Zmluva so zdravotnickym zariadenim

Hospital contract

Zmluva
o realizacii klinickej Studie
uzatvorena podla ustanovenia § 269 ods. 2 zakona C.
513/1991 Zb. Obchodného zakonnika v platnom zneni

medzi

AB Science

so sidlom: 3, Avenue George V
Paris 750 08
France

IC: 404 384 79941

DIC: FR 404 384 79941
zastlpena: Alain Moussy,CEO
(d'alej len "sponzor")
Bankové spojenie:

Neuflize OBC (ABN AMRO)
BIC: NSMEFRPPXXX

IBAN:

a

MUDr. Frantisek Cimmermann
(d'alej len ,Hlavny skasajdci®)

a

Fakultna nemocnica Trencin
Legionarska 28

911 71 Trencin

Slovenska Republika

1CO: 00610470

DIC: 2021254631

IC DPH: SK2021254631

Bankové spojenie: Statna pokladnica Bratislava
Cislo Gctu:

IBAN:

BIC: SUBASKBX

Variabilny symbol: Cislo faktury

zastlpena: MUDr. Rudolf Lintner
(dalej len "zdravotnicke zariadenie")
uzatvaraju tuto

zmluvu o realizacii klinickej Studie.

I.
Predmet a ucel zmluvy

Predmetom zmluvy je klinické hodnotenie humanneho
lieCivého pripravku masitinib v ramci klinickej stadie s
nazvom: Prospektivni, multicentrickd,
randomizovand, otevrend, aktivné kontrolovand studie
3. faze dvou paralelnich skupin, porovnavajici ucinnost

Contract
on the Performance of the Clinical Study
concluded pursuant to Section 269 (2) of the Act No.
513/1991 Coll., Commercial Code, as amended

between

AB Science

Address: 3, Avenue George V
Paris 750 08
France

Id. No: 404 384 79941

VAT No: FR 404 384 79941
Represented by: Alain Moussy, CEO
(Hereinafter the “Sponsor”)

Bank:

Neuflize OBC (ABN AMRO)

BIC: NSMEFRPPXXX

IBAN:

and

FrantiSek Cimmermann, M.D.
(Hereinafter the “Principal Investigator”)

and

University Hospital Trencin
Legionarska 28
911 71 Trencin
Slovak Republic

ID No.: 00610470

Tax ID No.: 2021254631

IC DPH: SK2021254631

Bank: Statna pokladnica Bratislava
Account No.:

IBAN:

BIC: SUBASKBX

Variable symbol: Invoice No.

Represented by: Rudolf Lintner, M.D.
(Hereinafter the "Medical Institution")
conclude this

contract on the performance of the clinical study.

I
Subject Matter and Aim of the Contract

The subject matter of the contract is clinical trial of
human medicinal product “masitinib” within the
clinical study titled: ,A prospective, multicenter,
randomized, open-label, active controlled, two-paralle/
groups, phase 3 study to compare the efficacy and
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a bezpecnost masitinibu v davce 7,5 mg/kg /den s
dakarbazinem v 16Cbé pacientd s neoperovatelnym
nebo metastatickym melanomem ve III. nebo IV.
stadiu, nesoucim mutaci v juxta membranové doméné
c-kit," Kod protokolu: AB08026 Sponzorom Studie je
obchodna spolocnost AB Science.

Protokol je podkladom tejto zmluvy a nesmie byt
meneny alebo doplfiovany bez vzajomnej dohody
zmluvnych strdn a schvalenia dodatku sponzorom a
d'al$imi subjektmi, ktoré vymedzuju pravné predpisy.

Ucelom zmluvy je stanovit podmienky na vykonanie
Studie a vymedzit’ prava a povinnosti zmluvnych stran
na priebeh a spracovanie Studie.

II.
Vyziadanie povolenia a stihlasu na zacatie
stadie

Stidia bude vykonana na zéklade povolenia Statneho
Ustavu pre kontrolu lieCiv, Kvetna 11, 825 08
Bratislava 26 (dalej len ,Statny Ustav pre kontrolu
lie¢iv') zo dfia 10.9.2010, etickej komisie
zdravotnickeho zariadenia zo dfa 20.10.2010 a
multicentrickej etickej komisie zo diia 8.9.2010. Tieto
povolenia tvoria prilohu ¢. 1, ¢. 2 a ¢ 3 tejto
zmluvy. Za komunikaciu s tymito Udradmi je
zodpovedny sponzor.

III.
Miesto a cas realizacie studie

1. Stidia bude uskutoénend na Onkologickém
oddéleni, pod vedenim MUDr. Frantiska
Cimmermanna. Spoluskisajicim bude MUDr.
Alzbeta Kohutekova.

2. Studia bude uskutoénend v predpokladanom ¢ase
od oktdébra 2010__do oktdbra 2012.

3. Do studie budd pocas naboru pacientov zaradené
3 subjekty hodnotenia.

IV.
Zakladné podmienky pre spracovanie studie

1. Hlavny skusSajuci uskutocni Stadiu pri dodrzani
platnych  pravnych  predpisov. SR, a to
predovsetkym zakona €. 140/1998 Z. z. o liekoch a
zdravotnickych poméckach, o zmene zakona ¢.

safety of masitinib at 7.5 mg/kg/day to dacarbazine in
the treatment of patients with non-resectable or
metastatic stage 3 or stage 4 melanoma carrying a
mutation in the juxtamembrane domain of c-kit "
Code of the protocol: AB08026 . Study Sponsor: AB
Science.

The protocol provides the basis of this contract and
may not be changed or amended except by mutual
agreement of the parties and approval of the
Amendment by the Sponsor and other authorities
defined by the law.

This contract aims to set the conditions for the
performance of the study and to determine rights and
obligations of the parties for course and process of
the study.

II.
Requesting the Permit and Approval for the
Commencement of the Study

The study will be performed on the basis of approvals
of the State Institute for Drug Control, Kvetna 11, 825
08 Bratislava 26 (hereinafter the ,State Institute for
Drug Control") dated 10.9.2010, Ethics Committee of
the Medical Institution 20.10.2010 and Multicentric
Ethics Committee issued on 8.9.2010. These
approvals are parts of this contract as the Annex No.
1, No. 2 and No. 3. The Sponsor is responsible for
communication with these authorities.

III.
Place and Time of Performance of the Study

1. The study will be performed at the Oncology
department, under supervision of FrantiSek
Cimmermann, M.D. AlZzbeta Kohutekova, M.D._
will be the Co-Investigator.

2. The study will be performed in anticipated time
from October 2010 to October 2012.

3. During the period of the enrolment of patients,
3 trial subjects will be enrolled in the trial study

1v.
Primary Conditions for Carrying Out the Study

1. The Principal Investigator will perform the study
while observing the current legal regulations of
the Slovak Republic, in particular the Act No.
140/1998 Coll. on Pharmaceuticals and Medical
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455/1991 Zb. o Zivnostenskom  podnikani
(Zivnostensky zakon) v zneni neskorsich predpisov
a o zmene a doplneni zakona Narodnej rady
Slovenskej republiky ¢. 220/1996 Z.z. o reklame v
platnom zneni (dalej len ,zakon €. 140/1998 Z.
z."), zdkona C. 576/2004 Z. z. o zdravotnej
starostlivosti, sluzbach slvisiacich s poskytovanim
zdravotnej starostlivosti a o zmene a doplneni
niektorych zakonov v platnom zneni (dalej len
«zakon €. 576/2004 Z. z.“), vyhlasky Ministerstva
zdravotnictva SR ¢. 239/2004 Z. z. o poZiadavkach
na klinické skusanie a spravnu klinickd prax v
platnom zneni, a v zhode so zakladnymi
podmienkami a zasadami stanovenymi:

a) povolenim vydanym na uskutoCnenie Studie
Statnym Ustavom pre kontrolu lieCiv a dalSimi
institdciami uvedenymi v ¢l. IT zmluvy,

b) protokolom Stidie AB08026. Jeho pripadné
zZmeny mozno urobit’ len so stihlasom vSetkych
zmluvnych stran, prislusnych statnych organov
a etickych komisii a musi byt vyhotovené
pisomne, tak, ako je uvedené vysSie v tejto
zmluve.

. Stidia bude dalej uskutotnend v zhode so
spravnou klinickou praxou (CPMP/ICH/135/95) a
podmienkami  vychadzajlcimi z  Helsinskej
deklaracie.

. Dokumenty uvedené v ods. 1 pism. b) tohto
¢lanku st doverné a informacie o ich obsahu mozu
byt poskytnuté len zamestnancom zdravotnickeho
zariadenia, ktori boli povereni ¢i menovani podla
¢l. III ods. 1 tejto zmluvy, institlciam, ktoré su
uvedené v ¢l. II tejto zmluvy a orgdnom a
institGciam, ktoré st uvedené v ¢l. VI ods. 3 tejto
zmluvy.

V.
Vyber subjektov hodnotenia pre stadiu a
vyziadanie ich suhlasu

. Do studie budu pocas naboru pacientov zaradené
najmenej 3 subjekty hodnotenia.

Zaradenie subjektov hodnotenia do Studie bude
mozné len s ich pisomnym informovanym
suhlasom, (priloha ¢. 5 tejto zmluvy) a po ich
riadnom pouceni (pisomna informéacia - priloha .
6 tejto zmluvy). VyZiadanie suhlasu od subjektov
hodnotenia musi byt v zhode s etickymi
principmi, pravnymi predpismi a spravnou
klinickou praxou. K tomu:

a) Sponzor vyhlasuje, Ze odovzdal hlavnému
skusajlicemu formular pisomného

Devices, amending the Act No. 455/1991 Coll. on
Small Trade Businesses (Small Business Act), as
amended, and amending the Act of the National
Council of the Slovak Republic No. 220/1996 Coll.
on Advertising, as amended (hereinafter the “Act
No. 140/1998 Coll.”), the Act No. 576/2004 Coll.
on Health Care, Health-Care Related Services,
amending certain acts, as amended (hereinafter
the “Act No. 576/2004 Coll.”), the Decree of the
Ministry of Health of the Slovak Republic No.
239/2004 Coll. on requirements for clinical
investigation and good clinical practice, as
amended, and according to the primary
conditions and principles as stated in:

a) approval issued for the performance of the
study by the State Institute for Drug Control
and other institutions as stated in Article No. II
of this contract;

b) the study protocol AB08026. Changes, if any,
of the protocol can only be made with
agreement of all contracting parties, relevant
state authorities and ethics committees, and
shall be made in writing, as mentioned above
in this contract.

Furthermore, the study will be performed
according to the Good Clinical Practice
(CPMP/ICH/135/95) and according to the terms
of the Helsinki Declaration.

Documents stated in par. 1b) of this Article are
confidential and can only be disclosed to the
employees of the Medical Institution who were
authorized or appointed according to Article III
par. 1 of this contract, to the institutions stated in
Article II of this contract and to the authorities
and institutions stated in Article VI par. 3 hereof.

V.
Selection of Trial Subjects for the Study and
Requesting Their Consent

During the period of the enrolment of patients, at
least 3 trial subjects will be enrolled in the trial
study.

Inclusion of trial subjects in the study can only be
made with their written informed consent (Annex
No. 5 hereto), and after their proper information
(written information — Annex No. 6 hereto). The
trial subjects' consent must be requested in
accordance with ethical principles, the law and
good clinical practice. In this respect:

a) Sponsor represents that it submitted to the
Principal Investigator the form of written
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informovaného suhlasu subjektu hodnotenia so
zaradenim do Stddie a formular pisomného
poucenia (informacie) pre subjekt hodnotenia.

b) Hlavny skusajici pred zaradenim subjektu
hodnotenia do Studie v pripade jeho suthlasu
poZiada o jeho podpis na oboch dokumentoch
uvedenych v ods. 2 pism. a).

c) Ulast subjektu hodnotenia na $tudii bude
zaznamenanda Vv jeho osobnej zdravotnej
dokumentacii a v pripade jeho sthlasu bude
informovany jeho oSetrujuci prakticky lekar
a v zmysle ustanovenia § 26 ods. 11 zakona ¢.
576/2004 Z. z. bude o zaradeni subjektu
hodnotenia  do  Stddie  zdravotnickym
zariadenim pisomne infomovana aj zdravotna
poistoviia subjektu hodnotenia, ktory je
Gcastnikom verejného zdravotného poistenia.

. Subjektmi hodnotenia podpisané dokumenty o ich
pouceni a sthlase zaobstarané podla ods. 2 musia
byt' ulozené v dokumentacii o Stadii, ktord vedie
hlavny skusajuci.

. Pokial' hlavny skiasajuci zisti v priebehu Stidie, ze
subjekt hodnotenia zaradeny do klinickej stidie
nevyhovuje jej kritériam, okamZzite bude o tom
informovat’ sponzora a po dohode s nim ho z
priebehu studie vyradi.

. Hlavny skusajici, zdravotnicke zariadenie i sponzor
su povinni v priebehu studie i po jej ukonceni dbat’
podla prislusnych pravnych predpisov SR na
ochranu osobnych Udajov a informacii o osobnych
pomeroch subjektov hodnotenia zaradenych do
stadie.

VI.
Sledovanie a kontrola priebehu studie

. Priebeh a realizovanie studie budi kontrolované a

sledované odbornymi Utvarmi ¢ poverenymi
zamestnancami sponzora, ktorym zdravotnicke
zariadenie i hlavny skdsajuci umozni pristup ku
vsetkym informaciam ziskanym v ramci Stadie i k
vysledkom laboratérnych testov, skdsok a inych
zdznamov o subjektoch hodnotenia zaradenych do
stadie.

3. Documents signed by trial subjects on their

4. If the Principal Investigator finds out during the

5. The Principal Investigator, the Medical Institution,

1. The course and performance of the study shall be

informed consent of the trial subject with the
enrolment in the study, and the form of written
advice (information) for the trial subject;

b) Prior to the enrolment of the trial subject in the
study, if the subject granted his/her consent,
the Principal Investigator shall ask for its
signature on both documents specified in par.
2, letter a).

c) The trial subject's participation in the study
shall be recorded in his/her personal medical
documentation, and his/her  general
practitioner shall be informed if the patient
agrees to that and, pursuant to Section 26
(11) of the Act No. 576/2004 Coll., the health
insurance company of the trial subject, who is
the participant in public health insurance, will
also be informed in writing of the enrolment
of the trial subject in the trial study.

information and consent obtained in accordance
with par. 2 shall be filed with the documentation
on the study maintained with the Principal
Investigator.

study that the trial subject enrolled in the clinical
study does not comply with the criteria, he/she
shall immediately inform the Sponsor in this
respect, and shall remove such trial subject from
the course of the study upon agreement with the
Sponsor.

as well as the Sponsor shall be obliged in the
course of the study, and after the completion of
the same, to exert care in accordance with the
relevant legal regulations of the SR on the
protection of personal data of the trial subjects
enrolled in the study.

VI.
Monitoring and Inspection of the Course of the
Study

inspected and supervised by expert departments
or by authorized employees of the Sponsor to
whom the Medical Institution and the Principal
Investigator shall grant access to all information
obtained in the course of the study and to the
results of laboratory tests, examinations and
other records on the trial subjects included in the
study.
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Sponzor tymto na sledovanie a kontrolou Studie
splnomocnuje obchodnu spoloc¢nost”:

A-Pharma s.r.o. y

K Ohradé 528/2, 155 00 Praha 5, Ceska republika
1C: 61054976

DIC: CZ61054976

zastlpena: MUDr. Jindfich Lahovsky, konatel
telefon: +420 251 081 230

e-mail: lahovsky@a-pharma.cz

(dalej len ,CROY),

ktora bude sledovanie a kontrolu Studie

uskutocnovat’ prostrednictvom svojich zamestnancov.

3.

Pricbeh Studie a jej vysledky mozu byt
kontrolované auditormi sponzora. Tym nie je
dotknuté pravo kontroly poverenymi pracovnikmi
prislusnych Statnych organov SR a zahranicnych
kontrolnych uradov.

Subjekty hodnotenia musia byt poucené podla cl.
V ods. 2 tejto zmluvy a informované tieZ o tom, Ze
Udaje ziskané o nich pocas Studie mézu byt pre
UCely kontroly pouzité a predloZzené taktiez
prislusnym Statnym organom SR.

Sponzor moOze poverit  kontrolou alebo
monitorovanim ind zmluvni organizaciu alebo
zamestnancov inych organizacii neZ je uvedené v
ods. 1 a 2 len s predchadzajucim pisomnym
suhlasom zdravotnickeho zariadenia a hlavného
skusajuceho.

VII.
Ostatné dohody

Sponzor poskytne bezplatne zdravotnickemu
zariadeniu a hlavnému skusajicemu skusobny liek
masitinib  AB1010 , ktory je nevyhnutny na
realizaciu Studie tak, aby mohla byt dodrzana
doba trvania studie predpokladana v ¢l. III tejto
zmluvy.

Sponzorom poskytnuté lie¢ivo, Specifikacia ktorého
je uvedena v protokole o klinickej stadii [Cl. IV
ods. 1 pism. b) tejto zmluvy] pouzije hlavny
skisajlci len  na realizaciu klinickej studie. VSetok
ostatny liek, ktory nebude pouZity v ramci Stidie,
vrati  hlavny skdsajuci  alebo  zdravotnicke
zariadenie sponzorovi.

Zdravotnicke zariadenie a sponzor sa zavazuju

The Sponsor authorizes the following company to
monitor and control the study:

A-Pharma s.r.o.

K Ohradé 528/2, 155 00 Praha 5

Id. No.: 61054976

VAT No.: CZ 61054976

Represented by: Jindfich Lahovsky, Executive
Phone: +420 251 081 230

E-mail: lahovsky@a-pharma.cz

(Hereinafter "CRO"),

which will perform the monitoring and control of
the study through its employees.

The course of the study and its results can be
checked by the Sponsor’s auditors; this shall be
without prejudice to the right for inspection by
the authorized persons of the relevant state
authorities of the SR and foreign inspection
authorities.

Subjects of the clinical trial must be informed
according to Article V. par. 2 of this contract and
that the data which will be obtained about them
during the course of the study can also be used
and submitted, for the purposes of inspection, to
the relevant state institutions of the Slovak
Republic.

The Sponsor may authorise a contracted
organisation or employees of organisations other
than as mentioned in par. 1 and 2 to control and
monitor the study only after the prior written
approval from the Medical Institution and the
Principal Investigator.

VII.
Other Arrangements

The Sponsor will provide the Medical Institution
and the Principal Investigator, for free, with study
drug masitinib AB1010, which is necessary for
performance of the study, so that the term of the
study as anticipated in Article III hereof can be
adhered to.

Medication the specification of which is set in the
clinical study protocol (Article IV par. 1.b) hereof)
supplied by the Sponsor can only be used by the
Principal Investigator for the clinical study
performance. Any remaining study drug which is
not used in the study shall be returned by the
Principal Investigator or the Medical Institution to
the Sponsor.

Medical Institution and the Sponsor shall
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uschovat' vSetku dokumentaciu ulozend v
rieSitel'skom zvézku i dokumentaciu, ktora sa
vztahuje k subjektom hodnotenia najmenej 15
rokov od datumu ukoncenia Stadie, pokial’ pravne
predpisy nestanovia dlhsiu dobu.

. Sponzor sa zavdzuje poskytnit' hlavnému
skisajicemu  UpInd  odbornd  informaciu o
skiisobnom lieku.

Zdravotnickym zariadenim uréeny farmaceuticky
asistent bude zodpovedny za prijem, vydaj a
uskladnenie Studijného lieku.

Radiologické vysetrenia (CT) budl u subjektov
hodnotenia vykonavané podla protokolu a
snimky budd hodnotené podla RECIST kritérii
jednym radiolégom.

VIII.
Neziaduce prihody v priebehu stidie

. Hlavny skisajuci je povinny bezodkladne oznamit’
sponzorovi akukol'vek neZiadlcu prihodu, rovnako
i neziadlci Ucinok, ku ktorému dojde v priebehu
klinického hodnotenia lieCivého pripravku v stlade
a podla instrukci danych Studijnym protokolom.
Sponzor sa zavdzuje toto oznamit Statnemu
Ustavu pre kontrolu lieCiv a etickej komisii
zdravotnickeho zariadenia, ktora je zaroven
i komisiou multicentrickou, ak toto stanovia pravne
predpisy, a postupovat’ dalej v stlade s pravnymi
predpismi.

IX.
Nahrada za poskodenie zdravia subjektov
hodnotenia

1. Sponzor odskodni zdravotnicke zariadenie za

dovodné a nevyhnutné lieCebné naklady, vzniknuté
v suvislosti s neZiaducimi prihodami, priamo
spojené s vyskumnymi  procedirami alebo
Studijnym liekom, podavanym i pouzivanym v
suladu s protokolom, ktoré nie je mozné pripisat’
zanedbaniu ¢ zlému spravaniu  ktoréhokol'vek
zamestnanca zariadenia. Termin ,neZiaduca
reakcia®  neznamena  prirodzeni  progresiu
akéhokol'vek pévodného alebo predtym
existujuceho stavu, ani Zziadnu reakciu, ktora by
mohla nastat’ pri Standardnej liecbe

. Sponzor sa svojej povinnosti na nahradu Skody
podla ods. 1 zbavuje, ak preukaze, ze ujma na
zdravi subjektu hodnotenia (vratane smrti) bola
sposobena Umyselnym konanim ¢ hrubym

undertake to retain all the study documentation
kept the investigation file, as well as the
documentation related to the trial subjects for a
period of at least 15 years from the date of the
study completion, unless the law provides for a
longer period.

The Sponsor undertakes to provide to the
Principal Investigator the comprehensive expert
information on the study medication.

The pharmaceutical assistant appointed by the
Medical Institution shall be responsible for the
receipt, issue and storage of the study drug.

Radiological examinations (CT) in clinical trial
subjects will be performed according to protocol
and scans will be evaluated according to RECIST
criteria by one radiologist.

VIII.
Undesirable Events in Course of the Study

The Principal Investigator is obliged to inform the
Sponsor without undue delay of any undesirable
event as well as any undesirable reactions which
will appear in the course of the clinical trial of the
medicinal product, in accordance with and
according to the instructions given by the clinical
trial protocol. The Sponsor undertakes to report it
to the State Institute for Drug Control and to the
Ethics Committee of the Medical Institution,
which is also the Multicentric Ethics Committee, if
required by the law, and take other steps in
accordance with the law.

IX.
Compensation for Health Damage of Subjects
of Clinical Trial

The Sponsor shall reimburse the Institution for
reasonable and necessary medical expenses
incurred in connection with adverse reactions
arising directly from research procedures or Study
Drug following the administration or use of it in
accordance with the Protocol, which are not
attributable to the negligence or misconduct of
any employee of the Institution. The term
"adverse reactions" does not mean the natural
progression of any underlying or pre-existing
condition Nore any reaction that occurs with
standard treatment

The Sponsor is released from its duty to
compensate the damage according to the par. 1
if it is proved that the damage to health
(including death) of a trial subject was caused by
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zanedbanim  zdravotnickeho zariadenia alebo
hlavnym skudsSajucim alebo nebola spdsobena
neziaducou reakciou

. Sponzor vyhlasuje, Ze v sllade s prislusSnymi
ustanoveniami zakona ¢. 140/1998 Z. z. zaistil na
cely Cas realizacie klinického hodnotenia zmluvné
poistenie zodpovednosti za Skodu pre zdravotnicke
zariadenie a sponzora, prostrednictvom ktorého je
zaistené i odskodnenie v pripade smrti subjektov
hodnotenia alebo v pripade Skody vzniknutej na
zdravi subjektom hodnotenia v dosledku vykonania
klinického hodnotenia. Sponzor zodpoveda za
akukol'vek Skodu, ktora vznikne porusenim tejto
povinnosti. Képia poistnej zmluvy tvori prilohu ¢. 4
tejto zmluvy.

X.
Ochrana dovernych informacii

Do6vernymi informaciami sa pre Ucely tejto zmluvy
rozumeju vSetky informacie poskytnuté sponzorom
a vztahujuce sa k stadii alebo Studijnej
dokumentacii; zahrmuju predovsetkym informacie
o Struktire, zloZeni, ingredienciach, vzorcoch,
know-how, technickych postupoch a procesoch,
ako i iné informacie sponzorom oznaCené ako
doverné. Zdravotnicke zariadenie a hlavny
skusajici nesmi dbverné informacie spristupnit’
tretej osobe, alebo ich pouzivat’ pre Ucel iny nez
ureny  vinsStrukcidch  sponzora.  Ddverné
informacie budd vo vylu¢nom vlastnictve sponzora
a budl drzané zdravotnickym zariadenim a
hlavnym skiSajicim v tajnosti a na mieste pre
také informacie uréenom, okrem pripadov, kedy
zdravotnicke zariadenie alebo hlavny skusajuci
preukdzu, Ze ide o informacie verejne pristupné.
Pokial’ je zo zakonom stanovenych dévodov nutné
doverné informacie spristupnit, zdravotnicke
zariadenie alebo hlavny skusajuci toto ozndmi
sponzorovi, hned’ ako to bude mozné. Sponzor,
zdravotnicke zariadenie a hlavny skisajlci sa
zavazuju informovat’ vSetky osoby zlcastnené na
tejto Studii a osoby, ktorym je déverna informacia
spristupnenad, o povinnosti miCanlivosti v stlade s
touto zmluvou; takéto osoby su potom viazané
rovnakou povinnostou mic¢anlivosti.

. S osobnymi udajmi subjektov hodnotenia sa bude
zaobchadzat' podla zdkona ¢. 428/2002 Z. z. o
ochrane osobnych Udajov v platnom zneni.

wilful act or gross negligence by the Medical
Institution or the Principal Investigator or that
does not result from an adverse reaction

The Sponsor declares that according to the
applicable provisions of the Act No. 140/1998
Coll., it has arranged for contractual liability
insurance for the whole term of the clinical trial
for the Medical Institution and the Sponsor, which
also provides the compensation in case of death
of the trial subjects, or in case of damage to
health of the trial subjects as a result of the
clinical trial. The Sponsor shall be responsible for
all damage which will arise due to the breach of
this obligation. A copy of the insurance contract
forms the Annex No. 4 to this contract.

X.
Protection of Confidential Information

For the purposes of this contract, confidential
information shall mean all information disclosed
by the Sponsor and related to the study or study
documentation; it shall particularly include
information on the structure, composition,
ingredients, formulas, know-how, technical
procedures and processes, as well other
information the Sponsor designates as
confidential. The Medical Institution and the
Principal Investigator shall not disclose the
confidential information to a third party, or use it
for a purpose other than that specified in the
Sponsor's instructions. The confidential
information shall be the exclusive property of the
Sponsor and shall be kept by the Medical
Institution and the Principal Investigator in
secrecy and at a location intended for such
information, except the cases when the Medical
Institution or the Principal Investigator have
proven that this is publicly accessible information.
Where it is necessary to make such confidential
information available by virtue of law, then the
Medical Institution or the Principal Investigator
shall notify such circumstance to the Sponsor as
soon as possible. The Sponsor, the Medical
Institution and the Principal Investigator
undertake to inform all persons engaged in this
study and persons to whom the confidential
information is made available, of the obligation of
confidentiality in accordance with this contract;
such persons shall be then bound by the same
obligation of confidentiality.

2. Personal data of the trial subjects will be treated in

accordance with Act No. 428/2002 Coll. on
Personal Data Protection, as amended.
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XI.
Vlastnictvo vysledkov studie, jeho ochrana a
publikovanie vysledkov

. Vysledok stddie je vylucnym vlastnictvom
sponzora. Vysledky studie alebo ich Cast’' nebudu
zdravotnickym zariadenim, ¢i hlavnym skusajicim
publikované bez predchadzajiceho pisomného
suhlasu sponzora. Takyto suhlas nebude
sponzorom bezdévodne odoprety. Zdravotnicke
zariadenie a hlavny skdSajuci sa zavazuju, Ze
publikaciu akejkol'vek odbornej prace o priebehu Ci
vysledkoch Stadie prerokuji so  sponzorom
najmenej 60 dni pred odovzdanim publikacie do
tlace alebo pred konanim prednasky.

. Zdravotnicke zariadenie a hlavny skusajuci bert na
vedomie, ze Ziadna odborna publikacia k objavom
¢ hodnotenym lieivym pripravkom nesmie byt
zdravotnickym  zariadenim  alebo  hlavnym
skusajucim vydanda pred podanim Ziadosti
sponzora o patentovlu prihlasku, pokial' vzhl'adom
na povahu vysledkov Stidie bude podanie takejto
prihlasky prichadzat do uvahy. O tomto vsak
musia byt’ zo strany sponzora vopred informovani.

XII.
RieSenie sporov a zmierovacie konanie

. Zmluvné strany sa dohodli, Ze pravne vztahy a
pomery, ktoré vznikli z tejto zmluvy sa riadia
vSeobecne  zavaznymi  pravnymi  predpismi
navrhovatela.

. Zmluvné strany sa zavazuju pri spracovani Stidie
si vzajomne pomahat a pripadné spory a
rozdielnost’ nazorov na postup a spdsob prac riesit’
konanim obvyklym u zmluvnych stran.

. K prerokovaniu a rozhodovaniu pripadnych sporov,
ktoré nebudl prekonané spolupracou podla ods.
2, su prislusné sudy navrhujlce strany.

XIII.
Financné vyrovnanie

. Sponzor sa zavdzuje uhradit zdravotnickemu
zariadeniu za jednotlivé navstevy subjektov
hodnotenia aza vykonanie vysetreni podla
platobnej schémy Cciastku, ktord je uvedena v
prilohe ¢. 7 tejto zmluvy, a to vZzdy na konci
kalendarneho roka na zaklade faktdry vystavenej
zdravotnickym zariadenim so splatnostou 60 dni
po konci mesiaca, v ktorom bola faktura

XI.

Ownership of Study Results, its Protection and

Publication of the Results

The Sponsor is the exclusive owner of the study
result. The Medical Institution or the Principal
Investigator shall not publish the study results or
their part without the prior written agreement
from the Sponsor. This consent shall not be
unreasonably withheld by the Sponsor. The
Medical Institution and the Principal Investigator
undertake to discuss the publication of any expert
work about the course of the study or the study
results with the Sponsor at least 60 days before
submission of the text for publishing, or before
giving a lecture.

The Medical Institution and the Principal
Investigator acknowledge that no expert
publication related to the findings or assessed
medicinal products can be issued by the Medical
Institution or the Principal Investigator before the
Sponsor files a patent application, if filing such an
application can be considered with regard to the
nature of the results of the study. Should this be
the case, they shall be informed about this by the
Sponsor in advance.

XII.
Settlement of Disputes and Arbitration

Contracting parties agree that the legal bearing
and conditions arisen from this contract are
subjected to the generally applicable law
regulations of the plaintiff.

Contracting parties undertake to help each other
in the processing of the study and to settle any
disputes and disagreement in opinions concerning
the process and method of work in the manner
customary for the parties.

Courts of the plaintiff shall have jurisdiction to
discuss and resolve disputes, if any, which will
not be overcome by cooperation according to par.
2 of this Article.

XIII.
Financial Settlement

The Sponsor undertakes to pay the Medical
Institution the sum of money for each visit of the
trial subjects and for their examination according
to the payment schedule as stated in Annex No. 7
hereto, always at the end of each calendar year,
upon invoice made out by the Medical Institution,
with a maturity 60 days after the end of month
when the invoice was issued. The invoice will be
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vystavena. Faktira bude vystavend az po
odsuhlaseni zaslanych podkladov k fakturacii od
sponzora. Platby budd hradené za navstevy
zmonitorované CRO a len za pacientov
vyhodnotenych v sulade so studijnym protokolom.
V pripade, Ze subjekt hodnotenia nebude moct
dokondit’ studiu (napr. z dévodu smrti), zavazuje
sa sponzor zaplatit zdravotnickemu zariadeniu
pomernd  Cast nakladov vynalozenych na
uskutoCnendl Cast’ Stddie. Sponzor Studie a platca
su totozni.

2. Platba podla ods. 1 bude poukadzand na ucet
zdravotnickeho zariadenia vedeny vo

Bankové spojenie: Statna pokladnica Bratislava
Cislo uctu:

IBAN:

BIC: SUBASKBX

Variabilny symbol: Cislo fakttry

Sponzor sa zavazuje uhradit’ zdravotnickemu
zariadeniu odmenu iba za vySetrenia, vykonané
zdravotnickym zariadenim v ramci klinickej Studie,
ktoré nebudd hradené zdravotnou poistoviiou vo
vySke podla platobnej schémy, ktora je uvedena
v prilohe €. 7 tejto zmluvy. Zdravotna poistovia
hradi len diagnostické alebo terapeutické merania
vykonavané zdravotnickym zariadenim, ktoré by
boli nevyhnutné bez ohl'adu na klinick studiu.

Pokial’ dojde k preplatku na platbach podla tejto
zmluvy, po ukonceni Studie je zdravotnicke
zariadenie povinné preplatok vratit'.

V pripade odstlpenia od tejto zmluvy ¢i ukoncenia
jej platnosti pred uplynutim predpokladanej doby
realizacie Stadie, zavazuje sa sponzor zaplatit
zdravotnickemu zariadeniu pomernd Cast’ nakladov
vynaloZenych na uskuto¢nent Cast’ Studie.

Vsetky Ciastky uvedené v prilohe €. 7 tejto zmluvy
sl bez DPH. DPH v zakonom stanovenej vyske
bude k tymto Ciastkam pripocitana.

XIV.
Ukoncenie studie

1. Stddia bude ukonfend odovzdanim zaveretnej
spravy zdravotnickemu zariadeniu. O tomto
ukonceni Stidie a odovzdani zaverecnej spravy
bude podpisany zucastnenymi stranami protokol.
Pri predcasnom ukonceni Stidie sponzor zaisti
informaciu, ako postupovat v starostlivosti o
pacientov, ktori sa Studie prave zUcastriuju.

issued after the CRO obtains Sponsor agreement
to the invoiced items. Payments shall be paid for
visits which were monitored by CRO, and only for
patients evaluated in compliance with study
protocol.

If the trial subject is not be able to finish the study
(for example, because of death), the Sponsor
undertakes to pay to the Medical Institution an
aliquot portion of expenses incurred for the
performed part of the study. Sponsor and

remitter are identical.

2. Payment according to par. 1 will be made to the
Medical Institution's bank account held at

Bank: Statna pokladnica Bratislava
Account No.:

IBAN:

BIC: SUBASKBX

Variable symbol: Invoice No.

The Sponsor undertakes to pay the Medical
Institution only for examinations performed by the
Medical Institution within the course of this clinical
study which will not be paid by the health
insurance company the fee according to the
payment schedule as stated in Annex No. 7
hereto. The health insurance company shall only
pay the diagnostic and/or therapeutic
measurements performed by the Medical
Institution which would have been necessary
regardless of this clinical study.

If any overpayment in payments hereunder occurs
after the end of the study, the Medical Institution
is obliged to refund the overpayment.

In case of withdrawal from this contract or its
termination before the expiry of the envisaged
period of the performance of the study, the
Sponsor undertakes to pay the Medical Institution
an aliquot portion of expenses incurred for the
performed part of the study.

All amounts mentioned in Annexes No. 7 hereto
are without VAT. VAT at the level according to the
applicable law will be added to these amounts.

XIV.
Completion of the Study

1. The study will be concluded by delivery of a final
report to the Medical Institution. A protocol on
completion of the study and delivery of a final
report will be signed by the participating parties.
In case of early termination of the study, the
Sponsor will provide information about how to
provide further care to the patients who are
participating in the study.
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. Ktorakolvek zo zmluvnych stran je opravnena
odstupit’ od tejto zmluvy s Ucinnostou odo dia
dorucenia odstlpenia druhej zmluvnej strane, a to
v nasledujucich pripadoch:

a) pokial niektora zmluvna strana neplni niektoré
z ustanoveni tejto zmluvy a neodstrani
nevyhovujlici stav ani v lehote 30 dni od
dorucenia vyzvy na napravu;

b) pokial' bol na niektord zmluvnd stranu
vyhlaseny konkurz;

c) pokial' niektorda zmluvnd strana  strati
opravnenie na posobenie v danej oblasti;

d) ak bude riziko pre subjekty hodnotenia
neumerne zvysené, alebo

e) pokial' v tejto zmluve uvedené ¢i iné potrebné
opravnenie, povolenie, suhlas alebo vynimka
(vSetko ohladne touto zmluvou upraveného
klinického hodnotenia) je revokované, jeho
platnost’ suspendovana, alebo ak vyprsi lehota,
na ktord bolo vydané bez prislusného
predIzenia.

. V ostatnych pripadoch mozno trvanie zmluvy
ukoncit'  dohodou zmluvnych stran  alebo
vypovedou ktorejkol'vek zmluvnej strany bez
uvedenia dévodov, pricom vypovedna lehota je 30
dni a zacina plynat dfiom nasledujicim po
doruceni vypovede druhej zmluvnej strane.

. 'V pripade, ze hlavny skisajuci nebude moct
vykonavat' tdto Studiu, zavdzuju sa zmluvné
strany poskytnut’ si vSetku stcinnost’ pri hl'adani
nového hlavného skisajlceho.

XV.
Zaverecné ustanovenia

. Tato zmluva je vyhotovena v 3 rovnopisoch, z
ktorych kazda zmluvna strana dostane po jednom
vyhotoveni.

Zmluva nadobuda platnost’ diiom jej podpisania
zmluvnymi stranami a Ucinnost’ dfiom
nasledujicim po dni jej zverejnenia v Centralnom
registri zmldv.

. Zmeny a doplnky tejto zmluvy st mozné len
dohodou, a to pisomnym dodatkom k zmluve.

. Vpripade nejasnosti v obidvoch verziach plati
slovenska verzia tejto zmluvy.

Any of the contracting parties shall be entitled to
withdraw from the contract, with effect from the
date of delivery of the notice of withdrawal to the
other party, in the following events:

a) If any of the contracting parties does not fulfil
any provisions of this contract and does not
eliminate the unsatisfactory condition even
within a period of 30 days from delivering
a request for correction;

b) If bankruptcy was declared on any of the
contracting parties;

c) If any contracting party loses an authorisation
to conduct its activities in this area;

d) When the risk for trial subjects is inadequately
high, or

e) If any authorization, permission, consent or
exception defined in this contract or other
necessary authorization, permission, consent
or exception (all in connection with the clinical
trial regulated by this contract) is revoked, its
validity suspended, or if the period for which it
was issued without the appropriate extension
has elapsed.

In other cases the term of the contract can be
terminated by agreement of the contracting
parties or by giving notice by any contracting
party without presenting the reasons, whereas
the notice period shall be 30 days, and shall
commence on the day following the day of the
service of the notice to the other party.

In the event that the Principal Investigator is
unable to perform this study, the parties
undertake to provide to each other cooperation in
seeking a new Principal Investigator.

XV.
Final Provisions

The contract is drawn in 3 counterparts; each
contracting party will receive one counterpart.

The agreement enters into the force upon signing
by all parties and into the effectivity from the day
following its publication in the Central Register of
Contracts.

Changes and amendments to this contract can
only be made by agreement, through a written
amendment to the contract.

In case of any inconsistencies in the two
versions, the Slovak version of this contract shall
prevail.

hospital contract_prim. MUDr. FrantiSek Cimmermann

pagelo of 26




Zmluva so zdravotnickym zariadenim

Hospital contract

Na dokaz sthlasu so znenim zmluvy pripajaji zmluvné
strany svoje podpisy.

V Parizi, dfa ......cocccveveeeerenene.

Za Sponzora:

Alain Moussy,CEO
AB Science

Za Zdravotnicke zariadenie:

Vyhlasenie hlavného skusajuceho:

PreCital som si tito zmluvu a porozumel jej a
prijimam podmienky a ustanovenia, ktoré sa tykaj
mojej Cinnosti ako hlavného skisajiceho. Dalej
sthlasim s tym, Zze zaistim, aby boli vsetci
spoluskusajlci a pracovnici vyskumu informovani o
svojich povinnostiach vyplyvajlcich z tejto zmluvy.
Dalej suhlasim so zberom, pouzitim a prenosom
mojich osobnych Udajov, tak ako je stanovené v tejto
zmluve.

Schvélenie stadie SUKLom zo diia
10.9.2010

2. Suhlas Etickej komisie pri

FN Trencin, zo diia 20.10.2010

3. Suhlas Multicentrickej Etickej
komisie zo dna 8.9.2010
Poistenie pacientov

Informovany suhlas pacienta
Informacie pre pacienta

Platobna schéma

Prilohy. 1.

Nowuh

In witness whereof the parties have set their
signatures hereto.

In Paris, on .....cccoocveeeennen.

For the Sponsor:

Alain Moussy, CEO
AB Science

In s ON e

For the Medical Institution:

The Principal Investigator’s representation

I have read and understood this contract and I accept
the conditions and provisions which are related to my
activities as the Principal Investigator. I also agree
that I will ensure that all Co-investigators and all
research staff are informed of their duties that arise
from this contract. Furthermore, I agree with the
collection, use and transmission of my personal data
as stipulated in the contract.

In 7 ON e

Annexes: 1. SUKL study approval dated
10.9.2010

2. Approval of Ethics Committee of
University Hospital Trencin dated
20.10.2010
Approval of Multicentric Ethics
committee dated 8.9.2010
Patients' insurance
Patient's informed consent
Information for Patient
Payment Schedule

w

Nowua
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APPENDIX 1

FINANCIAL TERMS

Study Schedule:

1. Study Initiation and Completion

Sponsor will notify the Institution and the Prinaidnvestigator of the Starting Date of the
Study.

The Study shall be initiated by the Institution @he Investigator on the Starting Date.
2. Enrollment
The expected number of randomized qualified ptgiesll be a minimum o8

The number of enrolled patients/subjects doesnutide screen failures.

3. Definitions

3.1 A “qualified patient” is a participant in theéu8ly who, on entrance into the treatment
phase of the Study, met all of the entrance catarid none of the exclusion criteria in the Prdtoco
and who gave his or her written informed consepaxticipate.

3.2 “Completion” of a patient’s participation meamgualified patient who has completed the
Study and met the minimum attendance and compliatas@ards in the Protocol required to permit
evaluation and that the patient’s case report foasibeen completed by the Investigator and accepted
as satisfactory by Sponsor.

3.3 A “withdrawn patient” is a qualified patient whwas withdrawn from the Study because
of treatment failure or adverse event but otherwrss the minimum attendance and compliance
standards in the Protocol.

4. Amount
4.1 Budget

Sponsor agrees to support the Study using theirie® budget attached in Appendix 1-A and rules
defined in Appendix 1-C, for visits, procedures #ests scheduled in compliance with the Protocol.

For qualified patients withdrawn before the completof the study, Sponsor payment will be based
on the costs incurred as defined in Appendix 1-A.

4.2 Screen Fails

Sponsor will not reimburse Institution for costs@sated with exams or visits carried-out on pasien
who generate screen fail.

4.3 Others
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No payment will be made by Sponsor for Patientsctvldire not evaluable as a result of a failure to
comply with the Study Protocol.

PRILOHA 1

FINAN CNE PODMIENKY

Plan Studie;

1. Zahdjenie Studie a jej ukiamie

Zadavaté& uvedomi Zariadenie a Hlavného skusajuceho o danahajenia Stadie.

Studia bude zahajena Zdravotnickym zariadenim &&léim k datumu zahajenia Stadie.
2. Nabor

Predpokladany gt vhodnych randomizovanych pacientov bude minimaln

Toto ¢islo nabratych pacientov/subjektov nezehzlyhanie skriningu.

3. Definicie

3.1 ,Vhodny pacient je &€astnik Stadie, ktory pri vstupu do diebnejéasti Stadie, spinil
vSetky zard’'ovacie kritéria a nesplnil Ziadne vyiavacie kritéria uvedené v protokole, a ktory dal
pisomny informovany suhlas Kasti.

3.2 ,Dokortenie” pacientove] &asti znamena pacienta, ktory dokibnStudiu a spinil
minimalny p&et navstev avyhovel Standardom pedprotokolu, pozadovanych pre umoZnenie
vyhodnotenie a formular o stave pacienta (Casertrdpon) bol vyplneny skdsajucim lekarom a bol
zadavatBom zhodnoteny ako dosgtguci.

3.3 ,Vyradeny pacient” je vhodny pacient, ktory bgtadeny zo Stadie kvéli zlyhaniu &iey
alebo neziaducej prihode, aledrsplnil minimalny pget navstev a vyhovoval protokolu.

4. Finakné vyrovnanie

4.1. Rozpd@et

Zadavaté suhlasi s podporou Studie formou poplatkov, uvederv rozpéte v Prilohe 1-A a pda
pravidiel definovanych v Prilohe 1-C pre navstgupcedury a testy planované fagrotokolu.

Platby za vhodnych pacientov, vyradenych pred dédoim Studie, budd zaloZené na vynaloZenych
nakladoch definovanych v Prilohe 1-A.

4.2. Zlyhanie pri skriningu

Zadavaté neuhradi Zariadeniu naklady za vySetrenia alebon&aStevy pacientov, ktory budu
definovani ako zlyhanie skriningu.

4.3 Iné
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Zadavaté neuhradi naklady za pacientov, ktorych vysledkbudgl hodnotittné waka ukonom
vykonanym v nesuladu s protokolom.
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Appendix 1-A - TARIFICATION FOR STUDY

1 — Detailed budget

Pre-
treatment Treatment End of | Follow- AB SCIENCE
period period study up Total COST
Every
W1 w2 W6 12
W4W5 | W3W9 | W12 weeks
W7 W8 W15 W18 after Final
Screening| Baseline W10 W21 W24 W24 visit | Survival Unit Total
WO Cost€ Cost
Non-
Routine 1 _ _ _ _ _ _ ~ 1 80 80,00
Non
Routine _ 1 _ ~ _ ~ _ ~ 1 160 160,04
Non
Routine _ _ _ _ _ _ 1 _ 1 120 120,04
Non
Routine _ _ _ 4 4 1 _ _ 9 80 720,00
Non
Routine _ _ _ _ _ _ _ 1 1 20 20,00
Non
Routine _ 1 _ _ _ _ _ _ 1 20 20,00
Routine _ _ _ _ 2 1 1 _ 4 0 0,00
Non
Routine _ _ _ _ 2% _ _ 2 200 400,00
Non
Routine _ 1 _ _ _ _ _ 1 200 200,04
non-
Routine _ 1 _ _ _ _ 1 _ 2 10 20,00
Routine _ 0 _ _ _ _ _ _ 0 0 0,00
Non
Routine _ 1 _ _ _ _ 1 _ 2 30 60,00
Routine _ _ 7 _ _ _ _ _ 7 0 0,00
Non
Routine 1 1 _ _ _ _ _ _ 2 10 20,00
Non
Routine 1 1 _ _ _ _ 1 _ 3 5 15,00
Non
Routine _ 1 _ 4 4 1 1 _ 11 10 110,00
Routine _ _ _ _ _ _ _ _ _ 0 0,00
Non
Routine 1 1 _ _ _ _ _ _ 2 10 20,00
non-
Routine 1 1 _ 4 4 1 1 _ 12 5 60,00
Non
Routine _ 1 _ _ 4 _ _ _ 5 30 150,00
Routine ) 1 ) _ ) ) _ B} 1 0,00
Routine } 1+1 ) ) ) B} } _ ; 0,00
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2 — Cost per visit

Price total

Screening 110
Baseline 490

W1 w2 W4 W5 W7 W8 W10 0

W3 W9 W15 W21 380

W6 W12 W18 W24 900
Every 12 weeks after W24 95
Final visit 180
Survival 20

total 2175 EUR
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1 - Detailny rozpcaiet

Priloha 1-A — PLATBY ZA STUDII

Rozpcatet na pacienta

Hospital contract

Stadia AB08026
Predlie¢bové Lie¢obné Koniec | Nasledné NAKLADY AB
Prehrad vySetreni obdobie obdobie Studie | sledovanie| Celkom SCIENCE
T3 | T6 | Kazdych
T9 | T12| 12T po
Skrinovacia | Zakladna | T1 T2 T4 T5 | T15 | T18 | navsteve| Koneéna Cena za
navsSteva | navSteva| T7T8T10 |T21|T24| T24 |navSteva| PreZitie jednotku | Naklad
T0 € celkom
Nerutinngl 1 _ _ _ _ _ _ _ 1 80 80,00
. . Nerutinndl ~ 1 - - - ~ - ~ 1 160 160,04
Navsteva pacienta —
Nerutinna _ _ _ _ _ _ 1 _ 1 120 120,00
Nerutinnd| _ _ _ 4 | 4 1 _ _ 9 80 720,00
Nasledna navsteva
pacienta Nerutinn _ _ _ _ _ _ _ 1 1 20 20,00
Liecba Cetirizinom Nerutinnd| B 1 B B B B _ _ 1 20 20,00
Rutinna _ _ _ _ 2 1 1 _ 4 0 0,00
Vykonanie CT Nerutinn _ i i |2 i _ 2 200 400,00
Nerutinnd| _ 1 _ _ _ _ _ 1 200 200,04
Tehotensky test Nerutinnd| B 1 B B B B 1 _ 2 10 20,00
EKG Rutinna 0 _ _ _ _ _ _ 0 0 0,00
Nerutinndl 1 - - - ~ 1 ~ 2 30 60,00
- . Rutinn& _ _ 7 _ _ _ _ _ 7 0 0,00
Hematologia lokalna -
Nerutinng| 1 1 _ _ _ _ _ _ 2 10 20,00
PT, PTT, INR Nerutinnd| 1 1 B B B B 1 B 3 5 15,00
Priprava/ odoslanie
krvi do centralneho
laboratéria Nerutinnl 1 ~ 4 4 1 1 ~ 11 10 110,00
. . Rutinna ~ - - - - ~ - ~ ~ 0 0,00
Biochémia
Nerutinnl 1 1 - - - ~ - ~ 2 10 20,00
VySetrenie mou Nerutinnd| 1 1 ) 4 | 4 1 1 ) 12 5 60,00
Vydaj lieku Masitinib | Nerutinna B 1 B B 4 B B B 5 30 150,00
Vydaj lieku —
dacarbazine Rutinna } 1 _ ) ) _ ; - 1 0,00
Biopsia vzorky (ak nie
je dokumentovana c-k
mutécia): skrining + c-
kit DNA alebo RNA
sekvencia Rutinna ~ 1+1 - - - ~ - ~ ~ 0,00
Cena celkom 2 175,00
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2 - Néklady za navstevu

Cena za navstevu Skrining
Z&kladna
W1 W2 W4 W5 W7 W8 W10
W3 W9 W15 w21
W6 W12 W18 W24
Kazdych 12 T po navsteve T24
Koneina navsteva
PreZitie
Celkom

Hospital contract

110
490
0
380
900
95
180
20
2175 EUR
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Appendix 1-B — INVOICE
All invoices issued for the Study should be madengsthe following form
INVOICE TO AB SCIENCE FOR STUDY N° AB08026

Institution Name :
Institution Address :

Invoice Number : Invoice Date :

Study Patient Name and Number for which paymebeisg sought :

Procedures performed for which payment is beinglbuComplete appropriate boxes)

Procedures performed for which payment is beinglsbuComplete appropriate boxes)

Visit Number / Procedure Visit Date Cost (Euro)

Total Amount Due: €

Investigator Approval:

Submit completed invoices to: Mr Alain Mousy, CEO
AB Science - 3, Avenue George V - 75008 Parisnéga

Payment : Bank Name:
Instructions Bank Address:
SWIFT CODE:

Account Number:

Account Name:

IBAN:

hospital contract_prim. MUDr. FrantiSek Cimmermann
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Priloha 1-B — FAKTURA

Pre vSetky faktary vydané k tejto Studii musitbyouzity tento formular:

FAKTURA PRE STUDIUCISLO AB08026 SPOLONOSTI AB SCIENCE

Nazov zariadenia:
Adresa zariadenia:

Cislo faktary: Datum vydania:

Meno acislo Studijného pacienta, za ktorého su platby dgzané:

Platba potla vykonanej procedury (vyiie vhodné potika)

Platba potla vykonanej procedury (vyiie vhodné potika)

Hospital contract

Navstevaéislo / ProcedUra

Datum
navstevy

Cena (EUR)

Celkovéagiastka:

Schvalenie ska3ajuceho:

Vyplnenu faktaru odoslite k rukam: Mr Alain MousgEO

AB Science - 3, Avenue George V - 75008 Parisnéga

Pokyny k platbe: Nézov banky:

Adresa banky:

SWIFT kod:

Cislo Gtu:

Nazov @tu:

IBAN:

hospital contract_prim. MUDr. FrantiSek Cimmermann
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Appendix 1-C

RULES FOR COVERAGE OF COSTS ASSOCIATED WITH CLINICA L TRIAL SERVICES

This memorandum explains the rules for definingicll trials services to be covered by AB Science
and clinical trial services to be covered by Ingiin.

1

Coverage of Medicinal Products Costs

There are two types of medicinal products in thatext of a clinical trial: Investigational
Medicinal Products (IMPs) and Non Investigationadvtinal Products (NIMPS).

» Investigational Medicinal Products are, defined “aspharmaceutical form of an active
substance or placebo being tested or used asramegein a clinical trial, including products
already with a marketing authorization but usedssembled (formulated or packaged) in a
way different from the authorised form, or whendifar an unauthorised indication, or when
used to gain further information about the autteati®orm”.

= Other Medicinal Products, which are not IMPs aréemed to as "non-investigational
medicinal products” (NIMPs). They include medicinaloducts such as concomitant or
rescue/escape medication :
o for preventive, diagnostic or therapeutic reasomd@
o to ensure that adequate medical care is providetthéosubject,

AB Science will only pay for Investigational Medial Products. Non Investigational Medicinal
Products will not be paid by AB Science.

Coverage of Costs other than Medicinal Products Ct¢s

There are other costs associated with clinical seavices, namely Research Costs, Support Costs
and Treatment Costs.

Research Costsare the costs of the R&D itself. They include tlusts of data collection and
analysis, and other activities needed to answeqtiestions that a piece of R&D is addressing.
They can include pay and indirect costs of stafpleyed to carry out the R&D. AB Science will
pay all research costs.

Support Costsare the additional patient care costs associaitbdtie research, which would end
once the R&D activity in question had stopped, eé¢ime patient care service involved continued
to be provided. This might cover items such asaekiood tests, extra in-patient days, extra
nursing attention and extra physician time. AB 8cewill pay all support costs.

Treatment Costsare the patient care costs which would contindgetoncurred if the patient care
service in question continued to be provided afier R&D activity had stopped. Where patient
care is being provided which differs from the nokmsgandard, treatment for that condition (either
an experimental treatment or a service in a diffefecation from where it would normally be
given) the difference between the total Treatmesgt€and the costs of the “standard alternative”
(if any) can be termed thExcess Element of Treatment Costgor just ‘Excess Treatment
Costs), but is nonetheless part of the Treatment Cost.

AB Science will not pay for Treatment Costs.
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AB Science will pay for Excess treatment cost (tue per visit, exams in addition to standard of
care.

3 Coverage of costs associated with treatment of cotigations
3.1 Definition

There are four types of treatment of complications.

= Treatment of complications associated with the disse: Complications which are
reported to be related to the natural course ofltbease or its progression.

= Treatment of complication associated with the staratd of care: Complications which
are reported to be related to the standard of care.

= Treatment of complication associated with negligercin patient care: Complications
which are due to negligence of institution stucdntan the treatment of the patient.

= Treatment of complication associated with Masitinibor Protocol specific procedures:
Complications which are reported to be exclusiveysed by Masitinib, and not caused
by the disease or the control drug or a negligence.

AB Science will not cover costs associated with tfeatment of complications associated with the
disease or the standard of care or negligencetienp&are.

Sponsor will do its best effort to cover reasonatasts for the treatment of complication associated
with Masitinib or protocol specific procedures.

The process detailed in paragraph 1.3.2 below ball applied to determine whether treatment of
complication shall be reasonable and covered oby&ponsor.

3.2 Process

= Step 1: The complication will be communicated myeistigator to AB Science.

= Step 2: If the complication is similar to docunethtomplications expected to occur as a
result of the disease or as the result of the atahdf care, then the costs associated with
the treatment of complications will not be covebgdAB Science

= Step 3: If the complication is not documenteddsult from disease or control drug but
results from masitinib or protocol specific procesk) then :

3.1: Investigator will communicate, whenever febesiffiven potential time constraints, an
estimated budget for the treatment of the comptinat

3.2: If the cost of treatment of the complicatioagplanned to be less than 2,500 Euros
then AB Science will cover all reasonable cost®eased with the treatment of these
complications, in the limit of 2,500 Euros.

3.3 If the cost of treatment of these complicatisnglanned to be more than 2,500 Euros,
then AB Science will review the costs of treatmesdsociated with these
complications and will do its best effort to extdithncial coverage of all reasonable
costs above the limit of 2,500 Euros.
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Priloha 1-C

PRAVIDLA PRE UHRADU NAKLADOV ZA SLUZBY SPOJENE S KL INICKYM
SKUSANIM

Toto vyhlasenie vysvitije pravidla pre definiciu sluzieb, spojenych siklkym skiSanim, ktoré hradi
AB Science a ktoré hradi Zariadenie.

1

Uhrada nékladov za medicinske produkty

RozliSuju sa dva typy medicinskych produktov v slosti s klinickym skdsanim: Vyskumny
medicinsky produkt (Investigational Medicinal ProgulMP) a nevyskumny medicinsky
produkt (Non Investigational Medicinal Product, N#

= Vyskumné medicinske produkty sU definované ako mbareuticka forma aktivnej
substancie alebo placeba, ktoré sa testuje alebmosaiva ako referencia v klinickom
skiSaniu, vratane produktov, schvalenych k predajae, pouZitych alebo zapojenych
(primieSanych alebo zabalenych) vo forme inej akbvélena forma, alebo pouZzita pre
neschvélenu indikaciu, alebo pouzitd v zmysle zigkd'alSich informacii o schvélenej
forme*.

= Iné medicinske produkty, ktoré nie su IMP, su defané ako ,nevyskumné medicinske
produkty (NIMP). Zalaju medicinske produkty ako konkomitantni alebo
zachrannd/Unikovl medikaciu:

0 pre preventivne, diagnostické alebo terapeuticiedyla/alebo
0 pre zaistenie dostatoej starostlivosti subjektovi

Spolanog’ AB Science uhradi len naklady za vyskumné medieinzrodukty. Nevyskumné
medicinske produkty nebudi hradené sgrodx’ou AB Science.

Uhrada nakladov za iné ako medicinske produkty

S klinickym skdSanim su spojenkalSie naklady, menovite naklady na vyskum, podporné
naklady a naklady na kibu.

Vyskumné naklady su naklady za samotny vyskum a vyvoj. #Zatji naklady na zber dat a
analyzu a iné aktivity, nutné k zodpovedaniu dotaiorych sa tyka vyskum a vyvoj. M6Zu
zahtnat' platy a nepriame naklady na zamestnancov, vykgaéich vyskum a vyvoj.
Spolanog’ AB Science uhradi vSetky tieto naklady.

Podporné nakladysu dodaténé naklady na starostlivibe pacienta spojené s vyskumom, ktoré
skorti s¢innog’ou, tykajlcej sa vyskumu a vyvoja, ajdkea bude v poskytovani starostlivosti o
pacienta pokrgova. Toto zalma napr. krvné testy navySe, mimoriadnu hospitalizac
Specialny dohad a¢as lekara navy3e. AB Science uhradi vSetky podpuiikiady.

Lie¢ebné naklady st néklady na lighu pacienta, ktoré buddialej vznika, ak bude ndialej
potrebna starostlivéso pacienta aj po skéeniu predmetu vyvoja a vyskumu. Ak sa bude
starostlivog o pacienta ligiod Standardnej liby tohto stavudi uz experimentélna lida alebo
sluzby v mieste odliSnom od miesta, kde by bolaostivos’ normalne poskytnutd), rozdiel
medzi li€ebnymi nakladmi a nakladmi na ,Standardnu alteméatiak existuje) moéze hy
nazvany Sikast’ lie¢ebnych nakladov navySe(alebo |ie¢ebné naklady navyse), ale st
siag’ou lietebnych nakladov.

Spolanog’ AB Science nebude hradiiecebné naklady.
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Spolanog’ AB Science bude hratindklady za Ligebné nakladyavySe (naths za navstevu,
dodat@né vysSetrenia k Standardnejcle).

3 Uhrada nakladov spojenych s ligou komplikacii
3.1 Definicia

RozliSujeme Styri typy lighy komplikacii.

= Lie¢ba komplikécii spojenych s ochorenim komplikacie hlasené ako suvisiace s
prirodzenou priinou ochorenia alebo jeho progresie.

= Lie¢ba komplikacii spojenych s Standardnou starostlivagou: komplikacie hlasené ako
suvisiace s Standardnoudimu

= lie¢ba komplikacii spojenych so zanedbanim starostlivéiso pacienta komplikacie, ktoré
vzniknl zanedbanim starostlivosti Studijného tymétitdcie pri li€be pacienta.

» Lie¢ba komplikacii spojenych s masitinibom alebo procegrami danymi protokolom:
komplikacie hlasené ako vyhradne sp6sobené médmitimia nespojené s ochorenim alebo
kontrolnym liekom alebo nedbalsu.

Spolanog’ AB Science nebude hradndklady spojené s kibou komplikacii spojenych s ochorenim
alebo Standardnou starostlivos alebo zanedbanim starostlivosti o pacienta.

Zadavaté vyvinie najlepSiu snahu o pokrytie odévodnenychkladov za li€bu komplikacii
spojenych s masitinibom alebo procedurami danywtigiolom.

Postup podrobne popisany v odseku 1.3.2 nizSie humlatneny pre rozhodovanigj je liecba
komplikacii odévodnena a hradetidnehradené zadavdtem.

3.2 Postup

= Krok 1: Komplikacie bude spotoosti AB Science hlésiskusajuci.

=  Krok 2: Ak su hlasené komplikacie podobné kompli&ég, ktoré su ¢akavaneé v sivislosti s
ochorenim alebo ako vysledok Standardov starostiivootom nebudd naklady spojené s
liecbou komplikacii hradené spa@lmogs’ou AB Science.

= Krok 3: Ak nebude komplikacia zdokumentovana aksleidok ochorenia alebo kontrolného
lieku, ale ako dosledok podavania masitinibu alefszedur, danych protokolom, tak:

3.1: Skdsajuci oznami spdioosti AB Science, v rdmatasovych moZznosti, odhadovany
rozpatet na li€ébu komplikacii

3.2 Ak sU planované naklady naclmi nizsie ako 2,500 EUR, potom sp@iiog” AB Science
uhradi vSetky opodstatnené naklady spojenécbdie tychto komplikacii do limitu 2,500
EUR.

3.3 Ak su planované naklady naclm tychto komplikacii vysSie ako 2,500 EUR, potom
spola@nog’ AB Science posudi naklady nadimi, spojené s tymito komplikaciami &imi
najlepsSiu snahu pre navySenie fitlaej kompenzacie pre vSetky opodstatnené naklady
nad limit 2,500 EUR.
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APPENDIX 2
DELEGATION

AB Science authorize&-Pharma s.r.o.
U Alloteova Vrchu 1252/42,
Pradgiel55 00
CzechmRblic

to activities with regard to the above mentionegigtprotocol in Slovak Republic:

Hospital contract
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PRILOHA 2
POVERENIE
Spolainog’ AB Science splnomditije spolénog’ A-Pharma s.r.o.
U AlbrechtoVechu 1252/42,

Praha 5, 085
Ceska republika

k vykonucinnosti, stvisiacich s vy3Sie uvedenym Studijnywtgolom vo Slovenské republike.
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