / VySetrenie stolice na 26

pritomnost toxinu C.difficile

Daltie platby — splatné na ziklade doruéenia
spraveej faktary /

Sumy v eurach / Costs in Euro

Additional payments payable upon receipt of the

correct invoice
Neplanovand ndviteva / Unscheduled Visit 112,-
Neuspe§ny skrining / Screen Failure 114,-
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4. Tabulka platieb pre skisajiceho za sub-¥tidiu /
4. Table of payments for Investigator for sub-study

Popis navitev / Visit Description

Suma za jeden
subjekt
skiifania za
naviteva v

Suma za jeden
subjekt
skfidania za
jednu navitevu
splatna polas
trvania
klinického
skuSania /

Swmna za jeden
subjekt
skiifania za
jednu navitevu
splatna na
konci
klinického
skitania /

Eurdch /
Amount per Amount per
Amount per Study Subject | Study Subject
Study Subject per visit per visit
per visit in payable during | payable at the
Euro Clinical Stady end of the
Clinical Study
Visit 1 (day -1 to day 0) /
Naviteva 1 (defi -1 a7 deti 0) 206 185 21
Randomisation day 1/
Zaradenie pacienta defi | 43 H 4
Visit 2 (day 5 or day 6) on site or by
phone /
Néviteva 2 (defi 5 alebo de 6) v 191 172 19
centre alebo cez telefén
Visit 3 (day 8 to day 10)/
Naviteva 3 (def 8 a2 dodt 10) 301 271 30
Visit 4 (EQT + 2 to 4 days) /
Naviteva 4 (konedna naviteva + 2 aZ 185 167 18
4 dni)
Visit 4a, 4b if applicable /
Naviteva 4a, 4b pokial je to vhodnd 125 13 12
Visit 5 {EOT + 28 to 35 days or
study withdrawal) not applicable
with re-treatment /
Naviteva 5 (koneéna ndviteva + 28 278 250 28
az 35 dni alebo ukonfenie stidie)
nepouZitelné pri sub §tadii
TOTAL AMOUNT PER ONE
STUDY SUBJECT WHO HAS
COMPLETED THE CLINICAL
STUDY PER PROTOCOL /
1331 1199 132
CELKOM ZA JEDEN SUBJEKT
SKUSANIA KTORY UKONCIL
KLINICKE SKUSANIE PODLA
PROTOKOLU
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Popis Procedir { vyfetrenia preplicané pokial
budsi vykonané a na ziklade dorafenia faktiry) /
Suma za vySetrenie v Eurdch /
Procedure Description (procedares paid if Payments per procedure in EURO
applicable and upon receipt of an original

itemised invoice

PX blood sample / Vzorka krvi na farmakokinetické

vySetrenie >
Rountine Physical Exam (w/ demographic, medical

history, weight/height, vitals) / Fyzikalne vy3etrenie 37
{demografické (daje, anamnéza, hmotnost/vyska,

vitdlne funkcie)

Medical History with Demographics / Anamnéza a 28
demografické idaje

Concomitant medications / Konkomitantna lie¢ba 4
Vital signs/Body temperature/Body weight/height / 12
Vitdlne funkcie/Telesna teplota/hmotnost/vyska
Hematology/coagulation/chemistry / Hematoldgia, 5
koagulécia/biochémia

12-lead ECG / 12 zvodové EKG 21
Serious Adverse Events / ZavaZné neZiaduce O¢inky 15
Adverse Events / NeZiaduce G8inky 7

Dalgie platby — splatné na ziklade dorulenia
spriavnej fakhiry /
Sumy v eurdch / Costs in Euro
Additional payments payable apon receipt of the
correct invoice

Neplanovand ndviteva / Unscheduled Visit 112,-
Netspedny skrining / Screen Failure 114,-
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