ZMLUVA
(0} ZABE,Z'PECENi KLINICKEHO
SKUSANIA PRODUKTU

Zmluvné strany:

1. Zadavatel’ (Sponzor):

Obchodné meno: Octapharma Pharmaceutika
Prod.Ges.m.b.H.

Sidlo: Oberlaaer Strasse 235, A-1100 Wien, Austria
Identifikacné ¢islo: FN 63568 h

registrovany v: Handelsgericht Wien

(d’alej len .Sponzor™)
castiipeny splnonmocnenym zdstupcom

Obchodné meno: Premier Research, s.r.o.

Sidlo: Udernicka 5, 851 01 Bratislava. Slovenska republika
Identifikaéné &islo: 35 822 996

zapisany v: Obchodnom registri Okresného stidu Bratislava
1, oddiel: Sro, vloZka ¢&.: 25195/B

v mene ktorého kona: PharmDr. Peter Laczo, prokurista

na =aklade plnomocenstva udeleného dna 18.2.2016

(dalej len .Splnomocneny zdstupca)
a
2. Skusobné centrum:

Nazov: Detska fakultna nemocnica s poliklinikou Bratislava
Sidlo: Limbova 1, 833 40 Bratislava, Slovenska republika
Zastupena: Doc. MUDr. Ladislavom KuZelom, CSc.
riaditefom

Identifikaéné Cislo: 00 607 231

zriadené: MZ SR, Zriad'ovacou listinou Ministerstva
zdravotnictva Slovenskej republiky, ¢islo 1841/1990-A/111 zo
dfia 18.12.1990

(dalej len ..Skusobné centrum)

a

3. Hlavny skusajici:

Doc. MUDr. Peter CiZnar, PhD.

Detska fakultna nemocnica s poliklinikou Bratislava
Limbova 1, 833 40 Bratislava, Slovenska republika
(d’alej len ..Hlavny skusajici)

(Sponzor, Skusobné centrum a Hlavny skusajuci dalej
spolo¢ne len .zmluvné strany*)

AGREEMENT
ON THE ARRANGEMENT OF THE
CLINICAL TRIAL OF THE PRODUCT

Contracting Parties:

1. Sponsor:

Business Name: Octapharma Pharmaceutika
Prod.Ges.m.b.H.

Registered Seat: Oberlaaer Strasse 235, A-1100 Wien,
Austria

Identification No.: FN 63568 h

Registered with: Handelsgericht Wien

(hereinafter referred to as the ..Sponsor™)
represented by the Authorised Agent

Business Name: Premier Research, s.r.o.

Registered Seat: Udernicka 5, 851 01 Bratislava, Slovak
Republic

Identification No.: 35 822 996

Registered with: the Commercial Register of the District
Court Bratislava I, Section: Sro, File No.: 25195/B
Represented by: PharmDr. Peter Laczo, the Procurist

on the basis of the Power of Attorney granted on 18-Feb-
2016

(hereinafter referred to as the ..Authorised Agent")
and
2. Trial Centre:

Business Name: Detska fakultna nemocnica s poliklinikou
Bratislava

Registered Seat: Limbova 1, 833 40 Bratislava, Slovak
Republic

Represented by: Assoc. prof. Ladislav Kuzela, M.D.,CSc.
Director

Identification No.: 00 607 231Established by: Establishment
deed of the MH of SR No. 1841/1990-A/IIl dated 18-Dec-
1990

(hereinafter referred to as the ..Trial Centre™)

and

3. Principal Investigator:

Assoc. prof. Peter Ciznar, M.D.,PhD.

Detska fakultna nemocnica s poliklinikou Bratislava
Limbova 1, 833 40 Bratislava, Slovak Republic

(hereinafter referred to as the ..Principal Investigator)

(the Sponsor, the Trial Centre and the Principal Investigator

hereinafter referred to together only as the ..Contracting
Parties™)



sa dohodli na uzatvoreni tejto Zmluvy o zabezpeceni
klinického skusania produktu v zmysle § 269 ods. 2 zakona
¢. 513/1991 Zb. Obchodny zikonnik v platnom zneni (dalej
len .Zmluva) za nasledovnych podmienok:

Preambula

KEDZE Sponzor je farmaceutickou spolo&nostou,
predmetom Cinnosti ktorej je okrem iného aj vyroba
farmaceutickych vyrobkov. vratane produktov a liekov
urcenych na humanne pouzitie;

KEDZE Sponzor je vyrobcom produktu s oznagenim
Octanorm 16,5% (I'udsky normalny imunoglobulin na
subkutanne (s.c.) podavanie), (d'alej len ..Produkr). ktory by
chcel uviest’ na trh aregistrovat’ ho ako liek po Gspesnom
vykonani klinického sk@$ania avzhl'adom na to planuje
uskutocnit’ klinické skSania Produktu okrem iného aj
v Slovenskej republike. Ide o biomedicinsky vyskum
aginnosti pocas tohto vyskumu zodpovedaji svojimi
charakteristickymi ~ znakmi  poskytovaniu  zdravotnej
starostlivosti;

KEDZE Splnomocneny zastupca je zmluvnou vyskumnou
spolo¢nostou (CRO)., ktora patri do skupiny Premier
Research, ktora na zéklade zmluvného vztahu uzatvoreného
so Sponzorom zabezpeCuje pre Sponzora ako zadavatela
¢innosti spojené s klinickym skuSanim Produktu, vratane
vytvorenia konceptu, dizajnu. realizicie a analyzy klinického
skusania;

KEDZE Splnomocneny zastupca je opravneny a povinny
zabezpecit' v mene a na Gcet Sponzora vykonanie klinického
skuasania Produktu v Slovenskej republike; Sponzor si je
vedomy, Ze v zmysle ustanovenia § 29 ods. 10 zdkona ¢.
362/2011 Z. =z oliekoch a zdravotnickych pomdckach
aodoplneni niektorych zakonov v zneni neskorSich
predpisov (d‘alej len ,zakon o liekoch®) ho ustanovenie
splnomocneného zastupcu nezbavuje zodpovednosti za
vykonavanie §tadie;

KEDZE Skugobné centrum v zastipeni Hlavnym skasajicim
je poskytovatelom zdravotnej starostlivosti. v ktorom
sa nachadza pracovisko vhodné na vykonanie klinického
skiSania Produktu a ktoré zamestnava lekara. ktory bude
zodpovedny za vykonavanie klinického skuSania na tomto
pracovisku ako skuasajuci;

KEDZE Sponzor vyhlasuje, Ze si je vedomy vsetkych
svojich povinnosti, a to najmé. nie v§ak vylu¢ne, povinnosti
podla ustanovenia § 43 pismeno h) zakona o liekoch, ato
uhradit’ v3etky naklady spojené s: (i) klinickym ska$anim
vratane nakladov na skiS$ané huménne produkty. skiSané
humanne lieky a humanne lieky uvedené v protokole a
nakladov spojenych s laboratérnymi, zobrazovacimi a inymi
vySetreniami uvedenymi v protokole a nakladov suvisiacich
s poskytnutim Ustavnej zdravotnej starostlivosti, ak je
poskytnuta v stvislosti s klinickym ska$anim, (ii) lieCbou
zdravotnych komplikacii a pripadnych trvalych nasledkov na

have agreed on the conclusion of this Agreement on the
Arrangement of the Clinical Trial of the Product pursuant to
Article 269(2) of the Act No. 513/1991 Coll. Commercial
Code as amended (hereinafter referred to as the
..Agreement’) under the following terms and conditions:

Preamble

WHEREAS, the Sponsor is a pharmaceutical company the
subject matter of which is inter alia the production of
pharmaceutical products, including medicinal products
intended for human use;

WHEREAS, the Sponsor is the producer of the product with
the designation Octanorm 16,5% (human normal
immunoglobulin for subcutaneous (SC) administration),
(hereinafter referred to as the ..Product*), which it intends to
place on the market and register as a medicinal product after
a successful conduct of the clinical trial and, according to the
aforesaid, the Sponsor intends to conduct a clinical trial of
the Product inter alia also in the Slovak Republic. This is a
biomedical research and the activities carried out during this
research correspond to the provision of health care in terms
of their characteristics;

WHEREAS, the Authorised Agent is a contract research
organisation (CRO) that is affiliated with the Premier
Research Group, which manages for the Sponsor as the
client on the basis of a contractual relationship the activities
connected with the clinical trial of the Product, including the
drafting of the concept, the design, the conduct and the
analysis of the clinical trial;

WHEREAS, the Authorised Agent is entitled and obliged to
arrange on behalf of and on the account of the Sponsor the
conduct of the clinical trial of the Product in the Slovak
Republic: the Sponsor is aware that within the meaning of
Article 29(10) of the Act No. 362/2011 Coll. on Medicinal
Products as amended (hereinafter referred to as the ..Act on
Medicinal Products) the appointment of the Authorized
Agent does not release the Sponsor from its responsibility for
the conduct of the study;

WHEREAS, the Trial Centre represented by the Principal
Investigator is a medical care provider, in which the site
suitable for the conduct of the clinical trial of the Product is
located and which employs the doctor who will be
responsible for the conduct of the clinical trial on this site as
the investigator;

WHEREAS, the Sponsor declares that it is aware of all its
obligations including, but not limited to, obligations pursuant
to section 43(h) of the Act on Medicinal Products, that is -
cover all the costs related to: (i) the clinical trial, including
the costs of the investigational human products,
investigational human medicinal products and human
medicinal products described in the protocol and the costs
associated with laboratory, imaging and other tests described
in the protocol and the costs associated with the provision of
institutional healthcare if it is provided in relation to the
clinical trial, (ii) treatment of medical complications and



zdravi vzniknutych ucastnikovi v ddsledku klinického
skisania, (iii) uzatvorenim zmluvy o poisteni zodpovednosti
zadavatela za Skodu spdsobenu ucastnikovi klinického
skusania, ak by v suvislosti s klinickym skd3anim doslo k
poskodeniu zdravia alebo umrtiu Gcastnika, (iv) uzatvorenim
zmluvy o poisteni zodpovednosti poskytovatela zdravotnej
starostlivosti za $kodu, ktora mdze byt spdsobena
ucastnikovi; a psi ako splnomocneny zastupca zadavatel'a sa
zavidzuje tieto naklady uhradit’;

sa zmluvné strany dohodli na zabezpeleni klinického
skusania Produktu za podmienok uvedenych v tejto Zmluve.

Clanok 1.
Predmet zmluvy

1.1 Zmluvné strany sa dohodli, Ze Skisobné centrum za
odplatu  zabezpe¢i pre Sponzora vykonanie
klinického skusania Produktu podla protokolu
uvedeného v €lanku II. tejto Zmluvy na pracovisku
uvedenom v ¢lanku III. tejto Zmluvy, ato za
podmienok dohodnutych v tejto Zmluve.

Clanok 11.
Protokol

2.1 Zmluvné strany sa dohodli, Ze klinické ski3anie
Produktu sa bude vykonavat™ podl'a nasledovného
protokolu (vratane pripadnych neskorSich dodatkov
a priloh protokolu), ktory tvori prilohu ¢. 1. ktora je
neoddelitelnou sucastou tejto Zmluvy (dalej len
..Protokol"):

Nazov protokolu: Klinické skusanie fazy III na

zhodnotenie farmakokinetiky, udinnosti,

znalanlivosti a  bezpecnosti  subkutinneho

Pudského imunoglobulinu (octanorm 16,5%) u

pacientov s primarnou imunodeficienciou

Produkt: Octanorm 16,5%

Kéd protokolu: SCGAM-01

EudraCT ¢islo: 2013-003877-87

Etapa klinického skusania: faza III.
2.2 Zmluvné strany kon$tatuju. Ze Protokol obsahuje
vsetky nalezitosti stanovené v § 29 ods. 12 zakona o
liekoch, a to predovsetkym (i) ciel’ a navrh klinického
skudania, (ii) kritéria zarad’'ovania ucastnikov do
klinického ski$ania a kritérid vyradovania ucastnikov
z klinického skusania, (iii) metédy monitorovania a
vedenia klinického sku3ania, (iv) poZiadavky na
uchovavanie Produktu a na manipulaciu s nim. (v)
metody  Statistického  hodnotenia a  spdsob
zvergjfiovania ziskanych vysledkov, (vi) schvalenie
zmeny obsahu protokolu a (vii) osobu zodpovednu za
vykonavanie klinického skusania.

2.3 Klinické skiSanie sa bude vykonavat ako

possible permanent consequences on the health of the
participant as a result of the clinical trial, (iii) executing a
liability insurance of the sponsor for damage caused to a
clinical trial participant, should physical injury or death of
the subject occur in relation to the clinical trial, (iv)
execution of a liability insurance of the health care provider
for damage that may be caused to the participant; and psi as
an authorized representative of the sponsor undertakes to pay
for these costs;

the Contracting Parties have agreed on the arrangement of
the clinical trial of the Product under the terms and
conditions specified in this Agreement.

Article 1.
Subject Matter of the Agreement

1.1 The Contracting Parties have agreed that the Trial
Centre will arrange for the Sponsor in return for
payment the conduct of the clinical trial of the
Product according to the protocol mentioned in
Article II. of this Agreement at the trial site
mentioned in Article III. of this Agreement, this
under the terms and conditions agreed hereunder.

Article 11.
Protocol

2.1 The Contracting Parties have agreed that the clinical
trial of the Product will be conducted according to the
following  protocol (including eventual later
amendments and annexes to the protocol) that is
attached to this Agreement as Annex No. 1. being an
inseparable part thereof (hereinafter referred to as the
.,Protocol*):

Name of the Protocol: Clinical phase 111 study to

evaluate the pharmacokinetics, efficacy, tolerability

and safety of subcutaneous human immunoglobulin

(octanorm 16.5%) in patients with primary

immunodeficiency diseases

Product: Octanorm 16,5%

Code of the Protocol: SCGAM-01

EudraCT No.: 2013-003877-87

Phase of the Clinical Trial: phase 111.
2.2 The Contracting Parties state that the Protocol meets
all requirements set forth in Article 29(12) of the Act
on Medicinal Products, especially the following: (i)
objectives and design of the clinical trial, (ii) criteria
for the inclusion and exclusion of subjects from the
clinical trial, (iii) methods of the monitoring and
conduct of the clinical trial, (iv) requirements for the
storage of and manipulation with the Product, (v)
methods of the statistical assessment and the means of
the publication of documented results, (vi) the
approval of the change in the content of the protocol
and (vii) person responsible for the conduct of the
clinical trial.

2.3 The clinical trial will be conducted as a multi-centre
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multicentrické klinické ski$anie podla jednotného
protokolu na viacerych pracoviskach s viacerymi
skidajicimi, pricom pracoviska sa budi nachadzat” v
Slovenskej republike. ako aj na Uzemi inych Statov.
V pripade multicentrického  klinického skisania
Produktu je SkuSobné centrum v zastipeni Hlavnym
skudajicim povinné spolupracovat’ v pripade potreby
podl'a pokynov Sponzora s inymi pracoviskami. kde
sa klinické skusanie Produktu bude vykonavat', pokial
takato spolupraca nebude v konkrétnych pripadoch
znamenat® zdsah alebo obmedzenie &innosti
Skusobného centra alebo Hlavného skusajiceho.

Klinické skiSanie sa vykona na Slovensku s pribliZzne
14 pacientmi — ucastnikmi klinického skusania
Produktu.

Skusobné centrum a Hlavny skusSajuci vyhlasuje. Ze si
Protokol podrobne prestudovali, porozumeli jeho
obsahu a si opravneni aspdsobili zabezpetit
vykonanie klinického skiSania Produktu v sulade
snim. SkuSobné centrum v zastupeni Hlavnym
skidajicim sa zéroven zavidzuje zabezpecit' vykonanie
klinického skus$ania Produktu v sulade s poZiadavkami
a pokynmi uvedenymi v Protokole. na znak ¢&oho
Skasobné centrum a Hlavny skuSajici Protokol
zarovei s touto Zmluvou podpisuje.

V pripade akychkol'vek dodatkov a zmien Protokolu
je Skusobné centrum zastupené Hlavnym skdsajucim
povinné zabezpelit, aby sa pri klinickom skusani
Produktu postupovalo v stlade s tymito dodatkami a
zmenami. Klinické sku$anie sa modZe vykonavat
podl'a zmeneného Protokolu az na zaklade pokynu
Sponzora a v pripade, Ze sa jedna o dodatky a zmeny,
ktoré vzmysle =zdkona o lieckoch podliehaju
schvaleniu. sicasne aj za splnenia podmienky. Ze (i)
etickd komisia vydala kladné stanovisko k zmene
udajov v Protokole a(ii) Statny ustav pre kontrolu
lieciv (dalej len . Stdtny uastav*) neoznamil
Sponzorovi v zdkonom stanovene) lehote odévodnené
namietky alebo v tejto lehote nevydal zaporné
rozhodnutie o povoleni zmeny udajov v Protokole.
Sponzor oboznami SkuSobné centrum o schvaleni
zmien obsahu Protokolu bez zbyto¢ného odkladu.

Odchylky od Protokolu sit moZné len vynimo¢ne. a to na
zaklade predchadzajucej pisomnej dohody medzi
zmluvnymi stranami a po konzulticii s Hlavnym
skusajucim.

Klinické skuSanie neméze zacat™ prebiehat” skor ako (i)
budu Skusobnému centru predloZené nasledovné
dokumenty (a) original alebo osvedfena kopia
pravoplatného rozhodnutia Statneho dstavu pre kontrolu
lietiv o povoleni Studie. (b) kladné stanovisko etickej
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clinical trial according to a single protocol but at more
than one site by more than one investigators, whereas
the sites will be located in the Slovak Republic as well
as on the territory of other states. In the case of a
multi-centre clinical trial of the Product, the Trial
Centre represented by the Principal Investigator shall
co-operate, if necessary, according to the instructions
of the Sponsor with other sites, at which the clinical
trial of the Product will be conducted, as far as such
cooperation does not mean in specific cases the
interference with or the restriction of activities of the
Trial Centre or the Principal Investigator.

The clinical trial will be conducted with approximately
14 patients in Slovakia — subjects of the clinical trial of
the Product.

The Trial Centre and the Principal Investigator declare
that they reviewed the Protocol in detail, they
understood its content and they are entitled and able to
arrange the conduct of the clinical trial of the Product
in compliance therewith. At the same time the Trial
Centre represented by the Principal Investigator
commits itself to arrange the clinical trial of the
Product according to the requirements and instructions
specified in the Protocol, in witness whereof the Trial
Centre and the Principal Investigator sign the Protocol
together with this Agreement.

In case of any amendments and changes to the
Protocol the Trial Centre represented by the Principal
Investigator shall be obliged to arrange that the
clinical trial of the Product will be conducted in line
with such amendments and changes. The clinical trial
can be conducted according to the amended Protocol
only upon the instruction of the Sponsor and in case
that amendments and changes are concerned, which
are subject to a prior approval pursuant to the Act on
Medicinal Products also under the condition that (i)
the ethics committee has issued a favourable opinion
with respect to the changes of data in the Protocol and
(ii) the State Institute for Drugs Control (hereinafter
referred to as the ,.State Institute®) has not notified
the Sponsor of justified objections within the statutory
stipulated time period or has not made a negative
decision on the approval of the changes of data in the
Protocol within the same time period. The Sponsor
shall notify the Trial Centre of the approval of
changes in the content of the Protocol without undue
delay.

Deviations from the Protocol shall only be allowed as an
exception, this on the basis of a prior written agreement
of the Contracting Parties and after a consultation with
the Principal Investigator.

The clinical trial cannot commence before (i) the
following documents are presented to the Trial Site (a)
the original or a true copy of the valid decision of the
State Institute for Drug Control approving the Study, (b)
the favourable opinion of the ethics committee on the
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komisie k etike klinického skdSania, (c) protokol
klinickej  Stddie  askratend  verziu  protokolu
v slovenskom jazyku alebo vinom jazyku spolu
s tradnym prekladom do slovenského jazyka (d) original
alebo osvedteni kdpiu poistného certifikatu, resp.
poistnej zmluvy, ktora zahffia poistenie SkdSobného
centra ako poskytovatel'a zdravotnej starostlivosti kde
sa vykonava Klinické skuSanie, ( e) original alebo
osvedCenu kodpiu poistného certifikatu, resp. poistnej
zmluvy o poisteni zodpovednosti Zadavatel'a za skodu
sposobenii  subjektom Stadie, ak by v savislosti
s klinickym sku$anim doslo k poskodeniu zdravia alebo
umrtiu subjektu Studie, (f) informacia pre pacienta, (g)
formular informovaného sohlasu; (ii) budd Skusobné
centrum  a Hlavny  skudS$ajuci informovani o
pripadnych zistenych  neofakavanych  neZiaducich
ucinkoch Skusaného lieku;

Clanok III.
Pracovisko klinického skus$ania

Zmluvné strany sa dohodli, Ze klinické skusanie
Produktu sa bude vykondvat na nasledovnom
pracovisku: Detska fakultnd nemocnica s poliklinikou
Bratislava, 1. detska klinika (d’alej len .,Pracovisko™),
ktoré bolo na tento ucel schvalené §taitnym dstavom na
zadklade rozhodnutia ¢&. 1160/2016/1000 zo dna
16.6.2016. Opravnenie Pracoviska na vykondvanie
klinického skuSania tvori prilohu & 2. ktord je
neoddelitelnou sicastou tejto Zmluvy.

Skusobné centrum vyhlasuje, Ze Pracovisko ma
s prihliadnutim na etapu a rozsah klinického skusania
Produktu prislusné materialne, priestorové
a personalne vybavenie potrebné na vykonanie
klinického ski$ania Produktu v sulade s Protokolom
atouto Zmluvou a ziroveri spifia poZiadavky na
spravnu klinicki prax v stlade s § 29 ods. 3 zakona
o liekoch. SkiSobné centrum sa zavizuje, Ze
zabezpeci. aby Pracovisko tymto vybavenim v plnom
rozsahu disponovalo pocas celej doby vykonéavania
klinického skudSania, resp. celého trvania tejto Zmluvy
a aby pocas klinického skusania Produktu postupovalo
vZdy v silade so spravnou klinickou praxou.

V pripade. ak Pracovisko strati opravnenie na
vykonavanie klinického skusania, Skasobné centrum
je povinné zabezpelit okamzZité preruenie
vykondvania  klinického  sku$ania  Produktu
a upovedomit’” otejto  skuto¢nosti  bezodkladne
Sponzora. Uvedené plati aj v pripade. ak SkuSobné
centrum nebude schopné zabezpecit' potrebné
materialne, priestorové a/alebo personalne vybavenie
na uskuto¢nenie klinického skisania Produktu.
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ethics of the clinical trial, (c) the protocol of the clinical
study and protocol summary in Slovak language or in
another language together with the official translation in
Slovak language (d) the original or a true copy of the
insurance certificate, i.e. insurance policy that includes
the insurance of the Trial Site as a provider of the health
care where the Clinical Trial is conducted, (e) the
original or a true copy of the insurance certificate, i.e.
insurance policy covering the liability of the Sponsor for
damage caused to Study subjects, if in relation to the
clinical trial there was a physical injury or death of a
subject, (f) patient information, (g) informed consent
form; (ii) the Trial Site and the Principal Investigator
will be informed of any potentially found unexpected
adverse reactions of the Investigational Product.

Article I11.
Trial Site

The Contracting Parties have agreed that the clinical
trial of the Product will be conducted at the following
site: Detskd fakultnd nemocnica s poliklinikou
Bratislava, 1. detska klinika (hereinafter referred to as
the ..Site), which has been approved for the aforesaid
purpose by the State Institute on the basis of the
decision No. 1160/2016/1000 as of 16 Jun 2016. The
authorisation of the Site for the conduct of the clinical
trial is attached to this Agreement as Annex No. 2,
being an inseparable part thereof.

The Trial Centre declares that, considering the phase
and the extent of the clinical trial of the Product, the
Site disposes of the respective material, spatial and
personal equipment necessary for the conduct of the
clinical trial of the Product according to the Protocol
and this Agreement and, at the same time, that it
meets the requirements for good clinical practice in
accordance with Article 29(3) of the Act on Medicinal
Products. The Trial Centre undertakes to arrange that
the Site will dispose of the above mentioned
equipment during the entire time period of the conduct
of the clinical trial, respectively during the entire
duration of this Agreement and that the clinical trial of
the Product will always be conducted in accordance
with good clinical practice.

In case that the Site will lose the authorisation for the
conduct of the clinical trial, the Trial Centre will be
obliged to arrange an immediate interruption of the
conduct of the clinical trial of the Product and to
inform the Sponsor about the aforesaid without undue
delay. The same shall apply, if the Trial Centre will
not be able to arrange the necessary material, spatial
and/or personal equipment for the conduct of the
clinical trial of the Product.
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Clanok IV.
Skusajuci

Zmluvné strany sa dohodli, Ze osobou zodpovednou
za vykonavanie klinického sku$ania na Pracovisku
bude lekar Doc. MUDr. Peter Ciznar, PhD. (d’alej len
Hlavny skusajuci). tak ako to vyplyva z Protokolu.
Hlavny skud$ajuci je zamestnancom Skusobného
centra a posobi na Pracovisku.

Skulobné centrum vyhlasuje. Ze Hlavny skudsajuci,
ako aj vSetky osoby, ktoré sa budi v Skusobnom
centre, resp. na Pracovisku podielat’ na klinickom
skusani Produktu, maji potrebni kvalifikaciu. ato
najma prislu$ni odbornl sposobilost” a skiisenosti, na
vykonanie klinického sku$ania Produktu, ato
s prihliadnutim na etapu a rozsah klinického skii3ania.

V pripade. Ze Hlavny sku3ajuci nebude spdsobily
z akychkol'vek dbovodov pokragovat’ v klinickom
skusani Produktu podl'a Protokolu, Skiisobné centrum
je povinné zabezpeCit' a navrhnit Sponzorovi inu
odborne sposobili osobu schopni vykonavat” klinické
skusanie Produktu.

Clanok V.
Rozsah poverenia Splnomocneného zastupcu

Sponzor  poveril organizanym  zabezpeCenim
vykonania klinického ski$ania Produktu v Slovenskej
republike Splnomocneného zastupcu. Splnomocneny
zastupca je opravneny konat v mene a na ucet
Sponzora vo vietkych veciach tykajicich sa
klinického ska3ania Produktu v Slovenskej republike.
Splnomocneny zastupca teda bude vykonavat vo
vzt'ahu ku klinickému skd$aniu Produktu v mene a na
ucet Sponzora opravnenia a funkcie, ako aj plnit
povinnosti vyplyvajuce Sponzorovi ztejto Zmluvy.
Vzhl'adom na tdto skutoénost je mozZné ukony
vykonané Splnomocnenym zastupcom podla tejto
Zmluvy povaZovat’ za tkony vykonané v mene a na
ucet Sponzora. Kopia plnomocenstva udeleného
Splnomocnenému zastupcovi tvori ako priloha &. 3
neoddelitelnu sucast’ tejto Zmluvy.

Zmluvné strany konStatuju, Ze vo vztahu
k Skiasobnému  centru.  Pracovisku. Hlavnému
skuSajucemu, ucastnikom  klinického  ska3ania

a d’al§im osobam. vratane etickej komisie a $tatneho
ustavu, je zodpovednym za vykonavanie klinického
skusania Sponzor a nie Splnomocneny zastupca.
Akékol'vek zodpovednostné naroky =z porusenia
povinnosti, ktoré by mohli vzniknut v priebehu
klinického  skuSania Produktu. mozZzno preto
uplatiiovat’ iba voci Sponzorovi.
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Article 1V,
Investigator

The Contracting Parties have agreed that the person
responsible for the conduct of the clinical trial at the
Site will be the doctor, Assoc. prof. Peter Ciznar,
M.D., PhD. (hereinafter referred to as the ..Principal
Investigator™). as it is specified in the Protocol. The
Principal Investigator is an employee of the Trial
Centre and works at the Site.

The Trial Centre declares that the Principal
Investigator as well as all persons that will participate
in the clinical trial of the Product in the Trial Centre,
respectively at the Site, dispose of the necessary
qualification, in particular of the respective
professional capability and experience, for the
conduct of the clinical trial of the Product, considering
the phase and the extent of the clinical trial.

In case that the Principal Investigator will not be able
to proceed with the conduct of the clinical trial of the
Product according to the Protocol by any reason
whatsoever, the Trial Centre shall be obliged to
propose to the Sponsor another professionally
qualified person that will be capable of the conduct of
the clinical trial of the Product.

Article V.
Extent of the Authorisation of the Authorised Agent

The Sponsor has authorised the Authorised Agent
with the organisational arrangement of the conduct of
the clinical trial of the Product in the Slovak Republic.
The Authorised Agent is entitled to act on behalf of
and on the account of the Sponsor in all matters
relating to the clinical trial of the Product in the
Slovak Republic. Therefore, in relation to the clinical
trial of the Product the Authorised Agent will perform
on behalf of and on the account of the Sponsor the
powers and functions as well as fulfil the duties
resulting for the Sponsor from this Agreement.
According to the aforesaid, the acts undertaken by the
Authorised Agent according to this Agreement shall
be considered as acts undertaken on behalf of and on
the account of the Sponsor. A copy of the Power of
Attorney granted to the Authorised Agent is attached
to this Agreement as Annex No. 3. being an
inseparable part thereof.

The Contracting Parties state that in relation to the
Trial Centre, the Site, the Principal Investigator,
subjects of the clinical trial and other persons,
including the ethics committee and the State Institute,
the Sponsor shall be responsible for the conduct of the
clinical trial, not the Authorised Agent. Therefore, any
liability claims resulting from the breach of duties that
could arise in the course of the clinical trial of the
Product can only be made towards the Sponsor.
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Zmluvné strany sa dohodli, Ze Splnomocneny
zastupca bude v mene a na G¢et Sponzora vykonavat’
vietky opravnenia a funkcie, ako aj plnit vsetky
povinnosti vyplyvajuce ztejto Zmluvy, s vynimkou
tych. ktoré st uvedené v &lanku 14.13 tejto Zmluvy.
Uvedené povinnosti bude plnit’ priamo Sponzor.

Ak opravnenia/funkcie vykondva a povinnosti plni
v mene a na uCet Sponzora Splnomocneny zastupca,
Skusobné centrum bude jednat a komunikovat
vtychto veciach priamo so Splnomocnenym
zastupcom. Akékolvek oznidmenia, hldsenia alebo
dokumenty tykajice sa klinického skusania Produktu.
ktoré maji byt doru¢ené, oznamené alebo inak
komunikované Sponzorovi. sa povaZuju za vykonané,
ak boli doru¢ené, oznamené alebo inak komunikované
Splnomocnenému zéstupcovi.

Clanok VL.
Zacatie klinického skusania

SkGSobné centrum berie na vedomie. Ze klinické
skisanie Produktu je moZné zaCat” aZ na zaklade
pisomného pokynu Sponzora. a to za podmienky, Ze
etickd komisia vydala kladné stanovisko ku
klinickému skG$aniu aklinické ska3anie bolo
povolené Statnym ustavom v sulade s § 30 zakona
o liekoch.

Ziadost' o stanovisko k etike klinického skiania
Produktu a Ziadost o povolenie klinického sku$ania
Produktu podava Sponzor, zastipeny
Splnomocnenym zastupcom.

Skusobné centrum vyhlasuje, Ze po povoleni
klinického sku$ania Produktu Statnym dGstavom je
opravnené zabezpedit' okamzité zaCatie a vykonavanie
klinického sku3ania Produktu v sulade s Protokolom
a nepotrebuje k tomu Ziadne d’alSie suhlasy alebo
povolenia, vratane suhlasov a povoleni stanovenych
vnitornymi predpismi Skuagobného centra,
s vynimkou dokumentov podl'a bodu 2.8 tejto zmluvy.
V pripade, Ze by bol k pokratovaniu klinického
skusania Produktu kedykol'vek potrebny suhlas alebo
povolenie inych organov a/alebo institicii, Skasobné
centrum je povinné upozornit Sponzora na thto

skuto¢nost’ bez zbyto¢ného odkladu anasledne
poskytnt’ Sponzorovi plnd sGéinnost pri ich
ziskavani.

Sponzor je opravneny vykonat' na Pracovisku, resp.
v Skisobnom centre pred zaciatkom klinického
ski3ania kontrolu pripravenosti Pracoviska, resp.
Skusobného centra na zabezpecenie vykonévania
klinického skuSania Produktu. SkaSobné centrum je
povinné umoZnit' vykonanie takejto kontroly
a poskytnut’ pri tom Sponzorovi plna si¢innost’.
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The Contracting Parties have agreed that the
Authorised Agent will exercise on behalf of and on
the account of the Sponsor all powers and functions as
well as fulfil all duties resulting from this Agreement,
except for those mentioned under Article 14.13 of this
Agreement. The aforesaid duties will be fulfilled
directly by the Sponsor.

If the powers/functions are exercised and the duties
are fulfilled by the Authorised Agent on behalf of and
on the account of the Sponsor, the Trial Centre shall
act and communicate in the captioned matters directly
with the Authorised Agent. Any notifications, reports
or documents that shall be delivered, announced or
otherwise communicated with the Sponsor shall be
considered as communicated, if delivered, announced
or otherwise communicated with the Authorised
Agent.

Article VI.
Initiation of the Clinical Trial

The Trial Centre takes note of the fact that the clinical
trial of the Product can be initiated only upon a prior
written instruction of the Sponsor and under the
condition that the ethics committee has issued a
favourable opinion with respect to the clinical trial
and the clinical trial has been approved by the State
Institute in accordance with Article 30 of the Act on
Medicinal Products.

The request for the opinion on the ethics of the
clinical trial of the Product as well as the request for
the approval of the clinical trial of the Product shall be
submitted by the Sponsor, represented by the
Authorised Agent.

The Trial Centre declares that after the approval of the
clinical trial of the Product by the State Institute it will
be entitled to arrange an immediate initiation and
conduct of the clinical trial of the Product according
to the Protocol and it does not require any further
approvals or licences, including approvals and
licences stipulated by internal rules of the Trial
Centre, with the exception of documents under section
2.8 of this Agreement, for this purpose. In case that
the continuance of the clinical trial of the Product will
be subject to an approval or a licence of any other
authorities and/or institutes at any time, the Trial
Centre shall be obliged to notify the Sponsor of the
aforesaid without undue delay and subsequently
provide the Sponsor with a full co-operation by their
obtaining.

Prior to the initiation of the clinical trial, the Sponsor
is entitled to carry out at the Site, respectively in the
Trial Centre, a control of the readiness of the Site,
respectively the Trial Centre, for the arrangement of
the conduct of the clinical trial of the Product. The
Trial Centre is obliged to allow the performance of
such control and to provide the Sponsor with a full co-
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Clanok VII.
Trvanie klinického skaSania

SkuSobné centrum je povinné zabezpelit' vykonanie
klinického skii3ania v obdobi od maja 2016 do aprila
roku 2018 v shlade s touto Zmluvou a Protokolom.

Clanok VIIL
Povinnosti Skusobného centra

Skisobné centrum je povinné zabezpegit', aby klinické
skudanie Produktu bolo vykondvané ddkladne,
svedomito a s riadnou odbornou starostlivostou, pri
dodrzani vSetkych postupov spravnej klinickej praxe,
ato v sulade s touto Zmluvou a Protokolom (vratane
jeho priloh a schvalenych zmien), zdkonom o liekoch,
vyhladkou Ministerstva zdravotnictva Slovenskej
republiky ¢&. 433/2011 Z.z. o poziadavkach na klinické
skuanie a spravnu klinicku prax, inymi vSeobecne
zavdznymi  predpismi  platnymi v Slovenskej
republike, zaviznymi pravnymi normami Eurdpskych
spoloCenstiev a Eurdpskej tnie. a v pripade. Ze nie su
vrozpore stymito predpismi aj vsulade so
smernicami Medzinarodnej konferencie
o harmonizicii (ICH), ato predovietkym smernicou
o spravnej klinickej praxi (ICH-GCP smernica),
a Helsinskou deklaraciou Svetovej lekarskej asociacie.

Skusobné centrum je povinné zabezpetit, aby Hlavny
skiSajlci a ostatni zamestnanci/personal SkiSobného
centra dodrziavali pri vykonavani klinického ski$ania
Produktu ustanovenia tejto Zmluvy, Protokolu,
zdkona o liekoch ainych vSeobecne zaviznych
pravnych predpisov.

V pripade, Ze ktorykolvek pracovnik Skiasobného
centra, resp. Pracoviska. vratane Hlavného
skusajuceho, zisti, Ze klinické skuSanie Produktu nie
je mozné vykonavat v silade stouto Zmluvou,
Protokolom, zakonom o liekoch a/alebo inymi
zaviznymi pravnymi normami, SkuSobné centrum je
povinné upovedomit’ o tom bez zbyto¢ného odkladu
Sponzora.

Skusobné centrum je povinné bezodkladne
informovat’ Sponzora o kazdej novej skuto¢nosti.
zmene alebo okolnosti tykajucej sa klinického
ski$ania Produktu, vratane personalnych zmien.

SkuSobné centrum je povinné postupovat’ podla
pokynov Sponzora. Od tychto pokynov sa mdze
odchylit’ len v pripade, ak je to potrebné v zaujme
ochrany Zivota azdravia ucastnikov klinického
skudania Produktu asihlas Sponzora nie je mozné
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operation.

Article VII.
Duration of the Clinical Trial

The Trial Centre is obliged to arrange the conduct of
the clinical trial within the time period from May
2016 till April 2018 in accordance with this
Agreement and the Protocol.

Article VIII.
Duties of the Trial Centre

The Trial Centre is obliged to arrange that the clinical
trial of the Product will be conducted accurately,
carefully and with due professional care, while
observing all procedures of good clinical practice, this
in accordance with this Agreement and the Protocol
(including its annexes and approved amendments), the
Act on Medicinal Products, the Public Note of the
Ministry of Health of the Slovak Republic No.
433/2011 Coll. on requirements for clinical trials and
good clinical practice, other generally binding legal
regulations valid in the Slovak Republic, binding legal
regulations of the European Communities and the
European Union, and in case that they are not in
contradiction to the aforesaid regulations, also in
compliance with the guidelines of the International
Conference on Harmonisation (ICH), in particular
with the Guideline for Good Clinical Practice, and the
Declaration of Helsinki adopted by the World Medical
Association.

The Trial Centre is obliged to arrange that the
Principal Investigator and other employees/personnel
of the Trial Centre will observe the provisions of this
Agreement, the Protocol, the Act on Medicinal
Products and other generally binding legal regulations
in the course of the conduct of the clinical trial of the
Product.

In case that any member of the staff of the Trial
Centre, respectively of the Site, including the
Principal Investigator, finds out that the clinical trial
of the Product cannot be conducted in accordance
with this Agreement, the Protocol, the Act on
Medicinal Products and/or other generally binding
legal regulations, the Trial Centre shall be obliged to
notify the Sponsor of the aforesaid without undue
delay.

The Trial Centre is obliged to inform the Sponsor
without undue delay about any new facts, changes or
circumstances relating to the clinical trial of the
Product, including changes in personnel.

The Trial Centre is obliged to proceed according to
the instructions of the Sponsor. It can decline from
these instructions only in the case if it is necessary in
order to protect the life and the health of the subjects
of the clinical trial of the Product and the consent of
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vopred zaobstarat. V takomto pripade je SkuSobné
centrum povinné bezodkladne oznamit' Sponzorovi,
Zze sa odchylilo od pokynov Sponzora. ako aj
o dévodoch takéhoto postupu. SkuSobné centrum je
povinné bezodkladne informovat  Sponzora
o nevhodnosti pokynu Sponzora a/alebo nemoZnosti
realizovat’ pokyn Sponzora.

Skusobné centrum v zastipeni Hlavnym skusajucim
zodpovedd Sponzorovi v plnom rozsahu za riadne
zaCatie, priebeh avedenie klinického skusania
Produktu, ako aj za riadne a efektivne pouZitie
poskytnutych zdrojov. Skusobné centrum je povinné
zabezpetit' vyhotovenie planu klinického skusania
Produktu.  SkiSobné centrum zodpoveda za
zabezpetenie dostato¢ného materidlneho
a priestorového vybavenia, ako aj za zabezpelenie
dostato¢nej kapacity odborne spdsobilého personalu.

potrebnych na efektivne au¢inné vykonanie
klinického  skisania  Produktu profesionalnym
a odbornym spdsobom, v prisnom sulade s touto
Zmluvou, Protokolom aostatnymi  zavidznymi

pravnymi normami. SkuSobné centrum zabezpeéi
a pocas celého trvania tejto Zmluvy bude garantovat’
Sponzorovi najlepsi mozny vykon klinického skusania
Produktu za danych podmienok, k ¢omu vytvéra
potrebné  materidlne.  priestorové  a personalne
predpoklady a opatrenia.

Zmluvné strany beri na vedomie a kon$tatuji, Ze
klinické skuSanie mozno vykonat len vtedy. ak
olakavané terapeutické prinosy pre ucastnika
klinického skisania a pre zdravie I'udi prevazuju nad
rizikami a nevyhodami. SkaSobné centrum sa
zavizuje zabezpelit pocas vykonadvania klinického
skusania Produktu neustily odborny dohlad nad
dodrziavanim tejto poziadavky. V pripade, Ze by tato
poziadavka nebola splnena, SkaSobné centrum je
povinné ihned’ zabezpetit prerusenie klinického
skisania Produktu a informovat’ o tejto skutocnosti
Sponzora.

Skusobné centrum je povinné zabezpetit dosledné
dodrziavanie prav ucastnikov Kklinického skusania
Produktu z hladiska ich fyzickej integrity a duevnej
integrity. prava na siikromie a na ochranu osobnych
udajov podra prislu§nych pravnych predpisov.

Skisobné centrum je povinné zabezpelit, ze Hlavny
skusajici bude poskytovat' Wcastnikom klinického
skusania Produktu zdravotnu starostlivost’.

Skusobné centrum je povinné zabezpecit', Ze icastnik
klinického ski$ania Produktu bude mat™ k dispozicii
konzultaéné miesto, kde dostane od Hlavného
skusajuceho podrobné informécie o klinickom skusani
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the Sponsor cannot be obtained in advance. In such a
case the Trial Centre shall be obliged to notify the
Sponsor without undue delay of the fact that it has
declined from the instructions of the Sponsor as well
as of the reasons for such a procedure. The Trial
Centre shall be obliged to inform the Sponsor without
undue delay about the inadequacy of the Sponsor's
instruction and/or the impossibility to carry out the
instruction of the Sponsor.

The Trial Centre represented by the Principal
Investigator shall be fully responsible vis-a-vis the
Sponsor for the initiation, the process and the
management of the clinical trial of the Product as well
as for the due and effective use of provided resources.
The Trial Centre is obliged to arrange the elaboration
of the plan of the clinical trial of the Product. The
Trial Centre shall be responsible for the arrangement
of a sufficient material and spatial equipment as well
as for the arrangement of a sufficient capacity of
professionally qualified personnel necessary for an
efficient and effective conduct of the clinical trial of
the Product in a professional and qualified way in
accordance with this Agreement, the Protocol and
other generally binding legal regulations. The Trial
Centre shall arrange and guarantee to the Sponsor
during the entire duration of this Agreement the best
possible conduct of the clinical trial of the Product
under the given conditions, in order of which it creates
the necessary material, spatial and personal conditions
and measures.

The Contracting Parties take note of and state that the
clinical trial can only be conducted, if the anticipated
therapeutic benefits for the subject of the clinical trial
and for the human health are more than justified in
relation to the risks and inconveniences. The Trial
Centre commits itself to arrange in the course of the
conduct of the clinical trial of the Product a constant
professional supervision of the observance of this
requirement. In case that this requirement will not be
fulfilled, the Trial Centre shall be obliged to
immediately arrange the interruption of the clinical
trial of the Product and notify the Sponsor
respectively.

The Trial Centre is obliged to arrange a consistent
observance of the rights of the subjects of the clinical
trial of the Product from the point of view of their
physical integrity and mental integrity, the right to
privacy and to data protection according to respective
legal regulations.

The Trial Centre is obliged to arrange that the
Principal Investigator will provide the subjects of the
clinical trial of the Product with medical care.

The Trial Centre is obliged to arrange that the subject
of the clinical trial of the Product will have a
consultancy point at his’her disposal, where he/she
will receive detailed information on the clinical trial
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Produktu.

Ska3obné centrum je povinné zabezpedit, aby
ucastnik klinického sku3ania Produktu alebo jeho
zadkonny zastupca v pripade nespdsobilosti G¢astnika
dat’ svoj informovany suhlas, mohol kedykol'vek a bez
akychkol'vek nasledkov odstiupit od ucasti na
klinickom sku3ani Produktu. Sku3obné centrum je
povinné zabezpelit informovanie u¢astnika alebo
zakonného zastupcu o tejto mozZnosti.

Skasobné centrum je za Glelom zabezpedenia
klinického skaSania Produktu povinné v sulade
s Protokolom riadne prevziat' Produkt od Sponzora,
resp. osoby poverenej Sponzorom. nakladat’ s nim
obozretne, bezpetne a vsilade s Protokolom
a spravne ho uchovavat’ v Gstavnej lekarni v sulade s
Protokolom. Produkt mozno davkovat’ a pouzivat' iba
v silade sProtokolom amdze sa podavat len
ucastnikom klinického skuSania. Nepouzité balenia
alebo &iastoéne pouZité balenia Produktu sa vracaju
Sponzorovi. Ski3obné centrum je povinné zabezpetit’
vedenie evidencie o pouZziti Produktu.

Za vykonavanie klinického sku3ania Produktu na
Pracovisku zodpoveda Hlavny skuaSajici. Skasobné
centrum je povinné zabezpecit', aby Hlavny skuasajici,
ako aj ostatné osoby zicastnené na klinickom sk3ani
Produktu plnili povinnosti a konali v sulade s touto
Zmluvou. Protokolom. zakonom o liekoch a ostatnymi
pravnymi  predpismi.  SkuSobné centrum je
predovietkym povinné zabezpegit, aby Hlavny
skusajuci plnil nasledovné povinnosti:

e pred zadatim klinického skG3ania oboznamit™ sa s
udajmi uvedenymi v priru¢ke pre skuajiuceho a
zohl'adnit’ ich pri pouceni ucastnika klinického
skusania;

e riadne poudit G&astnika klinického skuSania
a zaradit’ do klinického sktania len G&astnikov,
ktori pisomne alebo inak preukazatel'ne vyjadrili
suhlas s i&ast'ou na klinickom skasani:

e odmietnut’ vykonavanie klinického sku$ania. ak
nie sG splnené poziadavky na zacatie klinického
skugania, preruditt vykonavanie klinického
skusania, ktorého vykonavanie S$tatny ustav
pozastavil. alebo skon¢it” vykonavanie klinického
skugania, ktoré $tatny Gstav zrusil alebo zakazal;

e vykonavat' klinické sku3anie len pri dodrzani
ustanoveni zdkona o liekoch o ochrane ¢astnikov
klinického skusania. neplnoletych u&astnikov, ako
aj plnoletych ugastnikov nespdsobilych na pravne
ukony;

e odmietnut’ vykondvanie klinického skusania. ak
eticka komisia vyjadrila nesihlasné stanovisko ku
klinickému ska$aniu;

8.11

8.12

8.13

of the Product from the Principal Investigator.

The Trial Centre is obliged to arrange that the subject
of the clinical trial of the Product or its statutory
representative in the case of the incapability of the
subject to give his/her informed consent, will be able
to withdraw from the clinical trial of the Product at
any time and without any consequences. The Trial
Centre is obliged to arrange the information of the
subject or the statutory representative about the
aforesaid possibility.

In order to arrange the clinical trial of the Product, the
Trial Centre shall be obliged to take over the Product
from the Sponsor, respectively from the person
authorised by the Sponsor, in an ordinary manner and
in accordance with the Protocol, to manipulate with
the Product carefully, safely and in accordance with
the Protocol and to store it correctly in the
institutional pharmacy according to the Protocol. The
Product can only be dispensed and taken in
accordance with the Protocol and administered
exclusively to the subjects of the clinical trial. Unused
wrappings or partially used wrappings of the Product
shall be returned to the Sponsor. The Trial Centre is
obliged to arrange the keeping of the evidence on the
usage of the Product.

The Principal Investigator shall be responsible for the
conduct of the clinical trial of the Product at the Site.
The Trial Centre is obliged to arrange that the
Principal Investigator as well as other persons
participating in the clinical trial of the Product will
fulfil all duties and act in line with this Agreement,
the Protocol, the Act on Medicinal Products and other
legal regulations. The Trial Centre is in particular
obliged to ensure that the Principal Investigator will
fulfil the following duties:

e to acquaint him-/herself with the data contained
in the investigator's brochure prior to the
initiation of the clinical trial and to take such data
into account while informing the subject of the
clinical trial;

e to inform the subject of the clinical trial in an
ordinary way and to include only such subjects
into the clinical trial, who have given their
consent with their participation in the clinical
trial, this in writing or otherwise verifiable;

e to reject the conduct of the clinical trial, if the
requirements for the initiation of the clinical trial
are not fulfilled, to interrupt the conduct of the
clinical trial, the conduct of which has been
suspended by the State Institute or to terminate
the conduct of the clinical trial, which has been
terminated or prohibited by the State Institute;

e to undertake the clinical trial only if the
provisions of the Act on Medicinal Products
relating to the protection of the subjects of the
clinical trial, of under-aged subjects (minors) as
well as adult subjects incapable of legal actions
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e  zaistit' bezpe¢ni manipulaciu s Produktom a jeho
spravne uchovavanie;

e bezodkladne oznamovat' Sponzorovi kazdu
zavazni neoCakavanu udalost’, ak nebude. resp.
nebolo v povoleni klinického ski$ania uvedené
inak. a prijimat’ potrebné opatrenia na ochranu
Zivota a zdravia ucastnikov vratane pripadného
prerusenia klinického skusania;

e oznamit zaradenie Wcastnika do klinického
skusania s uvedenim &isla rozhodnutia o povoleni
klinického skuania a datumu zaradenia Gcastnika
do klinického skuSania zdravotnej poistovni
vykonavajicej verejné zdravotné poistenie
ucastnika bezodkladne po zaradeni ucastnika do
klinického skusania

e zabezpeCit najmenej 15 rokov uchovévanie
dokumentacie o klinickom skd$ani;

e zabezpeit dbovernost  vietkych informacii
tykajicich sa ucastnika klinického skisania;

e postupovat podl'a spravnej klinickej praxe.

Ak SkuSobné centrum obdrzi oznamenie alebo
informaciu. Ze Pracovisko alebo iné priestory, ktoré
maju vzt'ah ku klinickému sku$aniu Produktu. budu
predmetom kontroly/in§pekcie zo strany akéhokolvek
Statneho dradu alebo iného organu verejnej spravy,
najma §tatneho ustavu, ;je povinné bezodkladne o tom
informovat’ Sponzora. Skusobné centrum ;je nasledne
povinné informovat  Sponzora aj o priebehu
a zaveroch takejto kontroly/inpekcie. Ak bola takato
kontrola/in§pekcia vykonana bez ohlasenia. Skusobné
centrumje povinné bezodkladne informovat’ Sponzora
o vykonani kontroly/ in§pekcie a jej zaveroch.

Skusobné centrum je  povinné  zabezpecit
vyhodnotenie  vysledkov  klinického  sku$ania
Produktu, vratane vyhotovenia zavereCnej spravy
Hlavnym skusajicim a inych dokumentov potrebnych
na uspe$né ukoncéenie prislusnej fazy klinického
ski8ania. Tato dokumentacia musi obsahovat’ vsetky
potrebné daje a musi byt systematicky a metodicky
usporiadana tak, aby spiiala vietky podmienky
kladené pravnymi predpismi alebo prisluSnymi
Statnymi organmi na dokumentaciu tykajicu sa
klinického skuSania Produktu a potrebnu na ziskanie
rozhodnuti, povoleni a splnenie d’al§ich podmienok na
registraciu Produktu ako lieku ajeho uvedenie do
obehu.

Skagobné centrum zodpoveda Sponzorovi za $kodu
sposobent porudenim tejto Zmluvy, Protokolu, zakona
o liekoch alebo inych vieobecne zavidznych pravnych
predpisov, a to ¢i uZ spdsobenu umyselnym
konanim/opomenutim alebo z nedbanlivosti.
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are being observed;

e to refuse the conduct of the clinical trial, if the
ethics committee has given a disagreeing opinion
on the clinical trial;

e to ensure a safe manipulation with the Product
and a correct storage thereof;

e to inform the Sponsor without undue delay about
any serious adverse reaction, unless stipulated
otherwise in the approval of the clinical trial, and
to take necessary measures in order to protect the
life and health of the subjects, including eventual
interruption of the clinical trial;

e to notify the health insurance company carrying
out the public health insurance of the subject on
the subject’s enrolment into the clinical trial
immediately after his/her inclusion in the trial

e to ensure for at least 15 years the storage of
documentation relating to the clinical trial;

e to ensure the confidentiality of all information
relating to the subject of the clinical trial;

e  to proceed according to good clinical practice.

In case that the Trial Centre will obtain a notification
of or information about the fact that the Site or other
premises, which have a relation to the clinical trial of
the Product will be subject to a control/inspection of
any state authority or any other body of public
administration, in particular the State Institute, it shall
notify the Sponsor of the aforesaid without undue
delay. Subsequently, the Trial Centre is obliged to
inform the Sponsor about the process and the results
of such control/inspection. If such control/inspection
has been carried out without a prior announcement,
the Trial Centre shall inform the Sponsor without
undue delay about the performance of the
control/inspection and about its results.

The Trial Centre is obliged to arrange the assessment
of the results of the clinical trial of the Product,
including the execution of the final report by the
Principal Investigator and other documents necessary
for a successful termination of the respective phase of
the clinical trial. The aforesaid documentation has to
contain all necessary data and has to be arranged
systematically and methodically in order to fulfil all
conditions set forth by legal regulations or competent
state bodies with respect to documentation related to
clinical trial of the Product and necessary for the
obtaining of decisions, approvals and the fulfilment of
further conditions for the registration of the Product as
a medicinal product and its putting into circulation.

The Trial Centre shall be liable vis-a-vis the Sponsor
for damages caused by the breach of this Agreement,
the Protocol, the Act on Medicinal Products or other
generally binding legal regulations, whether caused by
an intended action/omission or by negligence.
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Clanok IX.
Postup pri niabore uéastnikov

Nabor ucastnikov klinického sku$ania Produktu
mozZno zacat’ aZ po zacati klinického ski3ania v stlade
s ¢lankom VI. tejto Zmluvy.

Ucastnika moZno zaradit do klinického skisania
Produktu na zaklade jeho sihlasu s u&astou na
klinickom skdsani prijatym dobrovolne po dékladnom
pouceni o cieli, vyzname. nasledkoch a rizikach
klinického sku$ania, na ktorom sa ma zucastnit, a po
podpisani tohto poucenia (d’alej len .informovany
sthlas™). Vzor informovaného suhlasu je uvedeny
v prilohe &. 4, ktord je neoddelitel'nou sticastou tejto
Zmluvy. Informovany suhlas musi mat® pisomni
formu suvedenim datumu podpisania a musi byt
podpisany uéastnikom sposobilym dat’ svoj sihlas; ak
ide o Ucastnika, ktory nieje sposobily dat’ svoj stihlas.
informovany suhlas musi byt podpisany jeho
zdkonnym zastupcom; ak ide o G¢astnika, ktory je
sposobily dat’ svoj suhlas. ale nie je schopny pisat,
moZe dat” svoj sthlas ustne v pritomnosti najmene;j
jedného svedka do zapisnice, ktord podpiSe pritomny
svedok.

Skasobné centrum v zastipeni Hlavnym skusajicim je
povinné zabezpedit', Ze klinické ski$anie Produktu sa
vo vztahu k jednotlivym Géastnikom bude vykonavat’
len vtedy, ak Ucastnik alebo jeho zdkonny zastupca
v pripade nesposobilosti ucastnika dat’” informovany
suhlas (i) porozumel po pohovore sHlavnym
skusajucim ciel'u klinického ska3ania. jeho rizikam.
nevyhodam a podmienkam, za ktorych sa bude
klinické skaSanie vykonavat. aosvojom prave
kedykolvek od klinického ska3ania odstapit,
a zaroveni (ii) dal informovany slhlas po poudeni
o povahe, vyzname, nasledkoch a rizikach klinického
skusania.

Skusobné centrum je povinné zabezpedit ochranu
neplnoletych Géastnikov klinického skisania v zmysle
§ 31 zakona o liekoch a plnoletych uUg&astnikov
nesposobilych na pravne ukony v zmysle § 32 zakona
o liekoch.

Clanok X.
Dohl’'ad Sponzora

Klinické skusanie Produktu sa bude vykonavat’ pod
stalym odbornym dohl'adom Sponzora.

Skusobné centrum je povinné umoznit” zamestnancom
Sponzora, resp. Splnomocneného zastupcu alebo inym
osobam. ktorych tym Sponzor alebo Splnomocneny
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Article 1X.
Procedure of the Recruitment of Subjects

The recruitment of subjects of the clinical trial of the
Product can only be initiated after the initiation of the
clinical trial according to Article VI. of this
Agreement.

The subject can be included into the clinical trial of
the Product on the basis of his’her consent with the
participation in the clinical trial, taken freely, after
being duly informed about the aim, significance,
implications and risks of the clinical trial, in which
he/she shall participate and after signing this
information (hereinafter referred to as the ./Informed
Consent*). A specimen of the Informed Consent is
attached to this Agreement as Annex No. 4, being an
inseparable part thereof. The Informed Consent has to
be made in writing, stating the date of its signing, and
signed by the subject being capable of give his/her
consent; if a subject is concerned, who is not capable
of giving his/her consent, the Informed Consent has to
be signed by his/her statutory representative; if a
subject is concerned, who is capable of giving his/her
consent, but is unable to write, he/she may give oral
consent in record in the presence of at least one
witness, whereas the record has to be signed by the
present witness.

The Trial Centre represented by the Principal
Investigator is obliged to arrange that the clinical trial
of the Product will be conducted with respect to
particular subjects only if the subject him-/herself or,
in the case of incapability of the subject to give the
Informed Consent, his/her statutory representative, (i)
understood, after a discussion with the Principal
Investigator, the aim of the clinical trial, its risks,
disadvantages and conditions under which the clinical
trial will be conducted, as well as of his/her right to
withdraw from the clinical trial at any time, and, at the
same time, (ii) gave the Informed Consent after being
informed about the nature, significance, implications
and risks of the clinical trial.

The Trial Centre is obliged to arrange the protection of
under-aged subjects of the clinical trial (minors)
pursuant to Article 31 of the Act on Medicinal
Products and of adult subjects incapable of legal
actions pursuant to Article 32 of the Act on Medicinal
Products.

Article X.
Supervision by the Sponsor

The clinical trial of the Product shall be conducted
under a constant professional supervision of the
Sponsor.

The Trial Centre is obliged to enable the employees of
the Sponsor, respectively of the Authorised Agent, or
other persons authorised by the Sponsor or the
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zastupca poveria, vykonavanie odborného dohladu
nad vykonavanim klinického skugania, a to kontrolou
Pracoviska a/alebo dokumentacie tykajucej sa
klinického sku$ania Produktu. Takéto osoby s0
povinné preukazat’ sa pisomnym poverenim udelenym
Sponzorom alebo Splnomocnenym zastupcom.

Sponzor a/alebo Splnomocneny zastupca budu
monitorovat’ priebeh klinického skuSania Produktu
vsulade s dohodnutym planom  monitorovania.
Zmluvné strany si dohodna terminy pravidelnych
podrobnych stretnuti za uéelom kontroly Pracoviska
a dokumentacie tykajicej sa klinického skusania
Produktu. konzultacie priebehu klinického skusania
Produktu a zistenych nalezov, ako aj priebeZnej
kontroly vypifiania prisluinych dokumentov v silade
s Protokolom. V pripade. Ze stretnutie nie je moZné
z objektivnych pricin uskuto¢nit, Skasobné centrum
je povinné informovat' otom Sponzora, resp.
Splnomocneného zastupcu najneskor 48 hodin vopred.

Skusobné centrum je povinné umoZnit® osobam
uvedenym v odseku 10.2 pocas prevadzkovej doby
pristup na Pracovisko aj na zaklade odévodneného
predo§lého upozomenia a zabezpelit' v tomto Case
pritomnost Hlavného skasajuceho, ktory bude
povinny odpovedat’ na vSetky otazky tykajice sa
priebehu klinického skuSania Produktu. Skusobné
centrum je povinné umozZnit' tymto osobam taktiez
rozhovor s G¢astnikmi klinického skisania Produktu.
Sponzor je povinny oznamit" vykonavanie dohladu
Skusobnému centru vopred minimalne 7 dni, tak aby
bolo moZné zabezpedit pritomnost Hlavného
skusajuceho.

SkaSobné centrum je taktieZ povinné poskytnut
osobam uvedenym v odseku 10.2 na poZiadanie
vSetky dokumenty tykajice sa klinického skusania
Produktu, vratane zaznamov o uéastnikoch klinického
skusania, ak to nie je v rozpore s ochranou osobnych
udajov. Za tymto ucelom je SkuSobné centrum
povinné zabezpetit' tymto osobam vhodné priestory
na preStudovanie dokumentov o klinickom skuSani
Produktu aumoznit im vyhotovit si ztychto
dokumentov kopie.

Skuasobné centrum je povinné zabezpetit', aby Hlavny
skusajuci alebo iné osoby, ktoré sa podielaji na
klinickom sku$ani Produktu, bezodkladne reagovali
na vSetky otazky apodnety vznesené zo strany
Sponzora, resp. Splnomocneného zastupcu.

Sponzor, resp. Splnomocneny zastupca uréi jedného
svojho zamestnanca ako koordinatora klinického
skusania Produktu, ktory bude pocas obvyklého
pracovného &asu k dispozicii Skasobnému centru
a Hlavnému sku$ajicemu za uéelom rieSenia otazok
vzniknutych pri klinickom skusani Produktu.
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Authorised Agent to carry out a professional
supervision of the conduct of the clinical trial, namely
through the control of the Site and/or the
documentation related to the clinical trial of the
Product. Such persons are obliged to identify
themselves by a written authorisation granted by the
Sponsor or the Authorised Agent.

The Sponsor and/or the Authorised Agent will monitor
the process of the clinical trial of the Product in
accordance with the agreed monitoring plan. The
Contracting Parties shall agree on the terms of regular
detailed meetings in order to control the Site and the
documentation related to the clinical trial of the
Product, to consult the process of the clinical trial of
the Product and the noticed findings as well as to
control continuously the filling in of the respective
documents in line with the Protocol. In case that the
meeting cannot take place by objective reasons, the
Trial Centre is obliged to inform about the aforesaid
the Sponsor, respectively the Authorised Agent, at the
latest 48 hours in advance.

The Trial Centre is obliged to enable the persons
specified in paragraph 10.2 to access the Site during
operation hours also on the basis of a prior justified
notice and to arrange the presence of the Principal
Investigator during the aforesaid time period, who
shall answer all questions related to the process of the
clinical trial of the Product. The Trial Centre is
obliged to enable the aforesaid persons to interview
the subjects of the clinical trial of the Product. The
Sponsor is obliged to notify the Trial Centre about the
surveillance at least 7 days in advance in order to
ensure the presence of the Principal Investigator.

The Trial Centre is also obliged to provide the persons
specified in paragraph 10.2 upon request with all
documents related to the clinical trial of the Product,
including records on the subjects of the clinical trial,
provided this is not contrary to personal data
protection. In connection with the aforesaid, the Trial
Centre is obliged to arrange for the aforesaid persons
suitable premises for the purpose of the study of
documents related to the clinical trial of the Product
and enable them to make copies from such
documents.

The Trial Centre is obliged to arrange that the
Principle Investigator or other persons that are
participating in the clinical trial of the Product will
immediately respond to the questions and suggestions
raised by the Sponsor, respectively the Authorised
Agent.

The Sponsor, respectively the Authorised Agent will
appoint one of its employees as the coordinator of the
clinical trial of the Product, who will be at the
disposal of the Trial Centre and the Principal
Investigator during the usual working time in order to
solve the questions that have arisen in the course of
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Clanok XI.
Vedenie a uchovavanie dokumentacie

Skasobné centrum je povinné zabezpedit' riadne
vedenie dokumentacie o klinickom sk3ani Produktu.
ako aj plnenie informaénych povinnosti v sulade s
Protokolom. Sku3obné centrum je povinné zabezpetit
vyhotovovanie a uchovavanie kompletnych a spravne
vyplnenych pisomnych zaznamov, sprav a udajov
stvisiacich s klinickym sku$anim Produktu podl'a
Protokolu.

Skusobné centrum je povinné zabezpelit pripravu,
kontrolu spravnosti a uplnosti vsetkych originalov
formularov pre zaznamy o subjektoch skusania (tzv.
CRFs — Case Report Forms) (dalej len . formuldr.
CRF*) za kazdého ucastnika klinického skusania
Produktu. Udaje vo formularoch CRF sa vypliiaju po
kazdej prehliadke G¢astnika klinického skusania
avypliat' si ich opridvnené iba poverené osoby
Skasobného centra uvedené v podpisovom poriadku,
ktory musi byt Sponzorovi vzdy k dispozicii.
Skuasobné centrum je povinné zabezpelit' dorudenie
vyplnenych formularov CRF Sponzorovi najneskor do
14 dni od poslednej navstevy posledného ucastnika
klinického skuSania Produktu alebo na odévodnenu
ziadost' Sponzora kedykolvek pocas klinického
skuSania, ato po  riadnom skontrolovani
vierohodnosti, spravnosti a Gplnosti idajov uvedenych
v tychto formularoch.

Skusobné centrum je povinné zabezpelit, aby Hlavny
skusajuci uchovaval zoznam identifikaénych kodov
ucastnikov klinického sksania Produktu najmenej 15
rokov po skonleni alebo prerueni klinického
skuSania Produktu, a zabezpelit. aby sa zdravotnd
dokumentacia Ucastnikov, vratane formuliarov CRF,
ako aj ostatné zakladné udaje uchovavali
v SkuSobnom centre najmenej 15 rokov po skonceni
klinického skG$ania Produktu alebo preruseni
klinického skusania Produktu. Pocas tejto doby je
Skusobné centrum povinné informovat® Sponzora

okazdom premiestneni. poskodeni, strate alebo
nahodnom  zniCeni  akejkol'vek  dokumentacie
oklinickom  sku$ani. Nosi¢e na  uloZenie

dokumentacie musia byt také, aby sa dokumentacia
v plnom rozsahu zachovala a bola Citatelna pocas
celej lehoty uloZenia a aby sa mohla na poziadanie
poskytnut’ prisluSnym organom.

Clanok XII.
Oznamovanie
zavaznych neziaducich udalosti a u¢inkov

Skugobné centrum je povinné zabezpelit,, aby Hlavny
skusajici v sulade s Protokolom bezodkladne oznamil
Sponzorovi a zdravotnej poistovni u€astnika skusania
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the clinical trial of the Product.

Article XI.
Management and Storage of Documentation

The Trial Centre is obliged to arrange an ordinary
management of the documentation related to the
clinical trial of the Product as well as the fulfilment of
information duties according to the Protocol. The
Trial Centre is obliged to arrange the elaboration and
storage of complete and duly filled in written records,
reports and data related to the clinical trial of the
Product according to the Protocol.

The Trial Centre is obliged to arrange the preparation,
control of the accuracy and completeness of all
originals of case report forms on the subjects
(hereinafter referred to as ,,CRFs™) for each subject of
the clinical trial of the Product. The data in CRFs shall
be filled in after each examination of the subject of the
clinical trial of the Product. The CRFs can only be
filled in by authorised persons of the Trial Centre
listed in the signature order, which has to be at the
disposal of the Sponsor at any time. The Trial Centre
is obliged to arrange the delivery of filled-in CRFs to
the Sponsor at the latest within 14 days following the
last visit of the last subject of the clinical trial of the
Product or upon a justified request of the Sponsor at
any time in the course of the clinical trial, this after an
ordinary check of the authenticity, accuracy and
completeness of data contained in the CRFs.

The Trial Centre is obliged to arrange that the
Principal Investigator will store the list of
identification codes of the subjects of the clinical trial
of the Product for at least 15 years following the
termination or interruption of the clinical trial of the
Product and arrange that the medical documentation
of the subjects, including the CRFs as well as other
basic data will be stored at the Trial Centre for at least
15 years following the termination of the clinical trial
of the Product or interruption of the clinical trial of the
Product. During the aforesaid time period the Trial
Centre shall be obliged to inform the Sponsor about
any relocation, damage, loss or accidental destruction
of any documentation related to the clinical trial. The
carriers for the storage of the documentation have to
be such as to ensure that the documentation will be
fully preserved and readable during the entire storage
period and that it will be possible to provide the
documentation upon request to the competent
authorities.

Article XII.
Notification of
Serious Adverse Events and Reactions

The Trial Centre is obliged to arrange that the
Principal Investigator shall, in accordance with the
Protocol immediately notify the Sponsor and the
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kazdi  zdvazni  neZiaducu udalost  a kazdy
neoCakavany zavazny neZiaduci u¢inok (§ 41 ods.2
a3 a § 44 ods. h zdkona o liekoch) okrem tych, ktoré
st uvedené v Protokole alebo v prirucke pre
skudajuiceho  ako  nevyZadujuce  bezodkladné
oznamenie. V tejto shvislosti je Skidobné centrum
taktiez povinné zabezpecit, aby po oznameni Hlavny

skudajuci poslal Sponzorovi podrobnli pisomni
spravu o zistene] zivaznej neziaducej udalosti.
Voznameni avpisomnej sprave sa ucastnici

identifikuji podl'a kédového &isla.

Skusobné centrum je d'alej povinné zabezpelit, aby
neziaduce udalosti a vysledky analyz, ktoré nespliaju
normy definované v Protokole a su povaZované za
rozhodujiice pre hodnotenie bezpeénosti, Hlavny
sktidajici oznamoval Sponzorovi v lehotach uréenych
v Protokole.

V pripade umrtia Ucastnika je Ska$obné centrum
povinné zabezpelit, aby Hlavny skuSajuci poskytol

Sponzorovi aetickej komisii vSetky pozadované
informécie.

Sponzor je povinny viest register vSetkych
neziaducich udalosti. ktoré mu oznamil Hlavny

sktsajuci.

Skuasobné centrum je povinné zabezpedit', aby Hlavny
skusajici informoval Sponzora v primeranej lehote aj
v pripade vyskytu inych neZiaducich udalosti a
neziaducich G¢inkov.

V pripade vyskytu akychkol'vek neziaducich udalosti
a neziaducich uc¢inkov Skusobné centrum zabezpeci.
aby Hlavny skusajuci alebo ind poverena osoba
zodpovedala na otazky Sponzora tykajuce sa tychto
javov a vpripade potreby zabezpecila dopliiujice
informacie.

Zmluvné strany kontatujl, Ze pri hlaseni neZiaducich
udalosti a dc¢inkov sa bude postupovat aj v sulade
s platnym metodickym pokynom $titneho ustavu
.Neziaduca udalost/reakcia pri klinickom skdsani -
poziadavky na hlasenie v Slovenskej republike®.
Skusobné centrum je preto povinné zabezpecit, aby
hlasenia Sponzorovi mali néleZitosti a boli v sulade
stymto metodickym pokynom tak. aby Sponzor
mohol plnit" svoje oznamovacie povinnosti v zmysle
¢lanku 14.11 tejto Zmluvy.

Clanok XIII.
Pred¢asné ukoncenie klinického skusania

Sponzor je opravneny kedykolvek pisomne
pozadovat' preruienie alebo pred¢asné ukoncenie
klinického skid3ania Produktu. Skusobné centrum je
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health insurance company of the trail subject of any
serious adverse event and any unexpected serious
adverse reaction [Article 41(2)(3) and Article 44(h)
of the Act on Medicinal Products], except for those,
which the Protocol or the investigator's brochure
identifies as not requiring immediate reporting. In this
connection, the Trial Centre shall also be obliged to
arrange that after reporting the Principal Investigator
will send to the Sponsor a detailed written report on
the noticed serious adverse event. In the reporting as
well as in the written follow-up report the subjects
shall be identified by the code number.

Furthermore, the Trial Centre is obliged to arrange
that the Principal Investigator will report to the
Sponsor within the time periods specified in the
Protocol adverse events and results of the analyses,
which do not fulfil the specifications defined in the
Protocol and are considered as being decisive for
safety evaluation.

In case of death of a subject the Trial Centre is
obliged to arrange that the Principal Investigator will
provide the Sponsor and the ethics committee will all
required information.

The Sponsor is obliged to keep a register of all
adverse events that have been reported by the
Principal Investigator.

The Trial Centre is obliged to arrange that the
Principal Investigator will report to the Sponsor
within an adequate time period also in the case of
occurrence of other adverse events and adverse
reactions.

In case of the occurrence of any adverse events and
adverse reactions the Trial Centre shall arrange that
the Principal Investigator or any other authorised
person will respond to the questions of the Sponsor
relating to those cases and, if necessary, ensure
additional information.

The Contracting Parties state that while reporting
adverse events and reactions the valid Methodical
Instruction of the State Institute “Adverse
event/reaction in a clinical trial - Reporting
requirements in the Slovak Republic” shall be
followed. Therefore, the Trial Centre is obliged to
arrange that the reports addressed to the Sponsor will
meet all requirements and will be in accordance with
the aforesaid methodical instruction so that the
Sponsor will be capable of fulfilling its notification
duties pursuant to Article 14.11 of this Agreement.

Article XIII.
Premature Termination of the Clinical Trial

The Sponsor is entitled to require in writing at any
time the interruption or premature termination of the
clinical trial of the Product. The Trial Centre is
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povinné zabezpelit bezodkladné prerusenie alebo
predcasné ukoncenie klinického skusania Produktu na
zaklade takejto poZiadavky Sponzora.

Skusobné centrum moZze kedykolvek prerusit
vykonavanie klinického skisania Produktu. ak je o to
poziadané prisluSnou etickou komisiou alebo ak
existuji dovody pre ohrozenie Zivota alebo zdravia
ucastnikov klinického ski3ania. Z inych dévodov je
SkisSobné centrum opravnené preruit’ vykonavanie
klinického skuSania Produktu len vtedy. ak je to
stanovené v tejto Zmluve, Protokole, zakone o liekoch
alebo inom v§eobecne zavdznom pravnom predpise.

Clanok XIV.
Povinnosti Sponzora

Sponzor je zadavatel'om klinického skiG$ania Produktu
v zmysle § 29 ods. 10 zakona o liekoch.

Sponzor je povinny ziskat pred zaCatim klinického
skusania Produktu stanovisko etickej komisie k etike
klinického skusania Produktu a povolenie klinického
skusania Produktu. Sponzor je povinny pocas trvania
klinického skuSania Produktu dodrziavat’ ustanovenia
zakona o liekoch tykajuce sa povolovania klinického
skusania ajeho =zmien, pozastavenia klinického
skusania a zakazania klinického sku$ania.

Sponzor poskytne SkuSobnému centru prirucku pre
skisajiiceho obsahujucu subor vysledkov a zaverov
farmaceutického skisania a toxikologicko-
farmakologického ski$ania a doteraz vykonaného
klinického sku3ania skGsaného Produktu, ktoré si
dolezité pre klinické skusanie Produktu na Eloveku.
Sponzor je povinny prirucku skugajuceho aktualizovat’
najmenej raz rocne.

Sponzor je povinny ustanovit’ osobu zodpovednt za
zabezpeGovanie kvality pri vyrobe a dovoze Produktu
a zabezpecit' plnenie Gloh. ktoré musi tato osoba plnit’
v zmysle zakona o liekoch alebo inych vseobecne
zavidznych pravnych predpisov.

Sponzor je povinny viest podrobny register vietkych
neZiaducich udalosti, ktoré mu oznamil Hlavny
skuajuci a oznamovat' Statnemu Uustavu a etickej
komisii vietky podozrenia na neoCakdvané zavazné
neZiaduce ucinky.

Sponzor je povinny uhradit’ vSetky ndklady spojené s
klinickym skuSanim vratane ndkladov spojenych s
uzavretim osobitnej zmluvy o poisteni zodpovednosti
Skusobného centra za Skodu vzniknutd ucastnikovi a
nakladov spojenych s liecbou komplikacii alebo
pripadnych  trvalych  nésledkov  vzniknutych
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obliged to arrange an immediate interruption or
premature termination of the clinical trial of the
Product on the basis of such request of the Sponsor.

The Trial Centre is entitled to interrupt the conduct of
the clinical trial of the Product at any time, if it is
requested by the relevant ethics committee or if there
are reasons for the threat of life or health of the
subjects of the clinical trial of the Product. The Trial
Centre is entitled to interrupt the conduct of the
clinical trial of the Product by other reasons, only if
specified in this Agreement, the Protocol, the Act on
Medicinal Products or other generally binding legal
regulation.

Article X1V.
Duties of the Sponsor

The Sponsor is the principal (client) of the clinical
trial of the Product pursuant to Article 29(10) of the
Act on Medicinal Products.

Prior to the initiation of the clinical trial of the Product
the Sponsor is obliged to obtain an opinion of the
ethics committee with respect to the ethics of the
clinical trial of the Product and the approval of the
clinical trial of the Product. In the course of the
clinical trial of the Product the Sponsor is obliged to
observe the provisions of the Act on Medicinal
Products relating to the approval of the clinical trial
and changes thereof, the suspension of the clinical
trial and the prohibition of the clinical trial.

The Sponsor will provide the Trial Centre with the
investigator’s brochure containing collection of results
and conclusions of the pharmaceutical trial and the
toxicologically-pharmaceutical trial and the clinical
trial of the tested Product conducted so far that are
important for the clinical trial of the Product on
humans. The Sponsor is obliged to update the
investigator’s brochure at least once in a year.

The Sponsor is obliged to appoint a person, who will
be responsible for the assurance of quality in the
course of production and import of the Product and
arrange the fulfilment of tasks that have to be fulfilled
by this person pursuant to the Act on Medicinal
Products or other generally binding legal regulations.

The Sponsor is obliged to keep a detailed register of
all adverse events that have been reported by the
Principal Investigator and to report to the State
Institute and the ethics committee all suspicions of
unexpected serious adverse reactions.

The Sponsor is obliged to bear all costs connected
with the clinical trial, including the costs connected
with the conclusion of the special agreement on the
insurance of the liability of the Trial Centre for
damages caused to the subject and costs connected
with the treatment of complications and eventual
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v dosledku klinického sku$ania.

Sponzor je povinny  poskytnitt  Hlavnému
skusajocemu prostrednictvom SkaSobného centra
vsulade s Protokolom Produkt. ktory musi byt
vyrobeny v silade so zdsadami spravnej vyrobnej
praxe a musi uchovavat jeho vzorku.

Sponzor je povinny zabezpetit zmluvné poistenie
ucastnika klinického skusania Produktu pre pripad
$kody vzniknutej na zdravi v dosledku klinického
ska$ania. Sponzor v tejto savislosti uzatvoril dia
18.2.2016 s poistoviiou HDI Versicherung AG
zmluvu o poisteni GCastnika klinického skagania

Produktu (poistna zmluva ¢&. 04001687), ktora
pokryva 8$kody vzniknuté na zdravi spdsobené
farmaceutickymi  vyrobkami  pouZitymi  pocas

klinického ska3ania. Poistenie pokryva taktiez $kody
spdsobené opatreniami na tele Gcastnika klinického
skasania, ktoré boli vykonané pocas klinického
skasania Produktu. Poistenie pokryva $kody celkovo
do vysky 400 000,- EUR na jedného ucastnika
skasania. Kopia poistnej zmluvy je ako priloha &. 5
neoddeliteI'nou sicastou tejto Zmluvy.

Sponzor je povinny postupovat podl'a zasad spravnej
klinickej praxe.

Sponzor je povinny zabezpeCit vykondvanie
odborného dohl'adu poverenou osobou nad priebehom
klinického skasania (€lanok X. Zmluvy).

Sponzor je povinny informovat vietkych skusajacich
o zistenych neofakavanych zavaznych neziaducich
uc¢inkoch Produktu.

Sponzor je povinny oznamovat S§tatnemu Gstavu a
etickej komisii

e navrh na zmenu adajov v Protokole;
opatrenia Gradov cudzich Statov vzt'ahujice sa na
skasany Produkt;

e prerudenie klinického skasania a dovody jeho
prerusenia,

e bezodkladne akdkolvek novi  skuto&nost’
tykajicu sa priebehu klinického skasania alebo
vyvoja Produktu a prijaté opatrenia na ochranu
ucastnikov pred bezprostrednym
nebezpecenstvom,;

e do siedmich dni vietky dolezité informacie
tykajuce sa podozrenia na neoakdvané zavazné
neZiaduce G¢inky Produktu, ktoré spdsobili alebo
by mohli spdsobit” smrt’; do d'alich 6smich dni
predloZit” pisomna spravu o tych skuto¢nostiach;

e do 15 dni podozrenia na ostatné neocakdvané
zavazné neziaduce G¢inky Produktu odo dia, ked’
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chronic implications that have arisen as a result of the
clinical trial..

The Sponsor is obliged to provide the Principal
Investigator with the Product through the Trial Centre
in accordance with the Protocol. The Product has to be
produced in compliance with the principles of good
production practice. The Sponsor must store a sample
of the Product.

The Sponsor is obliged to arrange the contractual
insurance of the subject of the clinical trial of the
Product for the case of damages caused to health as a
consequence of the clinical trial. In this connection,
the Sponsor has concluded an agreement on the
insurance of the subject of the clinical trial of the
Product (Policy No. 04001687) with the insurance
company HDI Versicherung AG as of 18 Feb 2016
that covers damages caused to health by
pharmaceutical products used during the clinical trial.
The insurance also covers damages caused by
measures carried out on the body of the subject of the
clinical trial of the Product in the course of the clinical
trial of the Product. The insurance covers damages up
to a total amount of EUR 400 000 per trial subject. A
copy of the insurance agreement is attached to this
Agreement as Annex No. 5. being an inseparable part
thereof.

The Sponsor is obliged to proceed according to the
principles of the good clinical practice.

The Sponsor is obliged to arrange the performance of
professional supervision of the process of the clinical
trial by an authorised person (Article X. of the
Agreement).

The Sponsor is obliged to inform all investigators
about determined unexpected serious adverse
reactions of the Product.

The Sponsor is obliged to report to the State Institute
and the ethics committee

e the proposal for changes of data in the Protocol;

¢ the measures of authorities of foreign countries
related to the tested Product;

e the interruption of the clinical trial and reasons
for its interruption;

e immediately any new fact related to the process
of the clinical trial or the development of the
Product and the measures taken for the protection
of subjects against imminent danger;

e within 7 days all important information related to
suspicions of unexpected serious adverse
reactions of the Product that have caused or could
cause death; within further 8 days a written report
on such facts has to be submitted;

e within 15 days following the day the Sponsor has
learned them, the suspicions of other unexpected
serious adverse reactions of the Product;



sa Sponzor o nich dozvedel;

¢ do 90 dni skonéenie klinického ski$ania; ak sa
klinické skisanie skonéilo predasne. tato lehota
sa skracuje na 15 dni a pri¢iny pred¢asného
skoncenia sa musia odévodnit’;

e pocas trvania klinického skd3ania raz rocne
zoznam vietkych podozreni na zavazné neziaduce
ucinky Produktu, ktoré sa vyskytli pocas tohto
obdobia, a spravu o bezpe€nosti uastnikov
klinického skusania Produktu.

14.13 Sponzor plni nasledovné povinnosti vzdy samostatne

a poverenie Splnomocneného zastupcu obsiahnuté
v tejto Zmluve sa nevzt'ahuje na:

e povinnost ustanovit osobu zodpovednu za
zabezpecovanie kvality pri vyrobe a dovoze
Produktu uvedena v ¢lanku 14.4;

e povinnost uhradit’ vSetky naklady spojené
s klinickym skiSanim uvedena v ¢lanku 14.6;

e povinnost poskytnut’ Hlavnému sku$ajucemu
prostrednictvom SkuSobného centra v sulade
s Protokolom Produkt uvedena v ¢lanku 14.7;

e povinnost  zabezpeCitt zmluvné poistenie
ucastnika klinického skuSania Produktu pre
pripad Skody vzniknutej na zdravi v désledku
klinického skiusania uvedena v ¢lanku 14.8;

e povinnost uhradit odmenu za zabezpecenie
klinického skusania uvedena v ¢lanku XVIL.

14.14 Sponzor sa zavidzuje odSkodnit™ SkiSobné centrum

v pripade uplatnenia akychkolvek narokov,
odskodného, strat anakladov v dosledku (i)
akéhokol'vek poruSenia tejto Zmluvy na strane
Sponzora alebo jeho zastupcu: alebo (ii) nedbalého
alebo umyselného konania alebo nekonania na strane
Sponzora vratane jeho predstavitel'ov, zamestnancov,
dodavatelov a personalu Sponzora, iii) vratane
sudnych poplatkov aopodstatnenej odmeny pre
pravneho zastupcu, ktoré vzniknu dosledkom alebo
vyplynu z alebo v suvislosti s akymkol'vek narokom.
konanim alebo postupmi uplatnenymi tretimi osobami,
ktoré suvisia s akymkolvek nedodrzanim platnych
pravnych poziadaviek a z tejto Zmluvy.

14.15 Sponzor sa zavizuje Skasobné centrum odSkodnit

a zbavit’ zodpovednosti za akékol'vek vznesené naroky
zo strany tretich subjektov na nahradu (i) nakladov
spojenych s liebou komplikacii a pripadnych trvalych
nasledkoch na zdravi vzniknutych subjektom
v dosledku klinického skusania (ii) $kody sposobenej
subjektu, ak v suvislosti snim doslo k poskodeniu
zdravia alebo umrtiu subjektu, ato v rozsahu
nepokrytom poistnym plnenim, ato vratane sidnych
poplatkov a opodstatnenej odmeny pre pravneho
zastupcu. ktoré vznikni désledkom alebo vyplyni
z alebo v suvislosti s akymkol'vek narokom, konanim

e within 90 days the termination of the clinical
trial; if the clinical trial has terminated
prematurely, the aforesaid time period is
shortened to 15 days and the reasons for the
premature termination have to be explained;

e  during the process of the clinical trial once in a
year a list of all suspicions of serious adverse
reactions of the Product that have arisen during
this time period and a report on the safety of the
subjects of the clinical trial of the Product.

14.13 The Sponsor shall fulfil the following duties always
independently and the authorisation of the Authorised
Agent contained in this Agreement shall not apply to:

e the duty to appoint a person responsible for the
assurance of safety in the course of production
and import of the Product specified in Article
14.4;

e the duty to bear all costs connected with the
clinical trial specified in Article 14.6;

¢ the duty to provide the Principal Investigator with
the Product through the Trial Centre in
accordance with the Protocol specified in Article
14.7;

e the duty to arrange the contractual insurance of
the subject of the clinical trial of the Product for
the case of damages caused to health as an
implication of the clinical trial specified in Article
14.8;

e the duty to pay the remuneration for the
arrangement of the clinical trial specified in
Article XVIIL.

14.14 The Sponsor undertakes to compensate the Trial Site
in the event of any claims, indemnifications, losses or
expenses arising from (i) a breach of this Agreement
by the Sponsor or its representative; or (ii) negligence
or wilful conduct or misconduct on the part of the
Sponsor, including its representatives, employees,
Suppliers and Sponsor’s personnel, iii) including the
court fees and reasonable compensation of a legal
representative that will arise as a result or out of or in
relation to any claim whatsoever, action or practices
alleged by a third party related to any non-compliance
with valid laws and from this Agreement.

14.15 The Sponsor undertakes to compensate the Trial Site
and hold it harmless from any third party subjects’ claims for
compensation of (i) the costs associated with the treatment of
complications and potential permanent consequences on the
health of a subject as a result of the clinical trial (ii) damages
caused to the subject, if as a result of thereof a physical
injury or death of the subject occurred, within the extent not
covered by the insurance coverage, including the court fees
and reasonable compensation of a legal representative that
will arise as a result or out of or in relation to any claim
whatsoever, action or practices alleged by a third party
related to any non-compliance with valid laws and from this



alebo postupmi uplatnenymi tretimi osobami, ktoré
suvisia s akymkol'vek nedodrzanim platnych pravnych
poziadaviek a z tejto Zmluvy; vzdy za predpokladu, ze
Studijny liek bol podany SkuSobnym centrom
v prisnom siilade s protokolom skusania..

14.16 Sponzor sa zavizuje, Ze neuzavrie samostatni zmluvu
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tykajicu sa klinického sku$ania alebo jeho <asti
s Hlavnym skuaSajucim alebo s ktorymkol'vek ¢lenom
skdsajiceho personalu. Zaroveil zabezpeci, aby na
zaklade nim udelenej plnej moci nebola takato zmluva
uzavretd ani medzi Hlavnym skid$ajicim alebo
s ktorymkol'vek  ¢lenom  ska$ajuceho  personalu
a akymkol'vek zastupcom Sponzora.

Clanok XV.
Ochrana dusSevného vlastnictva
a zverejiiovanie udajov

Vsetky dokumenty, protokoly, udaje, postupy, know-
how, procesy, vzorce, déverné informacie a materialy

poskytnuté  Sponzorom, resp. Splnomocnenym
zastupcom  SkuSobnému  centru  alebo  jeho
zamestnancom/personalu v suvislosti s klinickym

skusanim Produktu ostavaju vo vyluénom vlastnictve
Sponzora. Uvedené plati aj pre formulare CRF,
konetné spravy alebo pripadné iné vysledky
klinického sku$ania.

Vietky vysledky tvorivej duSevnej &innosti. ktoré
Skusobné centrum alebo jeho zamestnanci/personal
vytvoria v sivislosti so svajou &innostou v zmysle
tejto Zmluvy, si taktiez vyluénym vlastnictvom
Sponzora.

Kazdy novy objav alebo vynalez, ku ktorému doslo
pocas vykonavania klinického skui$ania Produktu patri
vyluéne Sponzorovi, ato bez ohladu na to, &i je
patentovatelny alebo nie. V pripade vysledkov
klinického skdSania chranenych autorskym pravom
patri Sponzorovi vyluéné a ni¢im neobmedzené pravo
tieto vysledky ¢&innosti vyuzivat' a zhodnocovat, ato
v akejkol'vek forme ana akykoPvek ucel. Vyluéné
pravo pouzivat' a zhodnocovat’ vysledky klinického
skugania Produktu bude trvat’ aj po ukon&eni platnosti
tejto Zmluvy. Uvedené sa vztahuje aj na pravo
Sponzora udelit’ licenciu tretej osobe. Zmluvné strany
sa dohodli. Zze vietky majetkové prava k vysledkom
klinického skusania chranenym autorskym pravom sa
automaticky prevadzaji na Sponzora. SkudSobné
centrum, ako ani Ziaden z jeho zamestnancov ¢&i inych
pracovnikov nema Ziaden pravny narok na dodato¢ni
kompenzaciu za udelenie uzivatel'skych
a zhodnocovacich  prav ~ Sponzorovi.  Odmena
dohodnuta v &lanku XVII. tejto Zmluvy sa povazuje
za dostatodnii odmenu za udelenie prav pouzivat
a zhodnocovat’ vysledky ¢innosti.

Agreement; always provided that the study drug was
administered by the Trial Site in strict compliance with the
study protocol.

14.16 The Sponsor undertakes not to execute a separate
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agreement related to the clinical trial or its part with
the Principal Investigator or any other member of the
investigational staff. At the same time the Sponsor will
ensure that such agreement will not be executed
between the Principal Investigator or any member of
the investigational staff and any representative of the
Sponsor based on the power of attorney granted by the
Sponsor.

Article XV,
Protection of Intellectual Property
and Data Publication

All documents, protocols, data, know-how, methods,
operations, formulas, confidential information and
materials provided to the Trial Centre or its
employees/personnel by the Sponsor, respectively by
the Authorised Agent, in connection with the clinical
trial of the Product shall remain in the exclusive
ownership of the Sponsor. The aforesaid shall also
apply to CRFs, final reports or potential other results
of the clinical trial.

All results of creative intellectual activity, which will
be created by the Trial Centre or by its
employees/personnel in  connection with their
activities pursuant to this Agreement, shall also be
owned exclusively by the Sponsor.

Each new discovery or invention which has been
made during the conduct of the clinical trial of the
Product shall belong exclusively to the Sponsor,
regardless whether the discovery or the invention is
patentable or not. In case of results of the clinical trial
protected by copyright the Sponsor shall have the
exclusive and absolute right to use and utilize these
results of activity in any form and for any purpose.
The exclusive right to use and utilize the results of the
clinical trial of the Product shall survive the
termination of this Agreement. The aforesaid shall
also apply to the right of the Sponsor to grant a
licence to a third person. The Contracting Parties have
agreed that all property rights to the results of the
clinical trial protected by copyright shall be
automatically transferred to the Sponsor. Neither the
Trial Centre, nor any of its employees or other
members of the staff do have a legal claim for an
additional compensation for granting the user and
utilization rights to the Sponsor. The remuneration
agreed in Article XVII. of this Agreement shall be
considered as a sufficient remuneration for granting of
rights to use and utilize the results of activities.
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Na Ziadost” Sponzora je SkuSobné centrum povinné
podpisat, resp. zabezpecit podpisanie akychkol'vek
nevyhnutnych dokumentov alebo vykonat, resp.
zabezpedit' vykonanie akychkol'vek inych ikonov
potrebnych na bezodplatny prevod prav dusevného
vlastnictva na Sponzora, ak by sa zakychkolvek
dovodov nestal ich majitel'om priamo.

SkuSobné centrum je povinné zabezpelit' riadne,
uplné a bezodkladné zdokumentovanie akéhokol'vek
vyndlezu, diela v zmysle autorského prava. objavu.

pozorovania podstatného pre cinnost Sponzora,
skusenosti, zlepSenia a know-how, obchodného
tajomstva, ako aj technickych aobchodnych

informacii, ktoré s tymito predmetmi suvisia, pokial
suvisia s klinickym sku$anim Produktu. SkuSobné
centrum je povinné tito dokumentaciu aktualizovat’
pocas celej doby platnosti tejto Zmluvy. SkuSobné
centrum je povinné informovat' Sponzora o zmenach
v oblasti predmetov duSevného vlastnictva najneskor
do dvoch tyzdiiov od takejto zmeny a zabezpecit,, aby
Sponzor mohol tieto vyuZit pre svoje zamery.
Skusobné centrum je povinné zabezpetit, aby
akékol'vek zistenia suvisiace s klinickym skds$anim
Produktu boli poskytnuté Sponzorovi.

Akakol'vek publikacia alebo oficidlna prezentécia
tykajica sa klinického skusania Produktu alebo jeho
vysledkov sa bude povazovat sa spolocné dielo
Hlavného skisajuceho (pripadne inych skusajucich)
a prisluSnych  pracovnikov  Sponzora. V pripade
potreby Sponzor a skuSajici upravia vykonavanie
autorskych prav osobitnou dohodou.

Zmluvné strany sa dohodli. Ze publikacie alebo
oficidlne prezenticie tykajice sa klinického skusania
Produktu alebo jeho vysledkov sa mdzu po prvykrat
uskuto¢nit’ iba po dohode so Sponzorom. Pri
multicentrickom  klinickom skd$ani musi prva
publikacia vychadzat’ z iidajov vetkych centier.

Sponzor musi obdrzat” ndvrh kaZdej publikacie alebo
prezentacie tykajucej sa klinického skusania Produktu
alebo jeho vysledkov (nielen prvej) vZdy vopred, a to
najmenej 45 pracovnych dni pred predloZenim
publikacie/prezentacie do odborného ¢asopisu a
najmenej 15 pracovnych dni vopred v pripade ustnej

alebo inej publikacie/prezenticie. Sponzor je
opravneny  skontrolovat  spravnost  informécii
uvedenych v ndvrhu  publikicie/prezenticie a

poZadovat’ jeho zmeny (v snahe zabranit' pripadnym
nezrovnalostiam medzi publikdciou/prezentaciou a
udajmi  komunikovanymi kompetentnym S$tatnym
organom), overit' zachovanie obchodného tajomstva
aochrany osobnych udajov, ako aj Ziadat o
poskytnutie dopliiujucich informacii.
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Upon the request of the Sponsor, the Trial Centre shall
be obliged to sign or arrange the signing of any
necessary documents or carry out or arrange the
carrying out of any other acts necessary for a
gratuitous transfer of rights to intellectual property to
the Sponsor, if the Sponsor would not directly become
the owner thereof by any reason whatsoever.

The Trial Centre is obliged to arrange an ordinary,
complete and immediate documentation of any
invention, work pursuant to copyright, discovery,
observation substantial for the activities of the
Sponsor, experience, betterment and know-how, trade
secret as well as technical and commercial
information relating to the aforesaid objects, if
connected with the clinical trial of the Product. The
Trial Centre is obliged to update the aforesaid
documentation during the entire time period of the
validity of this Agreement. The Trial Centre is obliged
to inform the Sponsor about changes in the area of
objects of intellectual property at the latest within 2
weeks following such change and arrange that the
Sponsor will be able to use them for its intentions.
The Trial Centre is obliged to arrange that any
findings related to the clinical trial of the Product will
be provided to the Sponsor.

Any publication or formal presentation related to the
clinical trial of the Product or its results will be
considered as a joint work of the Principal
Investigator (and other investigators) and the
respective personnel of the Sponsor. If needed, the
Sponsor and the investigators shall regulate the
exercise of copyright by a separate agreement.

The Contracting Parties have agreed that the
publications or formal presentations related to the
clinical trial of the Product or its results can be
presented for the first time only upon an agreement
with the Sponsor. In case of multi-centre trials the first
publication must be based on data from all centres.

The Sponsor must always receive a proposal of each
publication or presentation related to the clinical trial
of the Product or its results (not only the first one) in
advance, however, at least 45 working days prior to
the submission of the publication/presentation to a
professional journal and at least 15 working days in
the case of an oral or other publication/presentation.
The Sponsor is entitled to verify the accuracy of the
information contained in the proposal of the
publication/presentation and demand its changes (with
the aim to avoid potential discrepancies between the
publication/presentation and the data submitted to the
competent state authorities), verify the observance of
the trade secret and data protection as well as to
require the provision of additional information.
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Clanok XVI.
Zachovavanie mi¢anlivosti
a ochrana osobnych udajov

Skisobné centrum a jeho zamestnanci/personal su
povinni zaobchadzat™ s idajmi od Sponzora a/alebo
Splnomocneného zastupcu, ako aj s informaciami
ziskanymi pocas klinického skisania Produktu. ¢i uz
sa tykaju Produktu, odmeny za =zabezpelenie
klinického ska3ania, Sponzora, Splnomocneného
zastupcu alebo inych okolnosti a/alebo osdb priamo
alebo nepriamo zucastnenych na klinickom skusani,
ako svysoko dovernymi informaciami. ktoré sa
nesmu poskytovat' Ziadnej inej osobe. Povinnost
ml¢anlivosti trvd aj po zéniku zmluvného vzt'ahu

zalozeného touto Zmluvou. SkuSobné centrum
vplnom rozsahu zodpovedda za  poruSenie
zachovavania mi¢anlivosti svojimi

zamestnancami/personalom.

Udaje ziskané po&as klinického skigania mézu
zahriat' osobné Udaje v zmysle zdkona €. 122/2013
Z.z. o ochrane osobnych udajov v plathom zneni.
Skusobné centrum je povinné zabezpelit. Ze osobné
Udaje sa budi spractvat’ v stlade so zakonom, Ze
dotknuté osoby budi oboznamené so svojimi pravami
tykajicimi sa ochrany ich osobnych udajov a Ze
vietky osoby. ktoré sa zcastiiuju na klinickom
skusani. budi oboznamené s tym, ktoré ziskané udaje
sa povazuji za osobné Udaje a Ze prislusné osoby
budi oboznamené s tym, akym spdsobom je potrebné
ich spracivat’ a zabezpefovat' ich ochranu. Zmluvné
strany st povinné prijat’ opatrenia potrebné na to. aby
sa zabranilo akémukolvek neopravnenému alebo
nahodnému pristupu k osobnym udajom ucastnikov
klinického ska$ania, ich pozmefiovaniu, zniceniu,
strate, neopravnenému prenosu, inému
neopravnenému konaniu alebo zneuzZitiu. Zmluvné
strany vynaloZia vSetko usilie na zabezpecenie
dostato¢nej technickej a organizacnej bezpecnosti
osobnych udajov. Povinnost zabezpecovat ochranu
osobnych udajov trva aj po skonceni platnosti tejto
Zmluvy.

Clanok XVII.
Odmena za zabezpecenie klinického skisania

Zmluvné strany sa dohodli na jednorazovej odmene
1000,- EUR za administrativno-pravne naklady
Skusobného centra spojené sklinickym skuSanim
produktu.

Tato platba bude uhradena zadavateom na zdklade
faktury vystavenej zdravotnickym zariadenim po
iniciatnej vizite klinického skuSania s lehotou
splatnosti 15 dni.

Zmluvné strany sa dohodli (Priloha €.6) na odmene za
zabezpecenie klinického sku$ania Produktu vo vyske
7730,- EUR vpripade vykonania skuSania
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Article XVI.
Confidentiality
and Data Protection

The Trial Centre and its employees/personnel are
obliged to handle information received from the
Sponsor and/or the Authorised Agent as well as
information generated in the course of the clinical trial
of the Product, whether related to the Product, the
remuneration for the arrangement of the clinical trial,
the Sponsor, the Authorised Agent or to other
circumstances and/or persons directly or indirectly
participating in the clinical trial, with extreme
confidentiality and not to disclose it to any third
person. The confidentiality duty shall survive the
termination of the contractual relationship established
by this Agreement. The Trial Centre shall be liable to
a full extent for the breach of the confidentiality duty
by its employees/personnel.

Data generated in the course of the clinical trial may
contain personal data pursuant to the Act No.
122/2013 Coll. on Personal Data Protection as
amended. The Trial Centre is obliged to arrange that
the data will be processed in compliance with law,
that the affected persons will be informed about their
rights related to protection of their personal data and
that all persons participating in the clinical trial will
be informed, which acquired data shall be considered
as personal data and that all competent persons will be
informed about how to process the data and to ensure
their protection. The Contracting Parties are obliged to
take measures necessary to avoid any unauthorised or
accidental access to personal data of the subjects of
the clinical trial of the Product, their modifications,
destruction, loss, unauthorised transfer, other
unauthorised acts or abuse. The Contracting Parties
shall make all possible effort to ensure a sufficient
technical and organisational safety of personal data.
The duty to ensure the personal data protection shall
survive the termination of this Agreement.

Article XVII.
Remuneration for the Arrangement
of the Clinical Trial

The Contracting Parties have agreed (Annex No.6)
on the single remuneration for the administrative-
legal fixed costs of the Trial Centre in the amount
of EUR 1000,-.

This payment will be reimbursed by the Sponsor
according to the invoice issued by the institution
following the initiation visit with maturity of 15 days.

The Contracting Parties have agreed on the
remuneration for the arrangement of the clinical trial
of the Product in the amount of EUR 7730,- in case of
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s farmakokinetikou a 6360,- EUR v pripade skusania
bez farmakokinetiky za kazdého Gcastnika klinického
skd3ania. ktory bol v sulade s Protokolom ukonéeny,
zdokumentovany a je analyzovatelny (d’alej len
.riadne  ukonceny  ucastnik). Odmena za
zabezpecenie klinického skusania Produktu nezahfiia
DPH.

Skusajocemu ajeho pracovnému timu bude za
vykonavanie tohto klinického skd$ania poskytnuta
odmena v zmysle platnej smernice zdravotnického
zariadenia SM-03-2013 “Proces schvalovania a
evidencie klinického skGSania v DFNsP™ vo vyske
70% poskytnutej Ghrady za klinické skdsanie.

Za riadne ukonceného Ucastnika sa na Glely tejto
Zmluvy povazuje uGcastnik klinického skusania
Produktu, ktory sucasne:

e bol o klinickom ska$ani informovany v sulade
s touto Zmluvou a zakonom o liekoch;

e poskytol informovany suhlas pisomnou formou;

. neporusili sa vo vzt'ahu knemu pravidla
zaradenia do a vyradenia z klinického skusania;

e  prijimal Produkt v stlade s Protokolom;
absolvoval vsetky potrebné vysetrenia stanovené
Protokolom; a

e ktorého Udaje su uUplne a spravne uvedené vo
formulari CRF.

Vo vysSie uvedenej odmene s zahrnuté SkuSobné
centrum je opravnené fakturovat’ splatnid odmenu na
zaklade kalkulacie uskuto¢nenych navstev vytvorenej
CRO a odsuhlasenej Hlavnym skus$ajacim vzdy po
skoneni kalenddreho polroka, s lehotou splatnosti
30 dni. Za den zdaniteI'ného plnenia sa povazuje den
prevzatia podkladov k fakturacii.

V pripade ucastnika klinického ski$ania, ktory splnil
zarad’ovacie kritéria a nesplnil vyrad’ovacie kritéria,
uZil Produkt, ale jeho Gcast” na klinickom ski$ani bola
ukonéena predCasne v stlade s Protokolom, avsak
zaroven ho je mozné analyzovat (d’alej len ..Ciastocéne
ukonéeny ucastnik), Sponzor zaplati SkuSobnému
centru pomernu ¢ast” odmeny s prihliadnutim na dlzku
Ucasti tohto 0castnika na klinickom skdSani a
predpokladand dobu. po ktord mala trvat Gcast
takéhoto Ucastnika podl'a Protokolu.

Ak nie je mozné analyzovat' ukonceného Gcastnika
z ddévodu porusenia povinnosti SkaSobného centra
alebo jeho zamestnancov/personalu (napr. vaZne
porusenie vstupnych/vystupnych kritérii, odovodnené
podozrenie z manipulacie udajov, nezrozumitel'nost
dokumentacie), Skusobnému centru nevznikda narok
na vuhradu odmeny prislachajicej za takéhoto
ucastnika. Sponzor ma vtakomto pripade voci
Skusobnému centru narok na ndhradu S$kody. Ak
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the clinical trial with pharmacokinetics and in the
amount of EUR 6360,- in case of the clinical trial
without pharmacokinetics for each subject of the
clinical trial, who was completed and documented in
compliance with the Protocol and is analysable
(hereinafter referred to as the ..Ordinary Completed
Subjecr). The remuneration for the arrangement of
the clinical trial of the Product does not include VAT.
The investigator and the study team will be
remunerated 70% of the total budget for the conduct
of this study under the current Institution” s Directive
SM-03-2013 “Approval process and registration of
clinical trials in Children’s University Hospital".

The following subject of the clinical trial of the
Products shall be considered as an Ordinary
Completed Subject:

e he/she was informed about the clinical trial in
compliance with this Agreement and the Act on
Medicinal Products; and
he/she gave the informed consent in writing;
no in- and exclusion criteria were violated with
respect to him/her; and

e he/she took the Product according to the Protocol;
and

e he/she absolved all required
specified in the Protocol; and

e whose data have been fully and accurately
documented in a CRF.

examinations

The Trial Centre is entitled to invoice the due
remuneration according to the calculation of actually
conducted visits determined by the CRO and
approved by the Principal Investigator always after
the end of the respective calendar half year with a
maturity of 30 days. The date of the taxable payment
is the date of the receipt of invoicing details.

In case of a subject of the clinical trial, who has
fulfilled the inclusion criteria, has taken the Product,
but his’/her participation in the clinical trial has been
prematurely terminated according to the Protocol, but
at the same time it is possible to analyse him/her
(hereinafter referred to as the ..Partially Completed
Subjecr*). the Sponsor shall pay to the Trial Centre a
proportional part of the remuneration taking into
consideration the length of the participation of this
subject in the clinical trial and the anticipated time
period during which the participation of this subject
should have lasted according to the Protocol.

If it is not possible to analyse a completed subject due
to the breach of duties of the Trial Centre or its
employees/personnel (for instance, serious breach of
the in- or exclusion criteria, justified suspicion of
manipulation with the data, incomprehensibility of the
documentation), the Trial Centre shall have no claim
for remuneration corresponding to such subject. In
such a case the Sponsor shall be entitled to claim
indemnification towards the Trial Centre. In case that
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vzniknu Sponzorovi dodatoéné naklady z dovodu
poruSenia povinnosti zo strany SkaSobného centra
alebo jeho zamestnancov/personalu, Sponzor ma
pravo odpocitat tieto naklady od odmeny za
zabezpecenie klinického skisania.

Ak dojde k pred¢asnému ukoneniu klinického
skisania Produktu zo strany Sponzora a takéto
pred¢asné ukoncenie nie je zapriinené porusenim
zmluvnej povinnosti zo strany SkuSobného centra
alebo jeho zamestnancov/personalu. pri vypocte
odmeny sa na vSetkych ucastnikov hladi ako na
¢iasto¢ne ukoncenych ucastnikov (t.j. SkuSobnému
centru vznikd narok na pomernu &ast odmeny). Ak
déjde k predc¢asnému ukonéeniu klinického ski$ania
7o strany Sponzora a takéto pred¢asné ukondenie je
zapri¢inené poruSenim zmluvnej povinnosti zo strany
Skusobného centra alebo jeho
zamestnancov/personalu, Skusobnému centru
nevznika narok na odmenu. Ak déjde k predéasnému
ukonéeniu klinického sku$ania zo strany SkuSobného
centra v sulade sélankom 13.2 tejto Zmluvy, pri
vypocte odmeny sa na vSetkych ucastnikov hl'adi ako
na Ciasto¢ne ukoncenych ucastnikov (t.j. Skisobnému
centru vznikd ndrok na pomernu cast odmeny).
V opacnom pripade Skusobnému centru narok na
odmenu nevznika. Zmluvné strany sa d’alej vyslovne
dohodli, Ze v pripade predéasného ukoncenia
klinického skuSania Produktu SkuSobné centrum
nema vo¢i Sponzorovi Ziadne d'alSie naroky (napr. na
usly zisk a pod.) s vynimkou narokov na nahradu
Skody, ktora vznikla v suvislosti so skusanim, avak
bola uplatnena az po ukonceni skdsania.

Zmluvné strany sa dohodli, Ze vodmene za
zabezpecenie klinického sku$ania si uz zahrnuté
vietky naklady spojené s Kklinickym skasanim
Produktu, pokial sa zmluvné strany vyslovne
nedohodnu inak.

Naklady zahfllaju aj vySetrenia laboratornych
ukazovatel'ov uvedenych v Protokole na strane 10 v

tabulke ,Priebeh vySetreni vramci klinického
skusania“ s vynimkou vySetrenia haptoglobinu
a volného hemoglobinu v plazme, hemoglobinu

a hemosiderinu v mo¢i, virusovych markerov zkrvi
a farmakokinetiky. Uvedené ukazovatele budu
vySetrované v centrdlnom laboratériu.

Zmluvné strany sa dohodli, Ze vSetky platby
Skisobnému centru sa budu realizovat’ na nasledovny
ucet:

Nazov a adresa prijemcu:
Detska fakultna nemocnica s poliklinikou Bratislava,
Limbova 1, 033 40 Bratislava, Slovensko

Nazov a adresa banky:
STATNA POKLADNICA, Radlinského 32, 810 05
Bratislava, Slovensko
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additional costs will arise to the Sponsor due to the
breach of duties by the Trial Centre or its
employees/personnel, the Sponsor shall be entitled to
deduct such costs from the remuneration for the
arrangement of the clinical trial.

In the case of a premature termination of the clinical
trial of the Product by the Sponsor, whereas such
premature termination is not caused by the breach of a
contractual duty by the Trial Centre or its
employees/personnel, all subjects shall be considered
as Partially Completed Subjects for the purpose of the
remuneration calculation (i.e. the Trial Centre shall
have the right to a proportional part of the
remuneration). In case of a premature termination of
the clinical trial by the Sponsor, whereas such
premature termination is caused by the breach of a
contractual duty by the Trial Centre or its
employees/personnel, the Trial Centre shall have no
right to the remuneration. In the case of a premature
termination of the clinical trial by the Trial Centre in
accordance with Article 13.2 of this Agreement, all
subjects shall be considered as Partially Completed
Subjects for the purpose of the remuneration
calculation (i.e. the Trial Centre shall have the right to
a proportional part of the remuneration). Otherwise,
the Trial Centre shall have no right to the
remuneration. Furthermore, the Contracting Parties
have expressly agreed that in the case of a premature
termination of the clinical trial of the Product, the
Trial Centre shall not be entitled to make any further
claims (for instance, for the loss of profit, etc.) vis-a-
vis the Sponsor except of the claims for damages
suffered in connection with the clinical trial, however
applied after the termination of the trial.

The Contracting Parties have agreed that all costs
connected with the clinical trial of the Product are
included in the remuneration for the arrangement of
the clinical trial of the Product, unless expressly
agreed otherwise by the Contracting Parties.

The costs includes the tests of laboratory parameters
indicated in the Protocol in the table “Flow Chart of
Study Events” on page 10 excluding the examination
of haptoglobin and plasma free-hemoglobin,
haemoglobin and hemosiderin in the urine, viral
markers in the blood and pharmacokinetics. The
mentioned parameters will be examined in a central
laboratory.

The Contracting Parties have agreed that all payments
to the Trial Centre will be made to the following
account:

Name and Address of the Beneficiary:
Detska fakultnd nemocnica s poliklinikou Bratislava,
Limbova 1, 033 40 Bratislava, Slovakia

Bank Name and Address:
STATNA POKLADNICA, Radlinského 32, 810 05
Bratislava, Slovakia
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Informacia pre prijemcu:
Klinické skusanie SCGAM-01

Odmenu za zabezpeCenie klinického skuSania
Produktu uhradi Sponzor. Zmluvné strany sa dohodli,
Ze Sponzor sa mdZe rozhodnit’, vzhI'adom na zmluvné
vzt'ahy so skupinou Premier Research. ze odmenu za
zabezpecenie klinického skdSania Produktu uhradi
prostrednictvom niektorej zo spolo¢nosti patriacej do
skupiny Premier Research, vratane Splnomocneného
zastupcu. Sponzor, resp. Splnomocneny zastupca
v takomto pripade v€as oznamia Skusobnému centru
identifikaéné udaje subjektu, ktory odmenu uhradi.
Zmluvné strany konstatuji, Ze odmena uhradena
takymto spdsobom sa bude povaZovat' za odmenu
uhradeni Sponzorom. Zmluvné strany sa vSak
dohodli, Ze aj v tomto pripade je za uhradenie odmeny
zodpovedny vyluéne Sponzor a Skusobnému centru
nevznika voli Ziadnej zo spoloénosti patriacej do
skupiny Premier Research akykol'vek narok z dovodu
nezaplatenia odmeny za zabezpelenie klinického
sku$ania Produktu riadne alebo v¢as a tito odmenu
moZe Ziadat’ nad’alej od Sponzora.

Sponzor uhradi a¢astnikom klinického skusania
cestovné naklady za navstevy v skisobnom centre po
predloZeni prislusnych dokladov do vysky 50,- EUR.
Pokial' sa ucastnik skuSania dopravi na navstevu
motorovym vozidlom, bude mu preplatena podla
Zakona ¢€.283/2002 Z.z. o cestovnych nahradach
v platnom zneni a podl'a Opatrenia ministerstva prace,
socidlnych veci a rodiny SR ¢€.632/2008 Z.z. za kazdy
kilometer jazdy zakladna nahrada a nahrada za
spotrebované pohonné hmoty spolu s ostatnymi
vydavkami (parkovné) do vysky S0,- EUR.

Clanok XVIIIL.
Zavereéné ustanovenia

Tato Zmluva nadobuda platnost’ dfiom jej podpisania
oboma zmluvnymi stranami a uéinnost’ dfiom
nasledujicim po dni jej zverejnenia v Centralnom
registri zmlav.

Tato Zmluva sa uzatvara na dobu uréitd a Zmluva sa
skonéi riadnym ukonéenim klinického skuSania
Produktu alebo pred¢asnym ukoncéenim klinického
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Note to Payee:
Klinické skusanie SCGAM-01

The payment of the remuneration for the arrangement
of the clinical trial of the Product shall be made by the
Sponsor. The Contracting Parties have agreed that the
Sponsor can decide, according to the contractual
relationships with the Premier Research Group, that
the remuneration for the arrangement of the clinical
trial of the Product will be paid through a company
affiliated with the Premier Research Group, including
the Authorised Agent. In such a case the Sponsor,
respectively the Authorised Agent shall inform the
Trial Centre in a due time about the identification data
of the subject that will pay the remuneration. The
Contracting Parties state that the remuneration paid in
the aforesaid way will be considered as remuneration
paid by the Sponsor. However, the Contracting Parties
have agreed that also in such a case the Sponsor shall
be solely responsible for the payment of the
remuneration and the Trial Centre shall have no claim
towards any of the companies affiliated with the
Premier Research Group due to the non-payment of
the remuneration for the arrangement of the clinical
trial of the Product duly and on time and it shall be
entitled to continue to claim this remuneration from
the Sponsor.

The Study subjects will be reimbursed by Sponsor for
travel expenses for the visits in the Trial Centre upon
submitting the relevant documents up to the amount of
EUR 50,-. As far as the Study subject will be
travelling for the visit by motor vehicle, he/she will be
reimbursed according to the Act No: 283/2002 Coll.
on Travel Allowances as amended later and according
to the Measure of the Ministry of Labour, Social
Affairs and Family of the Slovak Republic No.
632/2008 Coll. as follows: basic allowances for each
kilometer of the travel and allowances for the
consumed fuel together with other costs (parking fee)
up to EUR 50,-.

Article XVIII.
Final Provisions

This Agreement shall become valid on the day when
signed by both Contracting Parties and shall become
effective a day after the date of publication in the
Central Registry of Contracts.

This Agreement is concluded for a definite period of
time and the Agreement will terminate by the ordinary
termination of the clinical trial of the Product or by the
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skuania Produktu. Klinické sku$anie sa povaZuje za
riadne ukoncené po uskutoéneni zaveretnej navstevy
zodpovednym  monitorom  klinického  skusania
v skiiSobnom centre.

Po skonceni tejto Zmluvy je SkuSobné centrum
povinné na naklady Sponzora zabezpetit, aby
nepouZité vzorky Produktu. ako aj vietky pisomné
materidly a informacie, ktoré Sponzor a/alebo
Splnomocneny zastupca Skusobnému centru poskytli
alebo ktoré boli vytvorené vramci vykonavania
klinického sku$ania Produktu, boli bezodkladne
vratané Sponzorovi.

Tato Zmluva sa riadi pravom Slovenskej republiky.
Pravne vztahy medzi zmluvnymi stranami, ktoré
vyplyvaju ztejto Zmluvy, sa spravuji prislu$nymi
ustanoveniami  vieobecne zavaznych pravnych
predpisov  Slovenskej  republiky, s vynimkou
koliznych ustanoveni. ktoré by odkazovali na pravny
poriadok iného $tatu..

V3etky zmeny a doplnky tejto Zmluvy musia mat’
pisomnu formu a musia byt schvalené obidvoma
zmluvnymi stranami. Popri tejto Zmluve neexistuju
medzi zmluvnymi stranami Ziadne vedlajsie Ustne
dojednania tykajlce sa predmetu tejto Zmluvy.

V pripade, Ze jednotlivé ustanovenia tejto Zmluvy si
neplatné alebo sa stani neplatnymi, nie je tym
dotknuta platnost’ ostatnych zmluvnych ustanoveni.
Vtomto pripade sa zmluvné strany dohodnii na
nahradnej zmluvnej tprave, ktora bude v ¢o najsirSom
moZnom rozsahu zodpovedat” sledovanému ucelu.
Uvedené plati aj pre pripadné medzery v zmluvnej
uprave.

Skusobné centrum nie je opravnené postupit na tretiu
osobu Ziadne svoje pravo alebo narok vyplyvajlici mu
ztejto Zmluvy bez predchadzajiceho vyslovného
pisomného sthlasu Sponzora.

Zmluvné strany sa zavdzuju, Ze vietky spory, ktoré
vznikni ztejto Zmluvy alebo v suvislosti s touto
Zmluvou, bud riedit” zmierom. V pripade, ak sa zmier
nepodari dosiahnut’, sa zmluvné strany dohodli, Ze
spor bude rozhodovat sud SR podla miestnej
prislugnosti.

Tato Zmluva je vyhotovena v dvoch exemplaroch
v slovenskom a anglickom jazyku. pricom kaZda
zmluvna strana obdrZzi po jej podpisani jeden
exemplar. Rozhodujica je slovenska verzia Zmluvy.

Neoddelitel'nou sucastou

nasledovné prilohy:

(i) Protokol (Priloha ¢. 1);

(ii) Opravnenie Pracoviska na
klinického skusania (Priloha €. 2);

tejto  Zmluvy s jej

vykonavanie
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premature termination of the clinical trial of the
Product. The clinical trial shall be considered as
ordinary terminated when trial termination visit by
responsible monitor take place at trial centre.

After the termination of this Agreement the Trial
Centre shall arrange, at the expense of the Sponsor,
that unused samples of the Product as well as all
written documents and information that have been
provided to the Trial Centre by the Sponsor and/or the
Authorised Agent in the course of the conduct of the
clinical trial of the Product will be returned without
undue delay to the Sponsor.

This Agreement shall be governed by the laws of the
Slovak Republic. The legal relationships between the
Contracting Parties arising from this Agreement shall
be governed by the respective provisions of the
generally binding legal regulations of the Slovak
Republic with the exception of any conflicting
provisions that would refer to a legislation of another
country.

All changes and amendments to this Agreement have
to be made in writing and approved by both
Contracting Parties. Beside this Agreement there are
no verbal side agreements between the Contracting
Parties related to the subject matter of this Agreement.

In the case that particular provisions of this
Agreement are or will become invalid, the validity of
the remaining contractual provisions shall remain
unaffected. In such a case the Contracting Parties shall
agree on a replacing contractual regulation that will
correspond as much as possible to the intended
purpose. The same shall apply to eventual loopholes in
the contractual regulation.

The Trial Centre is not entitled to assign any of its
rights or claims arising for it from this Agreement to
a third party without the prior explicit written consent
of the Sponsor.

The Contracting Parties undertake to settle all disputes
that will arise from this Agreement or in connection
therewith by an out-of-court settlement. In the event
that the out-of-court settlement cannot be achieved,
the Parties agree that the dispute will be decided in a
court of the Slovak Republic under local jurisdiction.

This Agreement has been made in two counterparts in
Slovak and English language, whereas each
Contracting Party shall receive one counterpart after
its signing. The Slovak language version of this
Agreement shall prevail.

The following Annexes shall be considered as an

inseparable part of this Agreement:

(i) the Protocol (Annex No. 1);

(ii)  the Authorisation of the Site for the conduct of
the clinical trial (Annex No. 2);



(iii)  Plnomocenstvo

(Priloha ¢. 3);
(iv)  Vzor informovaného sthlasu (Priloha ¢. 4);
(v)  Kopia poistnej zmluvy Sponzora (Priloha ¢. 5)
(vv) Platobny kalendar (Priloha €. 6)

Splnomocneného  zastupcu

18.11 Zmluvné strany vyhlasuju. Ze si tito zmluvu pred jej
podpisanim precitali, Ze tato bola uzatvorena na
zaklade ich slobodnej vdle a zaroven vyhlasuji, Ze
tato zmluva nebola uzatvorena v tiesni za napadne
nevyhodnych podmienok, na znak ¢oho:ju podpisuju.

V Bratislava dia 9.4, 2074,

SkiasSobné centrun

. j DETSKA | ICNICA
il 8 poLIK ISLAVA
Livadova 1, lava

]
Doc. MUDr. Ladislavf( ela. CSc.
riaditel/ the Director

Detska fakultna nemocnica s poliklinikou Bratsilava

(iii) the Power of Attorney for the Authorised Agent
(Annex No. 3);

(iv) the specimen of the Informed Consent (Annex
No. 4);

(v) the copy of the Insurance Agreement of the
Sponsor (Annex No. 5)

(vv) the Payment Schedule (Annex No. 6).

18.11 The Contracting Parties declare that they have read
this Agreement before its signing, that it has been
concluded on the basis of their free will and they
declare at the same time that this Agreement has not
been concluded in distress under obviously
disadvantageous conditions, in witness whereof they
attached their original signatures hereto.

Done in Bratislava, this day of

Sponzor / Sponsor:
Premi{
Udemicke
1€0: 35822 9
Te
Fe

Octapharma Pharmaceutika Prod.Ges.m.b.H.
zastipend spolo¢nost’ou / represented by:
Premier Research, s.r.o.

PharmDr. Peter Laczo, prokurista / the Procurist

Hlavny skusajuci / Principal Investigator:

Ako zodpovedny skusajici tohto klinického skusania, tymto
potvrdzujem. Ze som bol oboznameny s protokolom
a vSetkymi dokladmi. ktoré poskytla spol. Premier Research
s.r.o. na vykonanie skusania, aZe som bol oboznameny
s vy§§ie uvedenym obsahom tejto zmluvy, suhlasim
a pristupujem k ustanoveniam tejto zmluvy, ktorymi budem
viazany. Suhlasim so svojim poverenim ako osoby
zodpovedného skisajuceho a budem postupovat’ v sulade s
protokolom a so zdkonom ¢&. 362/2011 Z.z. a ostatnymi
prislusnymi pravnymi predpismi. Dalej sohlasim, Ze
zabezpedim, aby personal Sku$ania a vsetci spoluskusajici
boli informovani o povinnostiach podla tejto Zmluvy.
TaktieZ sihlasim so zberom, pouzitim a prenosom mojich
osobnych Gdajov v rozsahu stanovenom touto Zmluvou.

V Bratislave dfa

As a Principal Investigator of this clinical trial, 1 hereby
certify that 1 was acquainted with the protocol and all
documents provided by Premier Research Group Ltd to
conduct the Study, and that 1 was acquainted with the above
content of this Agreement, | consent and agree to the terms
of this Agreement, which I'll be bound by. I agree with my
authorization as the person of Principal Investigator and I
will proceed in accordance with the protocol and with the
Act No: 362/2011 Coll and other relevant legislation. I also
agree that 1 will ensure that all Study Personnel and co-
investigators are informed of the responsibilities under this
Agreement. | also agree with the collection, use and transfer
of my personal data to the extent defined by this Agreement.

Done in Brati?’ava, this day of
2076
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Priloha ¢.6

PLATOBNY KALENDAR PRE ZDRAVOTNICKE ZARIADENIE /PAYMENT SCHEDULE for the
MEDICAL FACILITY - s podskasanim s farmakokinetikou/with PK substudy

Platba za 1 pacienta (s PK)/Payment per patient (with PK)

Navsteva/Visit Platba v EUR/Amount in EUR
Neuspe3ny skrining (max. 3 na centrum)/Screening Failure {max x 3 per site) 250
Skrining (pred IV infiziou Octagamu 5%/10%)/

Screening before the IV infusion of Octagam 5%/10% 450

PK (pred infaziou, 15 min po ukonéeni infazie, 1h po ukonéeni infuzie
Octagamu 5%/10%)/ PK (before infusion, 15 min after infusion end, 1h

after infusion end of Octagam 5%/10%) 240
PK 24 ii po ukonéeni infazie Octagamu 5%/10% /PK 24h after the end of

Octagam 5%/10% infusion 80
PK 3 dni po ukonéeni infzie Octagamu 5%/10% /PK 3days after the end of

Octagam 5%/10% infusion 80
PK 7 dni po ukonéeni infuzie Octagamu 5%/10% /PK 7days after the end of

Octagam 5%/10% infusion 80
PK 14 dni po ukonéeni infizie Octagamu 5%/10% /PK 14days after the end

of Octagam 5%/10% infusion 80

PK 21 dni po ukonéeni infzie Octagamu 5%/10% /PK 21 days after the end
of Octagam 5%/10% infusion - 3 week schedule/interval lie¢by 3 tyidne:
Nasteva 2, tyideii 1/ Visit 2, week 1 380

ALEBOJOR
PK 28 dni po ukonéeni inflizie Octagamu 5%/10% /PK 28 days after the end
of Octagam 5%/10% infusion - 4week schedule/interval lieéby 4 tyidne:

Nésteva 2, tyideii 1/ Visit 2, week 1 380
Ndiviteva 3/Visit 3 220
Naviteva 4/Visit 4 220
Navsteva 5/Visit 5 380
Ndiviteva 6/Visit 6 240

PK (pred infdziou, 10 min pred ukon&enim infazie, 2h po ukonéeni infuzie
SC Octanormu 16,5%)/(PK before infusion, 10 min before infusion end, 2h
after infusion end of SC Octanorm 16,5%)- inflzia 11, tyZdef 11/infusion

11, week 11 240
PK 1 defi po ukon&eni infuzie 11 SC Octanormu 16,5%/PK 1day after the

end of SC Octanorm 16,5% infusion 11 80
PK 2 dni po ukoné&eni infazie 11 SC Octanormu 16,5%/PK 2days after the

end of SC Octanorm 16,5% infusion 11 80
PK 3 dni po ukonéeni infizie 11 SC Octanormu 16,5%/PK 3days after the

end of SC Octanorm 16,5% infusion 11 80
PK 4 dni po ukon&eni infuzie 11 SC Octanormu 16,5%/PK 4days after the

end of SC Octanorm 16,5% infusion 11 80

PK 7 dni po ukon&eni infuzie 11 SC Octanormu 16,5%/PK 7days after the
end of SC Octanorm 16,5% infusion 11 /Néviteva 7, tyideii 12/Visit 7,

weekl12 380
Obdobie zavadzania/vymyvania: ndviteva 2-7/Wash-in/Wash-out Phase
Visit 2-7 2940

Néviteva 8/Visit 8 380




Naviteva 9/Visit 9

240
Néaviteva 10/Visit 10 240
PK (pred infaziou, 10 min pred ukonéenim infazie, 2h po ukonéeni infazie
SC Octanormu 16,5%)/PK (before infusion, 10 min before infusion end, 2h
after infusion end of SC Octanorm 16,5%) - Naviteva 11, infazia 28, tyZdeii
28 / Visit 11, infusion 28, week 28 380
PK 1 defi po ukonéeni infazie SC Octanormu 16,5%/PK 1day after the end of
SC Octanorm 16,5% infusion 80
PK 2 dni po ukonéeni infazie SC Octanormu 16,5%/PK 2days after the end
of SC Octanorm 16,5% infusion - Ndviteva 12/28A/ Visit 12/28A 80
PK 3 dni po ukonéeni infizie SC Octanormu 16,5%/PK 3days after the end
of SC Octanorm infusion 16,5% - Néviteva 12/28A /Visit 12/28A 80
PK 4 dni po ukonéeni infazie SC Octanormu 16,5%/ PK 4days after the end
of SC Octanorm 16,5% - Infazia 28 / infusion 28 80
PK 7 dni po ukonéeni infazie SC Octanormu 16,5%/ PK 7days after the end
of SC Octanorm 16,5% - Infizia 28 / infusion 28 80
Naviteva 13/Visit 13 240
Névsiteva 14/Visit 14 240
Néviteva 15/Visit 15 350
Naviteva 16/Visit 16 240
Névsiteva 17/Visit 17 240
Naviteva 18/Visit 18 350
Néviteva 19/52A/Visit 19/52A 150
Ndaviteva 20/ Visit 20 240
Néaviteva 21/Visit 21 240
Ndviteva 8-21/Visit 8-21 3930
Ukonéenie/FE/PT 410
CELKOM (bez DPH)/TOTAL AMOUNT (without VAT) 7730




Priloha €.6

PLATOBNY KALENDAR PRE ZDRAVOTNICKE ZARIADENIE /PAYMENT SCHEDULE for
the MEDICAL FACILITY - BEZ PK/WITHOUT PK

Platba za 1 pacienta (bez PK)/Payment per patient (without PK)

Navsteva/Visit

Platba v EUR/Amount in EUR

Neuspe3ny skrining (max. 3 na centrum)/Screening Failure (max x 3 per site) 250
Skrining (po ukon&eni IV inflzie Octagamu 5%/10%)/

Screening after the IV infusion of Octagam 5%/10% 450
Ndviteva 2/Visit 2 380
Ndvsteva 3/Visit 3 220
Navsteva 4/Visit 4 220
Ndvsteva 5/Visit 5 380
Ndévsteva 6/Visit 6 240
Ndavsteva 7/Visit 7 380
Obdobie zavadzania/vymyvania: naviteva 2-7/Wash-in/Wash-out

Phase: Visit 2-7 1820
Ndavsteva 8/Visit 8 380
Névsteva 9/Visit 9 240
Névsteva 10/Visit 10 240
Néviteva 11/Visit 11 380
Volitelna navsteva v pripade pozitivheho Coombsovho testu a

poklesu hemoglobinu o > 2g/dL /optional visit in case the Coombs test

is confirmed as positive together with drop in hemoglobin of 2 2g/dL:

néaviteva 12/Visit 12 . Tyideri/Week 28A 150
Névsteva 13/Visit 13 240
Ndavsteva 14/Visit 14 240
Néviteva 15/Visit 15 350
Ndaviteva 16/Visit 16 240
Névsteva 17/Visit 17 240
Ndavsteva 18/Visit 18 350
Volitelnd navsiteva v pripade pozitivheho Coombsovho testu a poklesu

hemoglobinu o > 2g/dL /optional visit in case the Coombs test is

confirmed as positive together with drop in hemoglobin of 2 2g/dL:

naviteva 19/Visit 19 . Tyideri/Week 52A 150
Névsiteva 20/Visit 20 240
Naviteva 21/Visit 21 240
Néviteva 8-21/Visit 8-21 3680
Ukonéenie/FE/PT 410
CELKOM (bez DPH)/TOTAL AMOUNT (without VAT) 6360




