Smlouva se zdravotnickym zarizenim

Hospital contract

Smiouva
o provedeni klinické studie

mezi

AB Science

se sidlem: 3, Avenue George V
Paris 750 08
France

IC: 404 384 79941

DIC: FR 404 384 79941

zastoupena: Alain Moussy,CEO

(dale jen "sponzor")

Bankovni spojeni:

Neuflize OBC (ABN AMRO)

BIC: NSMEFRPPXXX

IBAN: FR76 1497 8001 0002 0570 5000 169

a

MUDr. Jitka JakeSova
Adresa:

Neplatce DPH — osoba identifikovana k dani
Datum narozeni:
DIC: CZ6053230931

Banka:

tu:
Variabilni symbol:

Cislo U¢
(dale jen ,Hlavni zkousejici)

a

Oblastni nemocnice Pribram
se sidlem: Gen. R. Tesarika 80
261 01 Pribram,
y Ceska republika
IC:V27085031
DIC : CZ27085031

Banka: Ceska sporitelna, a.s., pobocka Milinska 166,

261 22 Pribram

Cislo Gctu: 525226379/0800

IBAN: CZ29 0800 0000 0005 2522 6379
BIC: GIBA CZ PX

Specificky symbol: Cislo faktury

zastoupena: MUDr. Stanislavem Holobradou,
reditel

(dale jen "zdravotnické zafizeni")

uzaviraji tuto

smlouvu o provedeni klinické studie.

Contract
on the conduct of the clinical study

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
(hereafter called "sponsor")

Bank:

Neuflize OBC (ABN AMRO)

BIC: NSMEFRPPXXX

IBAN: FR76 1497 8001 0002 0570 5000 169

and

Jitka Jakesova, MD

Non VAT - a person identified for the tax
Date of Birth:
VAT: CZ6053230931

Bank:
Account number:
Variable symbol:

(hereandafter “Principal Investigator)

and

Regional Hospital Pribram
Address: Gen. R. Tesarika 80

261 01 Pfibram,

Czech republic

Id. No:27085031

VAT No.:CZ27085031

Bank: Ceska spotitelna, a.s., Milinska 166, 261 22
Pribram

Account no. : 525226379/0800

IBAN: CZ29 0800 0000 0005 2522 6379

BIC: GIBA CZ PX

Specific symbol: Invoice no.

represented by: Stanislav Holobrada, M.D.,
director
(hereinafter called "medical institution")

conclude this

contract on the conduct of the clinical trial.
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I
PFedmét a ucel smlouvy

Pfedmétem smlouvy je klinické hodnoceni humanniho
ecivého pripravku masitinib v ramci klinické studie s
nazvem: “Prospektivni multicentricka, dvojité
randomizovana, dvojité zaslepena studie faze
III se dvéma paralelnimi skupinami,
porovnavajici icinnost a bezpecnost masitinibu
v prvni linii Iécby v kombinaci s gemcitabinem
oproti gemcitabinu v kombinaci s placebem,
nasledovana druhou linii Iécby masitinibem

v kombinaci s FOLFIRI 3 oproti placebu

v kombinaci s FOLFIRI 3 v lécbé pacientti

s neresektabilnim, lokalné rozvinutym nebo

metastatickym karcinomem slinivky bfisni.”
Kdd protokolu: AB12005. Sponzorem studie je
obchodni spolecnost AB Science.

Protokol je podkladem této smlouvy a nesmi byt
ménén nebo doplfiovan bez vzajemné dohody
smluvnich stran a schvaleni dodatku sponzorem a
dalSimi subjetky, které vymezuji pravni predpisy.

Ucelem smlouvy je stanovit podminky k provedeni
studie a vymezit prava a povinnosti smluvnich stran
pro pribéh a zpracovani studie.

II.
Vyzadani povoleni a souhlasu k zahajeni studie

Studie bude provedena na zdkladé povoleni Statniho
Ustavu pro kontrolu léciv ze dne 2. 7. 2015, Etické
komise zdravotnického zafizeni ze dne 1.12.2016 a
Etické komise pro multicentrickd hodnoceni ze dne
15.10.2014, které tvori prilohu ¢. 2, €. 3 a €. 4 této
smlouvy. Za komunikaci s témito Urady je zodpovédny
sponzor.

III.
Misto a doba provedeni studie

1. Studie bude provedena na Onkologickém oddéleni
Oblastni nemocnice Pfibram, Gen. R.Tesaiika 80,
261 01 Pribram 1, v Cele s hlavnim zkousSejicim
MUDr. Jitkou JakeSovou (investigatorem).

2. Studie bude provedena v predpokladané dobé od
roku 2017 do roku 2022.

1v.
Zakladni podminky pro zpracovani studie

1. Zkousejici provede studii pfi dodrzeni platnych

I.
Subject and aim of agreement

I'he subject of the contract is the clinical trial of human
medicinal product masitinib within the clinical study,
itled: "A prospective, multicenter, double-randomized,
double-blind, 2-parallel groups, phase 3 study to
compare as first line therapy efficacy and safety of
masitinib in combination with gemcitabine, to
gemcitabine in combination with placebo, followed as
second line treatment by masitinib in combination
with

Folfiri.3 versus placebo in combination with Folfiri.3 in
the treatment of patients with non resectable locally
aadvanced or metastatic pancreatic cancer.”

Code of the protocol: AB12005. The study sponsor is
the company AB Science.

The protocol provides the base of this contract and
may not be changed or amended except by mutual
agreement of the parties and with the 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 the rights
and obligations of the parties for the course and
process of the study.

II1.
Requesting the permit and approval for the
commencement of the study

The study will be performed in virtue of the approvals
of the State Institute for Drug Control of 2.7.2015,
Ethics Committee of the medical institution issued on
1.12.2016, and Ethics Committee for multicentric
clinical trials issued on 15.10.2014, which are parts of
this contract — appendices No. 2, 3. and 4. The
Sponsor is responsible for the communication with
these authorities.

III.
Place and time of the performance of the study

1. The study will be performed at Oncology
department Regional Hospital Pfibram, Gen.
R.Tesarika 80, 261 01, Pfibram 1Pfibram. The
principal investigator will be Jitka JakeSova, M.D.

2. The study will be performed in an anticipated time
from 2017 to 2022.

1v.
Primary conditions for carrying out the study

1. The investigator will perform the study according
to the current law regulations of the Czech

Republic, especially the Act No. 378/2007 Coll.,
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pravnich predpisd CR, a to zejména zakona C.
378/2007 Sb., o léCivech a o zménach nékterych
souvisejicich zakond, v platném znéni, zdkona ¢.
372/2011 Sb., o zdravotnich sluzbach, v platném
znéni, vyhlasky Ministerstva zdravotnictvi a
Ministerstva zemédélstvi ¢. 226/2008 Sb., o
spravné Kklinické praxi a blizSich podminkach
klinického hodnoceni léCivych pfipravkd, v platném
znéni, a ve shodé se zakladnimi podminkami a
zasadami stanovenymi:

a) povolenim vydanym k provedeni studie Statnim
Ustavem pro kontrolu 1éCiv a dalSimi institucemi
uvedenymi v ¢l. II smlouvy,

b) protokolem studie AB12005. Jeho pfipadné
zmény lze provést jen se souhlasem vSech
smluvnich stran, pfislusnych statnich organl a
etickych komisi a musi byt provedeny pisemné,
jak je uvedeno vyse v této smlouveé.

2. Studie bude dale provedena ve shodé se spravnou
klinickou praxi (CPMP/ICH/135/95) a podminkami
vychazejicimi z Helsinské deklarace.

3. Dokumenty uvedené v odst. 1 pism. b) tohoto
¢lanku jsou dlvérné a informace o jejich obsahu
mohou byt poskytnuty jen zaméstnanclim
feSitelského centra povéfenym ¢i jmenovanym
podle ¢l. III odst. 1 této smlouvy, institucim
uvedenym v ¢l. II této smlouvy a organim a
institucim uvedenym v ¢l. VI odst. 3.

V.
Vybér subjektti hodnoceni pro studii a vyzadani
jejich souhlasu

1. Do studie budou béhem nabéru pacientd zafazeny
nejméné 3 subjekty hodnoceni.

2. Zarazeni subjektd hodnoceni do studie bude
mozné jen s jejich pisemnym informovanym
souhlasem a po jejich fadném pouceni (pisemna
informace). Vyzadani souhlasu od subjektd
hodnoceni musi byt ve shodé s etickymi principy,
pravnimi predpisy a spravnou klinickou praxi. K
tomu:

a) Sponzor prohlasuje, ze predal hlavni zkousejici
formulaf pisemného informovaného souhlasu
subjektu hodnoceni se zarazenim do studie a
formular pisemného pouceni (informace) pro
subjekt hodnoceni.

on Pharmaceuticals and on changes to some
related Acts, as amended, act No. 20/1966 Coll.
on care of nation's health, as amended, and
decree of the Ministry of Health and Ministry of
Agriculture No. 226/2008 Coll. on good clinical
practice and the detailed conditions of the clinical
trial of medical products, as amended, and
according to the primary conditions and principles
as stated in:

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

b) the study protocol AB12005. Possible changes
of the protocol can be only made with
agreement of all contractual parties,
appropriate state authorities and ethics
committees, and they must be done in writing,
as all is mentioned above in this contract.

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

The documents stated in par. 1 letter b) of this
Article are confidential and can be only
approached by employees of the research center
entrusted and appointed according to Article No.
III par. 1 of this contract, the institutions stated
in article No. II of this contract and to the
authorities and institutions stated in Article VI
par. 3.

V.
Selection of subjects for the study and
requesting their consent

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

Inclusion of subjects of the trial into the study will
be possible only with their written informed
consent, and after proper enlightenment of them
(written information). The trial subjects' consent
must be requested in consonance with ethical
principles, with the law and good clinical practice.
That's why:

a) the sponsor represents that it submitted to the
principal investigator the form of written
informed consent of the subject of trial with
the enrolment into the study, and the form of
written advice (information) for the subject of
trial.

b) the investigator, prior to the enrolment of the
subject of trial in the study in case of its
consent shall ask for its signature at both
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b) Zkousejici pred zarazenim subjektu hodnoceni
do studie v ptipadé jeho souhlasu pozada o
jeho podpis na obou dokumentech uvedenych
v odst. 2 pism. a).

c) Ucast pacienta ve studii bude zaznamenana v
jeho osobni zdravotni dokumentaci a v pfipadé
jeho souhlasu bude informovan jeho osetfujici
prakticky lékar.

. Subjekty hodnoceni podepsané dokumenty o jejich
pouceni a souhlasu pofizené podle odst. 2 musi
byt uloZeny v dokumentaci o studii, kterou vede
hlavni zkousejici.

. Pokud hlavni zkousejici zjisti v préibéhu studie, ze
subjekt hodnoceni zafazeny do klinické studie
nevyhovuje jejim kritériim, okamzité bude o tom
informovat sponzora a po dohodé s nim jej z
pribéhu studie vyfadi.

. Zkousejici, zdravotnické zafizeni i sponzor jsou
povinni v prlibéhu studie i po jejim ukonceni dbat
podle pfislusnych pravnich predpisd CR o ochranu
osobnich Udajd a informaci o osobnich pomérech
subjektd hodnoceni zafazenych do studie.

VI.
Sledovani a kontrola priibéhu studie

. Prlibéh a provadéni studie budou kontrolovany a
sledovany odbornymi Utvary i povérenymi
zaméstnanci  sponzora, kterym  zdravotnické
zarizeni i zkousSejici umozni pristup ke vSem
informacim ziskanym v ramci studie i k vysledkém
laboratornich testll, zkousek a jinych zaznaml o
subjektech hodnoceni zafazenych do studie, pokud
byly ziskany v ramci studie.

. Spolupracovnici sponzora pro sledovani a kontrolu
budou povéreni zaméstnanci CRO:

Sidlo firmy:
A-Pharma s.r.o.

U Albrechtova Vrchu 1252/42
Praha 5, 155 00
Ceska republika

Dorucovaci adresa:
A-Pharma s.r.o

K Ohradé 528/2
155 00 Praha 5
Ceska Republika

documents specified in para 2, letter a).

c) The patient's study participation shall be
recorded in his/her personal medical
documentation, and his/her general
practitioner shall be informed if the patient
agrees to that.

Trial subjects-signed documents on advising them
and consent obtained in accordance with para 2
shall be placed in the documentation on the study
maintained with the investigator.

If the principal investigator finds out during the
study that the subject of trial enrolled in the
clinical study does not comply with its criteria, it
shall immediately inform the sponsor of that, and
upon agreement with the latter it shall remove it
from the course of the study.

The investigator, medical institution as well as the
sponsor shall be obliged in the course of the
study, and after the completion of the same, to
care, in accordance with the appropriate legal
regulations of the CR, on the protection of
personal data and information on personal
conditions of the subjects of trial enrolled in the
study.

VI.
Monitoring and control of the course of study

The course and performance of the study will be
controlled and supervised by expert institutions or
by entrusted employees of the sponsor. The
medical institution and investigator will provide
access for these employees to all information
obtained in the course of the study and as well to
the results of laboratory tests, exams and other
records on subjects of the clinical trial involved in
this study, if completed during the study

Sponsor's collaborators for monitoring and control
shall be employees charged by CRO:

Firm domicile:

A-Pharma s.r.o.

U Albrechtova Vrchu 1252/42
Praha 5, 155 00

Czech Republic

Mailing address:
A-Pharma s.r.o

K Ohrade 528/2
155 00 Praha 5
Czech Republic

Id. No.: 61054976
VAT No._CZ61054976_
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IC: 61054976
DIC: CZ61054976

zastoupena: MUDr. Jindfichem Lahovskym
telefon: +420 251 081 230
e-mail: lahovsky@a-pharma.cz

3. Pribéh studie a jeji vysledky mohou byt
kontrolovany auditory sponzora. Tim neni doteno
pravo kontroly povéfenymi pracovniky pfislusnych
statnich organl CR a zahrani¢nich kontrolnich
Uradd.

4. Subjekty hodnoceni musi byt pouceny podle ¢l. V
odst. 2 této smlouvy a informovany také o tom, ze
Udaje ziskané o nich v prdbéhu studie mohou byt
pro uCely kontroly pouZity a predlozeny také
prislusnym statnim organfim CR.

5. Sponzor milze  povéfit  kontrolou  nebo
monitorovanim jinou smluvni organizaci nebo
zameéstnance jinych organizaci nez je uvedeno v
odst. 1 a 2 jen s predchozim pisemnym souhlasem
zdravotnického zafizeni a hlavni zkousejici.

6. Data ziskana pri vySetfeni pacientll a pozadovana 6

protokolem musi byt vlozena do dokumentacniho
listu do 5ti pracovnich dnd od jejich vzniku.
Laboratorni data musi byt datovana, podepsana a
vyhodnocena zkousejicim do 48 hodin po
doruceni, pokud to neni mozné drive.

VII.
Ostatni ujednani

1. Sponzor poskytne bezplatné zdravotnickému 1.

zarizeni a hlavni zkousejici zkuSebni Iék masitinib
AB1010 , ktery je nezbytny k provedeni studie tak,
aby mohla byt dodrzena doba trvani studie
predpokladana v ¢l. III této smlouvy.

2. Sponzorem poskytnuté I1éCivo, jehoz specifikace je 2.

uvedena v protokolu o klinické studii [¢l. IV odst. 1
pism. b) této smlouvy] pouzije zkousSejici pouze
pro provedeni klinické studie. Veskery Iék, ktery
nebude pouzit v ramci studie, vrati hlavni
zkousejici nebo zdravotnické zafizeni sponzorovi.

3. Zdravotnické zafizeni a sponzor se zavazuji 3

uschovat veskerou dokumentaci ulozenou v
fesitelském svazku i dokumentaci vztahujici se k
subjektdm hodnoceni nejméné po dobu 15 rokd
od data ukonceni studie, pokud pravni predpisy
nestanovi delsi dobu.

4. Sponzor se zavazuje poskytnout zkousejici Uplnou

represented by: Jindfich Lahovsky, MD
phone: +420 251 081 230
e-mail: lahovsky@a-pharma.cz

The course of the study and its results can be
checked also by auditors of the sponsor; this shall
not impair the right for inspection by the
authorized persons of the appropriate state
authorities of the CR and foreign inspection
authorities.

Subjects of the clinical trial must be enlightened
according to Article V. par. 2 of this contract and
as well informed that the data which will be
obtained about them during the course of the
study can be also submitted for the purposes of
control to the appropriate state control
institutions of the Czech Republic.

The sponsor may entrust other contract company
or employees of other companies than it is
mentioned in the paragraph 1 and 2 to control
and monitor of the study only after the prior
written approval from the medical institution and
the principal investigator.

Data received during patient visits have to be
entered into eCRF within 5 working days.
Laboratory data have to be dated, signed and
evaluated by investigator within 48 hours from
the delivery if not possible earlier.

VII.
Other arrangements

The sponsor will supply the medical institution
and principal investigator for free with the study
drug masitinib AB1010 which is needed for the
performance of the study in such a way that the
length of the study as set in Article III hereof can
be adhered to.

Medication, a specification of which is set in the
clinical study protocol [Article IV par. 1. letter b)
hereof] supplied by the sponsor can be used by
the investigator only for the clinical study
performance. All study drug which won't be used
in the study must be returned by the principal
investigator or medical institution to the sponsor.

The medical institution and sponsor shall
undertake to retain all the study documentation
kept the research file, as well as the
documentation related to the subjects of the
study for a period of at least 15 years since the
date of study termination, unless the applicable
law provides for a longer period.
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odbornou informaci o zkusebnim léku.

5. Zdravotnické zafizeni bere na védomi, Ze Clenem

studijniho tymu bude farmaceut, ktery je
v pracovnim poméru ke zdravotnickému zafizeni, a
ktery bude zodpovédny za prevzeti hodnoceného
léCiva, jeho zkontrolovani (jako jiné zasilky — tzn.
Neni-li zasilka poskozena, v pfipadé zvlastnich
pozadavk(l na transport, zda byly tyto pozadavky
splnény), jeho fadné skladovani a event. jeho vydej
pro Ucely provadéni studie dle pfislusnych pravnich
predpistl, zejména pak dle § 19, odst. 1, pism. d)
vyhlasky €. 226/2008 Sb., v platném znéni a dle
pokynu SUKL LEK-12. Zdravotnické zafizeni je
zodpovédné za fadné pinéni uvedenych cinnosti
farmaceutem. Farmaceut bude provadét veskeré
sluzby pfi Klinickém hodnoceni v souladu se vsemi
vSeobecné pfijatymi oborovymi normami podle
toho, jak se uplatfiuji na monitorovani a/nebo fizeni
klinickych zkousSek, pficemz bude vyvinuto veskeré
realné mozné Usili za UCelem zajiSténi presnosti
vSech hlaseni zpracovavanych pro Sponzora.

6. Zdravotni zafizeni se zavazuje poskytnout

povérenym zastupcem CRO nasledujici podminky:

e Pracovni prostor: pro manipulaci s dokumentaci
a léky

« Poskytnout osobni spolupraci hlavniho
zkousejiciho nebo jiného Iékare studijniho tymu
monitoru po dobu minimalné jedné hodiny pfi
kazdé monitorovaci navstéve.

» Opravy v dokumentaci musi byt provadény
béhem monitorovaci navstévy pfimo hlavnim
zkousejicim nebo |ékaiskymi Cleny jeho tymu, neni
prijatelné, aby zasahy do zdrojové dokumentace a
opravy klinickych Gdajt,

predevsim nezadoucich pfihod, vykonaval nelékafr.
e PFistup k internetu

* Pfipojeni do vSech prostor, kde probiha klinické
hodnoceni

e Spolupraci povéreného farmaceuta na provedeni
kontroly uskladnéni studijni medikace

« Hlavni zkousejici se zavazuje vyplnit
dokumentacnich list (CRF) do 5 pracovnich dnii po
vySetfeni pacienta.

VIII.
Nezadouci prihody v priibéhu studie

. Hlavni zkousejici je povinna bezodkladné sdélit
sponzorovi jakoukoliv nezadouci pfihodu, jakoz i
nezadouci Ucinek, ke kterym dojde v pribéhu
klinického hodnoceni léCivého pfipravku v souladu
a dle instrukci danych studijnim protokolem.
Sponzor se zavazuje toto oznamit Statnimu Ustavu

The sponsor undertakes to provide to the
investigator the complete scientific information on
the study medication.

The medical institution acknowledges that a study
team member will be a pharmacist who is an
employee of the medical institution, and who will
be responsible for taking-over the study drug, the
check (like other shipments - ie. Unless shipment
is damaged, if special requirements on transport,
whether these requirements are met), its proper
storage and evtl. its administration for the
purposes of the performance of the study in
accordance with the relevant legislation,
especially according to § 19, paragraph 1, letter
d), Decree No. 226/2008 Coll., as amended, and
according to instructions of SUKL LEK-12. The
medical institution is responsible for the proper
performance of these pharmacist activities.
Pharmacist shall perform all services for the
Study in accordance with all generally accepted
professional standards as applied to the
monitoring and/or management of clinical trials
and all reasonable efforts will be made to ensure
the accuracy of all reports prepared for Sponsor.

Medical institution commits to provide to
representatives CRO entrusted with the following
conditions:

e operating space for handling documentation
and drugs

e To provide personal collaboration with
principal investigator or other persons of
study team and monitor for at least one hour
at each monitoring visit.

e Corrections in documentation must be carried
out during monitoring visits directly by
investigator, it is not acceptable to
interference in source documentation and
repair of clinical data especially adverse
events conducted paramedical.

e Access to the Internet

e Access to any premises where undergone
clinical evaluation

e Cooperation of pharmacist authorized to
conduct inspections of storage study
medication

e Principal investigator shall undertake to
ensure the complete documentary case
report form (CRF) within 5 working days
after the examination of the patient.

VIII.
Adverse events in the course of study

The principal investigator has the duty to convey
to the sponsor without delay any unexpected
adverse event as well as any side effect which
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pro kontrolu Iéciv a etické komisi zdravotnického
zarizeni i multicentrické etické komisi, jestlize toto
stanovi pravni predpisy, a postupovat dale v
souladu s pravnimi predpisy.

IX.
Nahrada za poskozeni zdravi subjektd
hodnoceni

Sponzor se zavazuje odSkodnit zdravotnické
zafizeni a subjekt klinického hodnoceni za
jakoukoliv Gjmu vzniklou v dlsledku jeho Ucasti
na klinickém hodnoceni véetné usmrceni subjektu
hodnoceni., které nelze pripsat védomému
poruseni protokolu, GCP ¢i postupu non lege artis
hlavni zkousejici, zkousejicich a ostatnich clenl
studijniho tymu. Dale viz pfiloha 1-C, sekce 3 této
smlouvy.

2. Sponzor se své povinnosti k nahradé Ujmy podle

vySe uvedeného ujednani zprosti, prokaze-li, ze
Ujma na zdravi (vCetné usmrceni) byla zplisobena
umysinym jednanim ¢ Umysinym opomenutim
zdravotnického zafizeni nebo zkouSejici dle
protokolu, GCP i v souvislosti s postupem non lege
artis.

. Sponzor prohlasuje, Ze v souladu se zakonem C.
378/2007 Sb. zajistil na celou dobu provadéni
klinického hodnoceni smluvni pojisténi
odpovédnosti za Skodu pro hlavni zkousSejici a
sponzora, jehoz prostrednictvim je zajisténo i
odskodnéni v pripadé smrti subjektd hodnoceni
nebo v pfipadé Skody vzniklé na zdravi subjektdim
hodnoceni v dlsledku provadéni klinického
hodnoceni. Sponzor odpovida za veskerou Skodu,
ktera vznikne porusenim této povinnosti. Kopie
pojistné smlouvy je uvedena v pfiloze ¢. 4 této
smlouvy.

X.
Ochrana divérnych informaci

. D@vérnymi informacemi se pro Gcely této smlouvy
rozumi veskeré informace poskytnuté sponzorem a
vztahujici se ke studii nebo studijni dokumentaci;
zahrnuji zejména informace o strukture, slozeni,
ingrediencich, vzorcich, know-how, technickych
sponzorem oznacené jako dvérné. Zdravotnické
zafizeni a zkousSejici nesmi ddvérné informace
zptistupnit tfeti osob&, nebo je pouzivat pro Ucel
jiny neZ uréeny v instrukcich sponzora. Ddvérné
informace budou ve vylu¢ném vlastnictvi sponzora
a budou drZzeny zdravotnickym zafizenim a
zkousejici v tajnosti a na misté pro takové
informace  urleném, vyjma pfipadl, kdy
zdravotnické zafizeni nebo zkousejici prokazou, Ze

1.

will appear in the course of clinical trial of the
medicinal product. The reporting has to be
performed in accordance with, and in adherence
with the instructions specified clinical trial
protocol. The sponsor is obliged to report it to the
State Institute for Drug Control and to the Ethics
Committee of the medical institution as well as to
the multicentre ethics committee if this is
required by law, and take other steps in
accordance with the law.

IX.

Compensation for health damages of subjects

of clinical trial

The Sponsor shall reimburse the Medical
Institution and subject of clinical trial for any
injury caused by participation in clinical trial
including killing the clinical trial subject, , which
are not attributable to conscious protocol and
GCP violation, or non lege artis, proceeding of the
principal investigator, investigators and other
members of study team. For details, see annex 1-
C, section 3 of this contract.

The sponsor is free of duty to compensate the
injury according to the above provision, when he
proves, that the health damage (including killing)
was caused by calculated dealing, or by omission
of the medical institution or of the investigator
according to protocol, GCP or in accord with non
lege artis proceeding.

The sponsor declares, that according to the act
No. 378/2007 Coll., he arranged contractual
liability insurance for the whole duration of this
clinical trial for the principal investigator and the
sponsor, through which provided is also the
compensation in case of death of the trial
subjects, or in case of damages to the health of
the subjects of the trial as a result of the clinical
trial. The sponsor shall be responsible for all
damage which will occur due to the breaching of
such obligation. A copy of the insurance contract
is introduced in attachment No. 4 of 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
studying documentation; it shall particularly
include information on the structure, composition,
ingredients, formulas, know-how, technical
procedures and processes, as well all other
information the sponsor designates as
confidential. The medical institution and
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
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3.

. Vysledek

. Zdravotnické zafizeni a zkousejici

se jedna o informace verejné pristupné. Pokud je
ze zdkonem stanovenych dvodd nutné dévérné
informace zptistupnit, zdravotnické zafizeni nebo
zkousejici toto oznami sponzorovi, jakmile to bude
mozné. Sponzor, zdravotnické zafizeni a zkousejici
se zavazuji informovat vSechny osoby zlcastnéné
na této studii a osoby, jimZ je dGvérna informace
zptistupnéna, o povinnosti micenlivosti v souladu s
touto smlouvou; takové osoby jsou pak vazany
stejnou povinnosti mi¢enlivosti.

.S osobnimi udaji bude nakladano podle zakona o

ochrané osobnich Gdajt (€. 101/2000 Sb.).

XI.
Vlastnictvi vysledki studie, jeho ochrana a
publikovani vysledkii

studie je vyluénym vlastnictvim
spoleCnosti AB Science. Vysledky studie nebo
jejich Cast nebudou zdravotnickym zafizenim i
zkousejici publikovany bez predchoziho pisemného
souhlasu sponzora. Takovy souhlas nebude
sponzorem bezdlvodné odepren. Zdravotnické
zafizeni a zkousejici se zavazuji, Ze publikaci
jakékoliv odborné prace o pribéhu ¢i vysledcich
studie projednaji se sponzorem nejméné 60 dn(
pred predanim publikace do tisku nebo pred
konanim prednasky.

berou na
védomi, Ze Zadna odborna publikace k objeviim i
hodnocenym léCivym pfipravkim nesmi byt
zdravotnickym zafizenim nebo zkouSejici vydana
pfed podanim Zadosti sponzora o patentovou
prihlasku, pokud vzhledem k povaze vysledkd
studie bude podani takové prihlasky prichdzet v
Gvahu. O tomto vSak musi byt ze strany sponzora
predem informovani.

XII.
Reseni sporti a smirdi Fizeni

. Smluvni strany se dohodly, ze pravni vztahy a

pomery vzniklé z této smlouvy se fidi obecné
zavaznymi pravnimi predpisy Ceské republiky.

. Smluvni strany se zavazuji pfi zpracovani studie si

vzajemné pomahat a ptipadné spory a rozdilnost
nazorl na postup a zplsob praci fesit jednanim
obvyklym u smluvnich stran.

Pfi projednavani a rozhodovani pripadnych

spord, které nebudou prekonany spolupraci podle
odst. 2, se budou vSechny spory vyplyvaijici z této
smlouvy s touto smlouvou souvisejici Fesit u vécné a
mistné prislusného soudu v Ceské republice .

XIII.

instructions. The confidential information shall be
the exclusive property of the sponsor and shall
be kept by the medical institution and
investigator in secrecy and at a location intended
for such information, except the cases when the
medical institution or 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 investigator shall notify
such circumstance to the sponsor as soon as
possible. The sponsor, medical institution and
investigator shall 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 will be treated in accordance with

the Act on data protection (No. 101/2000 Coll.).

XI.
Ownership of study results, its preservation
and publication of the results

The company AB Science is the exclusive owner
of the study result. The medical institution and
the investigator have no right to publish study
results or their part without the prior written
agreement from the sponsor. This agreement
won't be withheld unreasonably by the sponsor.
The medical institution and the investigator oblige
to discuss the publication of any expert work
about the course of study or about the results of
study with the sponsor at least 60 days before
submission of the text for publishing, or before
giving a lecture.

The medical institution and the investigator take
at consciousness that no expert publication
related to findings or assessed medicinal products
can be published by the medical institution or
investigator before the sponsor files the patent
application if there could be any, considering the
results of the study. In any case, they must be
informed about this by the sponsor in advance.

XII.
Solving of disputes and arbitration

The contractual parties agree that the legal
bearing and conditions arisen from this contract
are subjected to the generally applicable law
regulations of the Czech Repubilic.

The contractual parties oblige to help each other
with processing of the study and possible
contention and opinion dissimilitude on process
and style of work will be solved in the way which
is common for the parties.
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Financni vyrovnani

1. Sponzor se zavazuje uhradit Castku za jednotlivé
navstévy dle platebniho schématu, které je
uvedeno v priloze ¢. 1-A. Platby budou a to vzdy
dvakrat do roka — kazdych 6 mésicl na zakladé
faktury vystavéné zdravotnickym zafizenim a
hlavnim zkousejicim se splatnosti 30 dni po
ukonceni mésice, v kterém byla faktura vystavena,
za navstévy uskuteénéné za prislusny pdl rok a
zmonitorované CRO a pouze za pacienty
vyhodnocené v souladu se studijnim protokolem.
Naklady Iékarny si bude rovnéz Gc¢tovat nemocnice
(lékarna si tedy nebude vydavat separatni
fakturu). V pfipadé, Ze subjekt hodnoceni nebude
moci dokoncit studii (napf. z ddvodu smrti),
zavazuje se sponzor zaplatit zdravotnickému
zafizeni a hlavnimu zkousejicimu pomérnou cast
nakladd vynalozenych na provedenou ¢ast studie.

2. Cestovné naklady budou hrazené pacientlim za
vSechny do e-CRF zadané a monitorem
zmonitorované navstévy pacienta v hotovosti
firmou A-Pharma, s.r.0. na zakladé predchazejici
platby pfipsané na ucet A-Pharmy s.r.o. firmou
AB Science. Hotovost bude predana Hlavnimu
zkouSejicimu na zakladé podpisu pisemného
Potvrzeni o prevzeti. Maximalni Castka za 1
navstévu jeﬁ

3. Celkovy rozpoCet na klinické zhodnoceni je
rozdéleny mezi Zdravotnické zafizeni a Hlavniho
zkousejiciho.  Klinického hodnoceni se bude
Gcastnit farmaceut, ktery bude za svou praci
v souvislosti s klinickym  hodnocenim  placen
z rozpoctu pro Zdravotnické zafizeni. Toto se tyka
¢innosti souvisejici se skladovanim, pfijem,
vydej a kontrola studijniho 1é¢iva.—Hlavni
zkousejici se zavazuje, ze radiolog bude za svou
praci v souvislosti s klinickym hodnocenim placen
z rozpoctu pro Hlavniho zkousejiciho.

4. Hlavni zkousejici je povinen zjim obdrzené
Castky vyporadat odménu pro cleny svého
studijniho tymu.

5. Sponzor prostfednictvim povérenych pracovnik{
CRO predd Zdravotnickému zafizeni podklady
k fakturaci tykajici se Zdravotnického zafizeni

6. Zadavatel uhradi zdravotnickému zafizeni
jednorézovy poplatek [l za archivaci studijni
dokumentace a materidld po dobu 15 let od
ukonceni studie.

Faktura je odevzdana predstavitelovi zadavatele a
adresat faktury je:

AB Science

3 avenue George V

75008 Paris-France

3. Subject-matter

related and locally related
jurisdiction of the Czech Republic will solve all
possible disputes regarding this contract and with
this contract related, which will not be surpassed
by cooperation according to par. 2 of this Article.

XIII.
Financial agreements

1. 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.
1-A hereto, always twice a year — every six
months, upon invoice made out by the Medical
Institution and PI, with a maturity 30 days after
the end of month when the invoice was issued.
Invoice will be issued after the approval of all
documents needed as a basis for the invoice from
the Sponsor. Payments shall be paid for visits
which were monitored by CRO, and only for
patients evaluated in compliance with study
protocol. The costs of pharmacy will be also
invoiced by the Medical Institution (therefore the
pharmacy will not issue a separate invoice). If the
trial subject will not be able to complete the study
(eg. by reason of death), the sponsor agrees to
pay the medical institution and principal
investigator proportion of the costs incurred in
carrying out part of the study.

2. Travel cost will be paid to patients for all patient
visits entered to e-CRF and by CRA monitored in
cash by A-Pharma s.r.o. on the basis of previous
payment credited to the account of A-Pharma
s.r.o.by AB Science. Cash will be passed to
Principal Investigator based on the signing of
Confirmation of receipt. Maximum amount per 1

visit is -

3. Overall budget for clinical trial is divided between
the Medical Institution and  Principal
Investigator. Total budget for clinical trial is
divided between Medical institution and Principal
Investigator. In Clinical trial will be pharmacist,
who will be for his/her work in the context of a
clinical trial paid from the budget for the
hospital. This concerns activities connected with
storing, reception, dispensation and supervision
of the study drug. Principal Investigator
commits to the radiologist for his work in the
context of a clinical trial paid from the budget
for the Principal Investigator.

4. Principal Investigator will dispatch the amount
received for the study between the study team.

5. The Sponsor will forward to the Medical
Institution by the authorized employees of the
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IC:V4O4 384 79941

DIC: FR 404 384 79941

V pripadé, Ze subjekt hodnoceni nebude moci
dokoncit studii (napf. z divodu smrti), zavazuje se
zadavatel zaplatit zdravotnickému zafizeni a
zkousejicimu pomérnou Cast nakladd vynaloZzenych
na vykonani ¢asti studie.

Zadavatel nebude hradit zdravotnickému zafizeni a
hlavnimu  zkouSejicimu  naklady spojené s
vySetfenimi nebo navstévami vykonanymi na
pacientech, ktefi byli chybné zafazeni.

Platba podle ods. 1 bude poukadzana na Ucet
zdravotnického zafizeni vedeny v

IC; 27085031

DIC : CZv27085031

Banka: Ceska spofitelna, a.s., pobocka Milinska
166, 261 22 Pfibram

dislo Gctu: 525226379/0800

IBAN: CZ29 0800 0000 0005 2522 6379

BIC: GIBA CZ PX

Specificky symbol: Cislo faktury

Platba poukazana pfimo Sponzorem 2x do roka (1x
za kazdych 6 mésicl) za vSechny zmonitorované
navstévy CRO na ucet Hlavniho zkousejiciho
vedeny v

Banka:
Cislo uctu:
Variabilni symbol:

DPH vyporada Sponzor v zemi svého sidla.

Pokud dojde k preplatku na platbach podle této
smlouvy po ukonceni studie, je zdravotnické
zarizeni, pfipadné Hlavni zkouSejici povinny
preplatek vratit.

7. Sponzor nebude hradit zdravotnickému zafizeni
standardni Ié¢bu gemcitabinem.
XIV.
Ukonceni studie

1. Studie bude ukonéena predanim zavérecné zpravy
Hlavnimu zkousSejicimu a zdravotnickému zafizeni.
O tomto ukonceni studie a predani zavérecné
zpravy bude podepsan zUcastnénymi stranami
protokol. PFi pred¢asném ukonceni studie sponzor
zajisti informaci, jak postupovat v péci o pacienty,
ktefi se studie pravé Ucastni.

2. Kterakoliv ze smluvnich stran je opravnéna
odstoupit od této smlouvy s UGcinnosti ode dne
doruceni druhé smluvni strané, a to v nasledujicich
pripadech:

CRO background documents for invoicing
concerning the Medical Institution.

6. The Sponsor will reimburse to the Medical

Institution one-time fee in amount of [ for
archivation of study documentation and materials for
period of 15 years after end of the study.

Invoice is handed over to Sponsor Representative
and the Invoice Addressee is:

AB Science

3 avenue George V

75008 Paris — France

Id. No: 404 384 79941

VAT No: FR 404 384 79941

If the subject is not be able to finish the study
(for example, because of death), the sponsor
obliges to pay to the medical institution and PI
the aliquot part of the expenses expounded on
the performed part of the study.

Sponsor will not reimburse Institution and PI for
costs associated with exams or visits carried-out
on patients who generate screen fail.

Payment according to par. 1 will be made to the

Medical Institution's bank account held at

Id. No:27085031

VAT No.:CZ27085031

Bank: Ceska sporitelna, a.s., Milinska 166, 261 22
Pribram

Account no. : 525226379/0800

IBAN: CZ29 0800 0000 0005 2522 6379

BIC: GIBA CZ PX

Specific symbol: Invoice no.

Payment will be made directly by Sponsor twice a

year (once every 6 months) for all monitored visits
monitored by CRO to the Principal
Investigator s bank account held at

Bank:
Account number:
Variable symbol:

VAT settled the sponsor in the country of his
head quarters.

If an overpayment in payments hereunder is
realized after the end of the study the medical
institution, possibly Principal Investigator agrees
to reimburse the overpayment.

The Sponsor will not reimburse to the Medical
Institution standard gemcitabine therapy.
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a) pokud néktera smluvni strana neplni nékteré z
ustanoveni této smlouvy a neodstrani zavadny
stav ani ve |h(té 30-ti dnll od doruceni vyzvy k
naprave;

b) pokud ohledné nékteré smluvni strany bylo
zahdjeno insolvencni fizeni;

c) pokud néktera smluvni strana pozbude
opravnéni k plisobeni v dané oblasti;

d) bude-li riziko pro subjekty hodnoceni
neumérné zvyseno, nebo

e) pokud v této smlouvé uvedené ¢i jiné potfebné
opravnéni, povoleni, souhlas nebo vyjimka (vse
ohledné tuto smlouvou upraveného klinického
hodnoceni) je revokovano, jeho platnost
suspendovana, nebo vyprsi-li doba, na kterou
bylo vydano bez prislusného prodlouzeni.

.V ostatnich pfipadech Ize trvani smlouvy ukondit
dohodou nebo vypovédi bez uvedeni ddvodd,
pficemz vypovédni Ihita cini 30 dnd a pocina
béZet dnem nasledujicim po doruceni vypovédi
druhé smluvni strané.

V pfipadé, Ze hlavni zkousSejici nebude moci
provadét tuto studii, zavazuji se smluvni strany
poskytnout si veskerou soucinnost pfi hledani
nového hlavniho zkousejiciho.

XV.
Zavérecna ustanoveni

. Tato smlouva je vyhotovena ve 3 stejnopisech, z
nichz kazda smluvni strana a zkousejici obdrzi po
jednom.

. Zmény a dopliky této smlouvy jsou mozné toliko
dohodou, a to pisemnym dodatkem ke smlouveé.

. V pfipadé nejasnosti v obou verzich plati Ceska
verze této smlouvy.

Platnost a Gcinnost smlouvy nastdva dnem
podpisu smluvnimi stranami.

. CRO a sponzor berou na védomi, ze s ohledem na
zakon ¢. 340/2015 Sb., o registru smluv, ve znéni
pozdéjsich predpis@i, je Poskytoval zdravotnich
sluzeb povinen tuto smlouvu a jeji pripadné
dodatky zverejnit v registru smiluv. Takovémuto
zverejnéni nepodléhaji ty Udaje, které tvofi
obchodni tajemstvi nékteré ze smluvnich stran. Za
zvefejnéni této smlouvy odpovida poskytovatel
zdravotnich sluzeb. Pokud poskytovatel

X1V.
Finishing of the study

The study will be finished by handing the closing
report to the PI and medical institution. The
protocol about finishing this study and handing
the closing report will be signed by participating
parties. On preliminary finishing the study, the
sponsor will provide information about how to
care of the patients who are just participating in
the study.

Any of the contractual parties shall be entitled to
withdraw from the contract. The cancellation is
effective on day of delivery of the notice to the
other party; The reasons for it are as follows:

a) If any of the contractual parties does not serve
any provisions of this contract and does not
discharge the bad condition even within a
period of 30 days from delivering the appeal
for correction;

b) If any of the contractual parties is maintained
in respect of the Insolvency proceedings;

c) In case that any of the contractual parties has
lost the license for its operations in this area;

d) When the risk for subjects of trial has
unreasonably raised, or

e) if an 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, the
validity of it is 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 or by giving notice
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 not
able to perform this study, the parties shall
undertake to provide to each other all mutual
cooperation on seeking the new principal
investigator.

XV.
Final provisions

The contract is written in 3 counterparts, each
contracting party and the investigator will be
given one.
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zdravotnich sluzeb nezvefejni tuto Smlouvu v
zakonné Ihdté tFiceti (30) dni, méze byt Smlouva
zverejnéna CRO &i sponzorem.

Na ddkaz souhlasu se znénim smlouvy pfipojuji
smluvni strany své podpisy.

V Pafizi
Dne

(datum)
Zadavatel

(podpis)
Vv Pfibrami
Dne

(datum)

Za Zdravotnické zafizeni: MUDr. Stanislav Holobrada

(podpis)

Prohlaseni zkousejici:
MUDr. Jitka Jakesova

Precetl jsem si tuto smlouvu a porozumél ji a prijimam
podminky a ustanoveni, které se vztahuji k mé
c¢innosti jakozto zkousejiciho. Dale souhlasim s tim, ze
zajistim, aby byli vSichni spoluzkousejici a pracovnici
vyzkumu informovani o svych  povinnostech
vyplyvajicich z této smlouvy. Dale souhlasim se
sbérem, pouzitim a pfenosem mych osobnich dat, jak
je stanoveno v této smlouve.

2. Changes and amendments to this contract shall

be only allowed to be made upon agreement,
through written addendum to the contract.

3. In case of some inconsistencies in both versions,

the Czech version of this contract is valid.

4. Validity and effectiveness of the contract starts at

the day of signature by contract parties.

5. CRO and the Sponsor take into account, that in
regards to law no. 340/2015 Coll. Of laws, about
contract register, as amended, the Medical
services provider is obligated to publish this
contract and its possible amendments in contract
register. This obligation does not fall upon such
information, which form business secret of some
of the contract parties. Medical services provider
is responsible for publishing of this contract. If the
Medical services provider will not publish this
contract in statute of limitation of thirty (30) days,
the contract can be published by CRO or the
Sponsor.

In witness whereof the parties have set their
signatures.

In Paris
Date

(date)
Sponsor

(signature)
In Pribram
Date

(date)

For the medical institution: Dr. Stanislav Holobrada

(signature)
Dne
(datum)
The Principal Investigator “s announcement
Jitka Jakesova, M.D.
(podpis)
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Prilohy. 1. Financni podminky
1-A. Rozpocet studie
1-B. Faktura - vzor
1-C. Pravidla pro uhradu nakladt za sluzby,
spojené s klinickou studif
1-D. Povéreni )
2. Schvaleni studie SUKLem ze dne
2.7.2015
3. Souhlas Etické komise FN ze dne
1.12.2016
4. Souhlas Multicentrické EK ze dne
15.10.2014
Pojisténi pacientt
Informace pro pacienta / Informovany
souhlas pacienta
7. Protokol studie

o

I have read this contract and I have understood it all
and I do accept conditions and provisions which are
related to my investigator's activities. I also agree
that I will secure that all sub-investigators and all
members of the research team are informed of their
duties that come from this contract. Next I also accept
and agree with the collection and use and transfer of
my personal data as it is stipulated in the contract.

Date

(date)

(signature)

Appendices: 1. Financial Terms
1_

A. Payment schedule
1-B. Invoice
1-C. Rules for costs associated with

clinical trial services

1-D. Delegation

2. SUKL study approval dated 2.7.2015

3. Agreement of Ethics Committee of
medical institution 1.12.2016

4. Agreement of Multicentric EC dated
15.10.2014

5. Patients' insurance

6. Information for Patient / Patient's
informed consent

7. Study protocol

APPENDIX 1

FINANCIAL TERMS

Study Schedule:

1. Study Initiation and Completion.

Sponsor will notify the Medical Institution and the Principal Investigator of the Starting Date

of the Study.

The Study shall be initiated by the Institution and the Investigator on the Starting Date.

2. Enrollment.

The expected number of randomized qualified patients will be a minimum of 3

AB12005_Dr. JakeSova
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The number of enrolled patients/subjects does not include screen failures.

3. Definitions

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

3.2 “Completion” of a patient’s participation means a qualified patient who has completed the
Study and met the minimum attendance and compliance standards in the Protocol required to permit
evaluation and that the patient’s case report form has been completed by the Investigator and accepted
as satisfactory by Sponsor.

3.3 A “withdrawn patient” is a qualified patient who was withdrawn from the Study because

of treatment failure or adverse event but otherwise met the minimum attendance and compliance
standards in the Protocol.

4. Amount
4.1 Budget

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

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

4.2 Screen Fails

Sponsor will reimburse Medical Institution for Screen Fail according to Appendix 1-A, that means the
Sponsor will reimburse 1 out of 3 screening failures, 2 out of 3 screening failures will not be
reimbursed.

4.3 Others

No payment will be made by Sponsor for Patients which are not evaluable as a result of a failure to
comply with the Study Protocol.

4.4
Medical Institution will receive an administrative fee of EUR [}, which will be payable on the
basis of an invoice issued after site initiation visit.

4.5
In a case, that in the study the services of the hospital pharmacy (storage, distribution and control of
study drug) will be needed, the pharmacy will receive a one-time fee in the amount of EUR

5. Payment Schedule

Study fixed costs
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5.1 Fixed costs will be reimbursed according to articles 4.4 and 4.5 of this contract.

Other Study costs

5.3  Invoices will be issued twice a year — every six months, reflecting per patient cost incurred
with qualified patients during the 6 months.

5.4 A final payment reflecting actual cost of the Study will be made, net of previous payments
and in the limit set forth in section 4 upon Termination of the Study.

The payment for patients visits invoiced under clause 5.3 to 5.4 above shall be due only for all
scheduled and pre-approved extra visits or procedures (corrected for actual work done), subject to: (I)
satisfactory Study completion by Institution and Investigator patients visits according the Protocol, (I1)
satisfactory completion in accordance with the Protocol of all case report forms, (I11) resolution of data
guestions, (IV) reconciliation of drug supplies, and (V) submission to Sponsor of Investigator’s final
report.

AB12005 Dr. Jakesova page 15 of 29



Smlouva se zdravotnickym zarizenim Hospital contract

PRILOHA 1

FINANCNI PODMINKY

Plan studie:

1. Zahjjeni studie a jeji ukonéeni

Zadavatel uvédomi Zdravotnické Zatizeni a Hlavniho zkousejiciho o datu zahéjeni studie.
Studie bude zahajena Zdravotnickym zatizenim a Zkousejicim k datu zahajeni studie.

2. Nabor
Ptedpokladany pocet vhodnych randomizovanych pacienti bude minimaln¢ 3.

Toto Cislo nabranych pacientd/subjektti nezahrnuje selhani skriningu.

3. Definice

3.1 ,Vhodny pacient” je ucastnik studie, ktery pii vstupu do 1écebné ¢asti studie splnil
vSechna zatazovaci kritéria a nesplnil zadnd vyfazovaci kritéria uvedena v protokolu, a ktery dal
pisemny informovany souhlas k ucasti.

3.2 ,,Dokonceni* pacientovy ti€asti znamena pacienta, ktery dokoncil studii a splnil minimalni
pocet navstév a vyhovél standardim podle protokolu, pozadovanym pro umoznéni vyhodnoceni a
formulaf o stavu pacienta (Case report form) byl vyplnény zkousejicim lékafem a zadavatelem
zhodnoceny jako dostacujici.

3.3 ,,Vyrazeny pacient™ je vhodny pacient, ktery byl vyfazeny ze studie kvili selhani 1é¢by
anebo nezadouci piihodé, ale jinak splnil minimalni pocet navstév a vyhovoval protokolu.

4. Finanéni vyrovnani

4.1. Rozpocet

Zadavatel souhlasi s podporou studie formou poplatkd, uvedenych v rozpoétu v Priloze 1-A a podle
pravidel definovanych v Ptiloze 1-C pro navstévy, procedury a testy planované podle protokolu.

Platby za vhodné pacienty, vyfazené pied dokonéenim studie, budou zalozeny na vynaloZenych
nakladech definovanych v Ptiloze 1-A.

4.2. Selhani pri skriningu

Zadavatel uhradi Zatizeni naklady za selhani skriningu v souladu s pfilohou 1-A, to znamena, Ze
zadavatel proplati 1 ze 3 selhani skriningu, 2 ze 3 selhani skriningu nebudou proplaceny.

4.3 Jiné

Zadavatel neuhradi naklady za pacienty, ktefi nebudou vyhodnotitelni diky tkoniim provedenym
v nesouladu s protokolem.
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4.4,
Zdravotnickému zafizeni nalezi administrativni poplatek ve vy3i [JJJJJlij EUR, ktery bude splatny na

..... ,

zakladé fakturace po inicia¢ni navstéve,
4.5.

V ptipadé, kdy v ramci studie bude potfeba vyuzit sluzeb nemocnic¢ni 1€karny (skladovani, piijem,
vydej a kontrola studijniho 1é¢iva), nalezi 1ékarné jednorazovy poplatek ve vysi [l EUR.

5. Rozpis plateb

Fixni naklady na studii

5.1 Fixni naklady budou hrazeny dle ¢lanka 4.4 a 4.5 smlouvy.

Jiné naklady na studii

5.3 Faktury budou vydavané dvakrat do roka - kazdych 6 mésicti podle nakladd na jednotlivé
vhodné pacienty z ptedeslého ptlroku.

5.4 Konecna platba podle skuteCnych nakladii na studii bude vykonand bez zahrnuti
predeslych plateb a do limitu, nastaveného v casti 4 ke dni ukonceni studie.

Platby za navstévy pacientd fakturované podle odstavce 5.3 az 5.4 budou splatné az za vSechny
planované anebo pifedem schvalené navstévy, vykonané navic a procedury (upravené podle skutecné
vykonané préce), podléhajici: (I) vyhovujicimu dokonceni studie navstévami pacientli a Zafizenim
podle Protokolu, (IT) vyhovujicimu vyplnéni vSech formulait o stavu pacienta (Case Report Form) v
souladu s Protokolem, (III) vyfeSeni nesrovnalosti v datech, (IV) inventarizace mnozstvi studijniho
1éku a (V) podani zavérecné zpravy od Zkousejiciho Zadavateli.
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Hospital contract

Appendix 1-A — AB12005 - PAYMENT SCHEDULE — TOTAL COST PER PATIENT FOR HOSPITAL/ Pfiloha 1-A— AB12005 — PLATEBNI SCHEMA —
CELKOVA CASTKA ZA PACIENTA PRO ZDRAVOTNICKE ZARIZENI

Konec
U ; _obdob 4| Nsledné
Pfed t're:aetlr’::n‘:l;‘:‘r’g d/ Pre- Légebné obdobi / Treatment period 'ecbyoé End | edovéni / NAKLADY AB SCIENCE / AB SCIENCE COST
treatment Follow up
period
AB12005 - rozpocet za pacienta /
budget per patient Preiti (kadgch N .
L rezi ’l ?Z yc emaochnice Studiini tym Celkové
W1 W2 Kazdych8 | ~ [ 8tydnipo Cetiovy | 9% | (6004 chlkového | miklady
) ) W3 W5 W4 W8 W16 W12 W20 tydnii po Zavéretna ukon_lcem ocet / celkového rozpottu) / (nemocnice +
Screening | Baselinewo® W24 W32 W40 | W28 W36 | T48*/Every | navstéva/ studie)* / P rozpoétu) / p
W6 w7 8 W44 8 weeks after | Final visit | Survival (every 8 Total Hospital Study Team PIv €/ Total
W10 wa " y number P (60% of overall | cost (Hospital
W48 weeks after end (40% of b .
udget) +PI)in €
of study)* overall
budget)
Screeningova navstéva (1 ze 3 selhani
screeningu bude plné proplaceno, 2 ze
3 selhani screeningu nebudou
proplaceny) / Visit Screening (1 out of 1 1 [ ] I I
3 screening failures fully reimbursed, 2
out of 3 screening failures will not be
reimbursed)
Navitéva Baseline / Visit Baseline 1 11 1N I I
Studijni navstéva T1, T2, T3, T5, T6,
T7, T10/ Treatment Visit W1, W2, W3, 7 7 [ ] [ ] I
W5, W6, W7, W10
Studijni navstéva T4, T8, T16, T24,
T32, T40, T48 / Treatment Visit W4, 7 7 [ ] [ ] [ ]
W8, W16, W24, W32, W40, W48
Studijni navstéva : T12, T20, T28, T36,
T44 | Treatment Visit : W12, W20, 5 5 [ ] [ ] I
W28, W36, W44
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Navstéva kazdych 8 tydnt po T48* /
Visit every 8 weeks after W48*

Hospital contract

Zavéreéna navstéva / Final visit

Nasledné sledovani (telefonat)** /
Follow up (phone call)**

Odména pro studijni sestry - zde
uvedena Castka za jednu navstévu, ta
bude proplacena za kazdou provedenou
navstévu / Reward for study nurses -
here is stated sum for one visit, and
this sum will be reimbursed for every
performed visit

DNA analyza (analyza tumoru) -
volitelné / DNA analysis ( analysis of
tumor) - optional

EKG/ECG

—_

(kazdych 12 tydnu (every 12 weeks)***

Dipstick na mo¢ (dipsticky budou
dodany zadavatelem) / Urinalysis -
Dipstick (Dipsticks will be provided by
the Sponsor)

16

CT sken (bficho-panev-hrudnik) / CT
scan (abdo, pelvic, chest)

6®

Popis CT skenu (bficho-panev-
hrudnik) - vyplaceno PI, ktera z toho
vyplati pfislusného radiologa /
Description of CT scan (abdo, pelvic,
chest) - reimbursed to PI, who will
provide this sum to the respective
radiologist

6®

BNP nebo pro-BNP / BNP or pro-BN

Hladina sérového CA 19-9 / Level of
serum CA 19-9

10

INR, PTT, PT

Analyza: LDH, celkovy bilirubin,
GGT, AST, ALT, AP / Analysis: LDH,
total bilirubine, GGT, AST, ALT, AP

Hematologicka analyza /
Hematological analysis

Biochemicka analyza / Biochemical
analysis
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Tehotensky test: Screening, TO a
zavéreéna navstéva (Beta-HCG) /
Pregnancy test: Screening, WO and
final visit (Beta-HCG) @

Kdykoliv v piipad¢ te¢hotenstvi nebo abnormalnich
1 1 menstruaénich cykla**** / Anytime in case of pregnancy 1
or abnormal menstrual cycles****

*Kazda dal$i navstéva ‘Kazdych 8 tydnti po T48" a vSechna studijni vySetieni vykonavané béhem této navitévy budou hrazeny ve zde uvedené vysi / All additional
visits "Every

8 weeks after W48  and all study examinations done during this visit will be reimbursed in a sum stated here.
**Kazdé dalsi nasledné sledovani (telefonat) bude hrazeno ve zde uvedené vysi / Every additional Follow up (phone call) will be reimbursed in a sum stated here.

***Kazdé dalsi EKG bude hrazeno ve zde uvedené vysi / Every additional ECG will be reimbursed in a sum stated here.

**kkKazdy dalsi téhotensky test bude hrazen ve zde uvedené vysi / Every additional pregnancy test will be reimbursed in a sum stated here.

Lékarna / Pharmacy

Screening (jednou za studii) /
Screening (once in study)

=

Ptijem zasilky do nemocniéni lékarny
(zde cena za 1 zéasilku) / Shipment
receipt to pharmacy (here price for 1
shipment)*

Dispenzace masitinibu / placeba na
oddéleni (zde cena za 1 dispenzaci) /
Dipenzation of masitinib / placebo to 1 1(W8) Kazdych 8 tydnii / Every 8 weeks
department (here price for 1
dispenzation)*

Gemcitabin - standardni 1é¢ba - NENI
PROPLACENA / Gemcitabine -
standard treatment - NOT
REIMBURSED

Dispenzace a piiprava standardni lécby
(Gemcitabin) - NENI PROPLACENO /
Dispensation and preparation of
standard treatment (Gemcitabine) -
NOT REIMBURSED

*Kazda dalsi jednotka z téchto polozek bude uhrazena ve zde uvedené vysi. / Every other unit of these items will be reimbursed in a sum listed here.
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Administrativni poplatek - smlouva a archivaéni poplatek / Administrative fee - Contract and Archiving fee

Poplatek za administrativni zpracovani
klinické studie / Administrative
processing fee of Clinical study

Poplatek za archivaci / archiving fee

(1) Additionally haematology and /or biochemistry should be performed before gemcitabine and Folfiri infusion according to SPCs; the results can be used for
respective patients visits if done within 2 days of the visit

(2) In addition, in case of suspected pregnancy or abnormal menstrual cycles, a pregnancy test should be performed at any other patient visit
(3) CT Scan at W4 is not required

(4) RNA analysis (blood) in order to check inclusion/exclusion criteria N°2 — Availability of results : from 2 to 7 days
(5) In case a 12-Lead ECG has been performed within two weeks prior to Baseline, it may serve as baseline ECG.

(6) If Baseline visit occurs more than seven days after Screening Visit

(7) after 2nd randomization, visits with biochemical and hematology examination should be every week after 1st cycle (after administration of irinotecan)
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Appendix 1-B — INVOICE
All invoices issued for the Study should be made using the following form
INVOICE TO AB SCIENCE FOR STUDY N° AB12005

Institution Name :
Institution Address :

Invoice Number : Invoice Date :

Study Patient Name and Number for which payment is being sought :

Procedures performed for which payment is being sought : (Complete appropriate boxes)

Procedures performed for which payment is being sought : (Complete 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 Paris, France

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

Account Number:

Account Name:

IBAN:

Amounts in the budget are without VAT. Service recipient, AB Science
agrees to settle value added tax in their country of domicile, in France.
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Priloha 1-B — FAKTURA

Pro vSechny faktury vydané k této studii musi byt pouzit tento formular:

FAKTURA PRO STUDII CiSLO: AB12005 SPOLECNOSTI AB SCIENCE

Nazev zafizeni:
Adresa zafizeni:

Cislo faktury:

Datum vystaveni:

Jméno a ¢islo pacienta ve studii, za n&jz jsou platby pozadovany:

Hospital contract

Vykonané procedury, za néz jsou platby pozadovany (vyplite vhodna policka)

Vykonané procedury, za néz jsou platby pozadovany (vyplitte vhodna policka)

Cislo navitévy / Procedura

Datum
navstévy

Cena (EUR)

Celkova castka:

Schvéleni zkousejiciho:

Vyplnénou fakturu odeslete k rukam: Mr Alain Mousy, CEO
AB Science - 3, Avenue George V - 75008 Paris, France

Pokyny k plathé: Nazev banky:

Adresa banky:

SWIFT kod:

Cislo uctu:

Nazev uétu:

IBAN:

Uvedené ¢astky v rozpoctu jsou bez DPH. Piijemce sluzby, AB Science

Se zavazuje vyporadat dan z piidané hodnoty v zemi svého sidla, tedy ve Francii.
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Appendix 1-C

RULES FOR COVERAGE OF COSTS ASSOCIATED WITH CLINICAL TRIAL SERVICES

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

1 - Coverage of Medicinal Products Costs

There are two types of medicinal products in the context of a clinical trial: Investigational
Medicinal Products (IMPs) and Non Investigational Medicinal Products (NIMPs).

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

» Other Medicinal Products, which are not IMPs are referred to as “non-investigational
medicinal products” (NIMPs). They include medicinal products such as concomitant or
rescue/escape medication :

o for preventive, diagnostic or therapeutic reasons and/or
o toensure that adequate medical care is provided for the subject,

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

2  Coverage of Costs other than Medicinal Products Costs

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

Research Costs are the costs of the R&D itself. They include the costs of data collection and
analysis, and other activities needed to answer the questions that a piece of R&D is addressing.
They can include pay and indirect costs of staff employed to carry out the R&D. AB Science will
pay all research costs.

Support Costs are the additional patient care costs associated with the research, which would end
once the R&D activity in question had stopped, even if the patient care service involved continued
to be provided. This might cover items such as extra blood tests, extra in-patient days, extra
nursing attention and extra physician time. AB Science will pay all support costs.

Treatment Costs are the patient care costs which would continue to be incurred if the patient care
service in question continued to be provided after the R&D activity had stopped. Where patient
care is being provided which differs from the normal, standard, treatment for that condition (either
an experimental treatment or a service in a different location from where it would normally be
given) the difference between the total Treatment Costs and the costs of the “standard alternative”
(if any) can be termed the Excess Element of Treatment Costs (or 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 (overtime per visit, exams in addition to standard of

care.

3 Coverage of costs associated with treatment of complications

3.1 Definition

There are four types of treatment of complications.

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

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

Treatment of complication associated with negligence in patient care : Complications
which are due to negligence of institution study team in the treatment of the patient.
Treatment of complication associated with Masitinib or Protocol specific procedures:
Complications which are reported to be exclusively caused by Masitinib, and not caused
by the disease or the control drug or a negligence.

AB Science will not cover costs associated with the treatment of complications associated with the
disease or the standard of care or negligence in patient care.

Sponsor will cover reasonable costs for the treatment of complication associated with Masitinib or
protocol specific procedures.

The process detailed in paragraph 1.3.2 below will be applied to determine whether treatment of
complication shall be reasonable and covered or not by Sponsor.

3.2 Process

Step 1: The complication will be communicated by investigator to AB Science.

Step 2: If the complication is similar to documented complications expected to occur as a

result of the disease or as the result of the standard of care, then the costs associated with

the treatment of complications will not be covered by AB Science

Step 3 : If the complication is not documented to result from disease or control drug but

results from masitinib or protocol specific procedures, then :

3.1: Investigator will communicate, whenever feasible given potential time constraints, an
estimated budget for the treatment of the complications
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Priloha 1-C
PRAVIDLA PRO UHRADU NAKLADU ZA SLUZBY, SPOJENE S KLINICKOU STUDI{

Toto prohlaseni vysvétluje pravidla pro definovani sluzeb, spojenych s klinickym hodnocenim, které
hradi AB Science a které hradi Zatizeni.

1 Uhrada nakladi za medicinské produkty

Rozlisuji se dva typy medicinskych produkti v souvislosti s klinickym zkousenim: Vyzkumny
medicinsky produkt (Investigational Medicinal Product, IMP) a nevyzkumny medicinsky produkt
(Non Investigational Medicinal Product, NIMP).

=  Vyzkumné medicinské produkty jsou definované jako ,.farmaceutickd forma aktivni latky
anebo placeba, které se testuje anebo se pouziva jako reference v klinickém hodnoceni,
véetné produktd schvalenych k prodeji, ale pouzitych anebo zapojenych (pfimisenych anebo
zabalenych) ve form¢ jiné nez je schvalena forma, anebo pouzita pro neschvalenou indikaci,
anebo pouzita ve smyslu ziskavani dalSich informaci o schvalené formé*.

= Jiné medicinské produkty, které nejsou IMP, jsou definované jako ,,nevyzkumné
medicinské produkty” (NIMP). Zahrnuji medicinské produkty jako konkomitantni a/anebo
zachrannou/tinikovou medikaci:
o pro preventivni, diagnostické nebo terapeutické ucely a/anebo
o pro zajisténi dostatecné péce o subjekt

Spolecnost AB Science uhradi pouze néklady za vyzkumné medicinské produkty. Nevyzkumné
medicinské produkty nebudou hrazeny spolecnosti AB Science.

2 Uhrada nakladii za jiné neZ medicinské produkty

S klinickym hodnocenim jsou spojeny dalsi néklady, jmenovité naklady na vyzkum, podptrné
naklady a ndklady na 1éCbu.

Vyzkumné naklady jsou naklady za samotny vyzkum a vyvoj. Zahrnuji ndklady na sbér dat a
analyzu a jiné aktivity, nutné k zodpovézeni dotazil, kterych se tykd vyzkum a vyvoj. Mohou
zahrnovat platy a nepifimé naklady na zamé&stnance, vykonavajicich vyzkum a vyvoj. Spole¢nost
AB Science uhradi vS§echny tyto naklady.

Podpiirné naklady jsou dodateéné naklady na péci o pacienta, spojenou s vyzkumem, ktera
skon¢i s ¢innosti, tykajici se vyzkumu a vyvoje, i kdyz se bude v poskytovani péce o pacienta
pokracovat. Tyto zahrnuji napt.: krevni testy navic, mimofadnou hospitalizaci, specialni dohled
a Cas lékare navic. AB Science uhradi vSechny podpiimé naklady.

Lécebné naklady jsou naklady na lécbu pacienta, které budou nadale vznikat, pokud bude
nadale potiebna péce o pacienta i po skonceni pfedmétu vyvoje a vyzkumu. Pokud se bude péce
o pacienta liSit od standardni 1é¢by daného stavu (napiiklad: experimentalni 1écba anebo sluzby
v misté odlisném od mista, kde by byla péfe normalné poskytnuta), rozdil mezi 1é€ebnymi
naklady a naklady na ,,standardni 1é¢bu” (pokud existuje) mize byt nazvan ,,Naklady na 1écbu
navic®, ale i tak je soucasti 1é¢ebnych naklada.

Spolecnost AB Science nebude hradit Lécebné naklady.

Spole¢nost AB Science bude hradit naklady za "Naklady na 1é¢bu navic" (pies€as za navstévu,
dodatecna vysetfeni k standardni 16Cb¢).
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3

Uhrada nakladi spojenych s 1ébou komplikaci

3.1 Definice

Rozlisujeme ctyfti typy 1é€by komplikaci.

Lécba komplikaci spojenych s onemocnénim: komplikace hlasené jako souvisejici s
ptirozenou piic¢inou onemocnéni anebo jeho progrese.

Lécba komplikaci spojenych se standardni péci: komplikace hlaSené jako souvisejici se

standardni 1écbou

Lécba komplikaci spojenych se zanedbanim péce o pacienta: komplikace, které vzniknou

zanedbanim péce studijniho tymu Instituce pii 1écbé pacienta.

Lécba komplikaci spojenych s masitinibem nebo procedurami danymi protokolem:

komplikace hlaSené jako vyhradné zplisobené masitinibem a nespojené s onemocnénim anebo

kontrolnim lékem anebo nedbalosti

Spole¢nost AB Science nebude hradit naklady spojené s 1é¢bou komplikaci spojenych s onemocnénim,
standardni péci nebo zanedbanim péce o pacienta.

Zadavatel uhradi opodstatnéné naklady na 1éébu komplikaci spojenych s masitinibem nebo
procedurami danymi protokolem.

Postup podrobné popsany v odstavci |. 3.2 nize bude uplatnén pii rozhodovani, zda je 1écba
komplikaci opodstatnéna a hrazena nebo nehrazena zadavatelem.

3.2 Postup

Krok 1: Komplikace bude spole¢nosti AB Science hlasit zkousejici.

Krok 2: Jsou-li hlaseny komplikace vyluéné v souvislosti s onemocnénim anebo jako

vysledek standardni péce, potom nebudou naklady spojené s 1é¢bou komplikaci hrazeny

spole¢nosti AB Science.

Krok 3: Pokud pivod komplikace nebude zdokumentovan jako dusledek onemocnéni nebo

podavani kontrolniho 1éku, ale jako dusledek podavani masitinibu anebo procedur danych

protokolem, tak:

3.1: Zkousejici oznami spolecnosti AB Science, v ramci casovych moznosti, odhadovany
rozpocet na lécbu komplikaci.
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Smlouva se zdravotnickym zarizenim Hospital contract

APPENDIX 1-D
DELEGATION

AB Science authorizes A-Pharma s.r.o0., K Ohrade 528/2, 155 00 Prague 5, Czech Republic, to
activities with regard to the above mentioned study protocol:
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Smlouva se zdravotnickym zarizenim Hospital contract

PRILOHA 1-D
POVERENI

Spole¢nost AB Science zplnomocnuje A-Pharma s.r.0., K Ohrade 528/2, 155 00 Prague 5, Czech
Republic, k vykonu ¢innosti souvisejicich s vyse uvedenym studijnim protokolem.
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