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Smlouva o klinickém hodnoceni

Agreement on Study

ERYTECH Pharma SA, se sidlem na adrese Batiment
Adénine, 60 Avenue Rockefeller, 69008 Lyon, Francie

DIC: FR10479560013

Jednajici prostiednictvim: PPD Investigator Services
LLC, se sidlem na adrese 929 North Front Street,
Wilmington, NC 28401, USA

dale jen “zadavatel”

ERYTECH Pharma SA, with its principal place of
business at Batiment Adénine, 60 Avenue Rockefeller,
69008 Lyon, France

VAT no: FR10479560013

Acting throught: PPD Investigator Services LLC, with
its principal place of business at 929 North Front Street,
Wilmington, NC 28401, USA

further, the “Sponsor”

a

and

Fakultni nemocnice Ostrava, se sidlem 17. listopadu
1790/5, 708 52 Ostrava - Poruba, Ceska republika, ve
vécech této smlouvy opravnén jednat a podepisovat:
XXXXX. Ziizovaci listina MZ CR ze dne 25. listopadu
1990 ¢.j. OP-054-25.11.90

IC: 00843989
DIC: CZ00843989
déle jen ,,poskytovatel*

Fakultni nemocnice Ostrava, registered address at 17.
listopadu 1790/5, 708 52 Ostrava, Czech Republic,
entitled to act and sign: XXXXX. Incorporation deed of
the Ministry of Health of Czech Republic dated 25th
November 1990 no. OP-054-25.11.90

Company ID no.: 00843989
Tax ID no: CZ00843989
further, the “Institution”

a

and

XXXXX
dale jen “hlavni zkousejici”

XXXXX
further, the “Principal Investigator”

dale jednotlivé jako ,.smluvni strana“ a spole¢né jako
“smluvni strany”

each a “Party” and collectively the “Parties”

uzaviraji tuto s m 1o u v u (dale jen ,,smlouva®)

conclude thisagreement (“Agreement”):

l.
Pifedmét a ticel smlouvy

I
Subject and purpose of the Agreement

1) Pfedmétem smlouvy je klinické hodnoceni
humanniho 1é¢ivého piipravku Eryaspase (dale jen
“hodnocené  1é¢ivoe”) (dale jen  “klinické
hodnoceni”), které provadi PPD jako nezavisly
subjekt ve prospéch farmaceutické firmy ERYTECH
Pharma SA, registrovana ve Francii v Companies
and Trades Registry pod ¢islem 479 560 013 RCS
Lyon, ktera je vyrobcem hodnoceného 1é¢iva (dale
jen “zadavatel”) podle protokolu ¢. GRASPANC
2018-01 ,,Randomizované klinické hodnoceni faze
3 srovnavajici kombinaci pripravku Eryaspase
plus chemoterapie  oproti  chemoterapii v
monoterapii v 1é6¢bé druhé linie u pacienti s
pankreatickym adenokarcinomem” (dale jen
»protokol®), jenZz podrobné popisuje Einnosti
provadéné v ramci klinického hodnoceni a rozdéleni
zodpovédnosti mezi smluvni strany.

2) Ucelem smlouvy je stanovit podminky k provedeni
klinického hodnoceni a vymezit prava a povinnosti
smluvnich stran pro prubéh a provedeni klinického
hodnoceni nejvySe profesiondlnim zplisobem

1) The subject of the Agreement is the clinical
evaluation of the Study Drug Eryaspase (further,
the “Study Drug™) (further, the “Study”), which
PPD is conducting as an independent contractor for
the benefit of a pharmaceutical company,
ERYTECH Pharma SA, incorporated in France at
the Companies and Trades Registry under number
479 560 013 RCS Lyon, which is the producer of
the Study Drug, (further, the “Sponsor”) pursuant
to  Protocol GRASPANC  2018-01 ,A
Randomized, Phase 3 Study of Eryaspase in
Combination  with  Chemotherapy  versus
Chemotherapy Alone as Second-Line Treatment
in Patients with Pancreatic Adenocarcinoma
(TRYbeCA-1 — TRial of erYaspase in pancreatic
Cancer)” (*Protocol”), which describes in detail
the activities conducted in the Study and the
division of responsibilities among Parties.

2) The purpose of the Agreement is to set out
conditions for conducting the Study and to provide
the rights and obligations of the Parties for
conducting the Study, in highly professional manner
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3)

4)

(v€etné vcasného poskytovani vsech dat a informaci
tykajicich se klinického hodnoceni, a CRF — Case
Report Forms, poptipadé elektronickych CREF, tzv.
e-CRF).

Poskytovatel prohlaSuje, Ze jak on tak i hlavni
zkousejici maji zkuSenosti, schopnosti, v péci
pfiméteny pocet odpovidajicich subjektt a zdroje,
véetné¢ personalu a vybaveni, aby mohli pfesné,
ucelné a vcas provést klinické hodnoceni
profesiondlnim a kvalifikovanym zplisobem, a Ze
tyto zdroje budou trvale pouZivat tak, aby klinické
hodnoceni takto provedli.

PPD Investigator Services LLC, se sidlem na adrese
929 North Front Street, Wilmington, NC 28401, USA
je smluvni vyzkumna organizace jednajici jako
nezavisly dodavatel za a jménem zadavatele (dale jen
“PPD")

5) Hlavni zkousSejici prohlasuje, Ze neni zaméstnancem

nebo zastupcem PPD nebo zadavatele.

3)

4)

(which shall include but not be limited to,
submitting all data and other information related to
the Study in a timely manner, including all case
report forms (CRFs), or electronic CRFs, also called
e-CRFs).

The Institution declares that it, and the Principal
Investigator, have the experience, capability,
adequate number of subjects in care and resources
including, but not limited to, personnel and
equipment to  accurately, efficiently and
expeditiously perform the Study in a professional
and competent manner and shall use these resources
at all times to perform the Study in such manner.

PPD Investigator Services LLC, with its principal
place of business at 929 North Front Street,
Wilmington, NC 28401, USA is a contract research
organization acting as an independent contractor for
and on behalf of Sponsor (hereinafter referred to as
“PPD")

5) The Principal Investigator declares that he/she is not

an employee or agent of PPD or Sponsor.

6) V pripadé jakéhokoli rozporu ¢&i neshody mezi | 6) If there is any discrepancy or conflict between the
nalezitostmi obsaZzenymi v protokolu a v této terms contained in the Protocol and this Agreement,
smlouvé budou smluvni podminky uréujici pro the terms of the Agreement shall govern and control
plnéni pravnich zavazkt smluvnich stran, zatimco with regards to legal obligations of the Parties and
protokol bude urcujici pro zpusob vedeni tohoto the Protocol shall govern and control with regards
klinického hodnoceni. to the conduct of the Study.

1. 1.
Zah@jeni klinického hodnoceni Commencement of the Study

1) Klinické hodnoceni bude =zahijeno na zakladé | 1) The Study will be commenced on the basis of a
povoleni Statniho tGstavu pro kontrolu 1&Civ, permit from the State Institute for Drug Control, the
souhlasného stanoviska pfislusné lokalni etické concurring opinion of the relevant local ethics
komise a pfislusné multicentrické etické komise committee and the relevant multi-center ethical
(dale souhrnné jen ,SUKL/etické komise*).Tyto committee (further collectively, the “Regulatory
zajisti zadavatel. Authority/Ethics Committees”). These shall be

obtained by Sponsor.

2) Kopie rozhodnuti a souhlasného stanoviska podle | 2) Copies of the decision and of the concurring
odst. 1 budou uloZeny v misté poskytovatele u opinion pursuant to par.1 will be filed at the
zkousejiciho v dokumentaci o provedeni klinického Institution, with the Principal Investigator, in the
hodnoceni. documentation about the conduct of the Study.

1. .
Misto a doba provedeni klinického hodnoceni Place and term of conducting the Study and the
a resitelské centrum Study Site

1) Klinické hodnoceni bude provedeno na Onkologické | 1) The Study shall be conducted at Oncology Clinic
klinice poskytovatele (dale jen FeSitelské of the Institution (further, the “Study Site”), headed
centrum®), v cele se zkousejicim jako hlavnim by the Principal Investigator as the Principal
zkouSejicim a dal$imi povétenymi pracovniky (dale Investigator and other authorized employees
jen ,,Studijni tym“). (further, the “Study Team”).

2) Ke zméné fesitelského centra a ve jmenovani ¢i | 2) Changes in the Study Site and appointment or
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doplnéni povéfenych pracovnikd mize dojit jen po
dohodé  zadavatele, poskytovatele a hlavniho
zkousejiciho. Pisemny doklad o takové dohod¢ musi
byt uloZen v dokumentaci o provedeni klinického
hodnoceni.

addition of authorized employees can be made only
after Agreement between Sponsor, the Institution
and the Principal Investigator. A written document
about such Agreement must be filed in the
documentation about the conduct of the Study.

3) Klinické hodnoceni nebude v feSitelském centru | 3) The Study will not be started in the Study Site
zahajeno dfive, nez vejde v platnost tato smlouva, a before this Agreement becomes valid and other
budou splnény dal$i podminky vyzadované conditions required by relevant legal regulations are
prislu§nymi pravnimi ptedpisy. Zafazovani subjekti fulfilled. Study subject recruitment is scheduled to
hodnoceni do klinického hodnoceni je planovano na start in XXXXX; the entire Study is scheduled to be
XXXXX; ptedpokladany c¢as ukonéeni klinického completed by XXXXX. The term of the Study may
hodnoceni je XXXXX. Doba provadéni klinického be extended or shortened during its course. Any
hodnoceni mtize byt vjeho pribéhu prodlouzena alteration of above mentioned timelines shall not
nebo zkracena. Jakoukoliv zménu ve vyse uvedenych necessitate an amendment to this Agreement and
terminech nebude nutno upravovat pomoci dodatku, may be communicated to Institution/Principal
ale bude mozno ji oznamit poskytovateli/hlavnimu Investigator in  writing; e-mail is mutually
zkousejicimu pisemné, pfi¢emz email je oboustranné agreeable.
piijatelny.

4) Klinické hodnoceni subjektid nebude zahajeno dfive, | 4) No subject treatments will be initiated prior to
nez bude obdrZen souhlas vSech ptislusnych etickych receipt of approval of all relevant Ethics
komisi a jakakoliv dalsi povoleni, kterd jsou Committees and any other approvals required to
nezbytna k provadéni tohoto klinického hodnoceni. conduct the Study.

5) Ukaze-li se v prubéhu klinického hodnoceni, Ze | 5) If, during the Study, it becomes apparent that the
nebude mozné jej ukoncit véas v predpokladaném Study will not be completed on schedule, the
terminu, hlavni zkousejici je tuto skute¢nost povinen Principal Investigator has to notify PPD and
neprodlené oznadmit PPD a zadavateli. Sponsor immediately.

Iv. V.
Zakladni podminky pro provadéni klinického Basic conditions for conducting the Study
hodnoceni
1) Zkousejici provede klinické hodnoceni pti dodrzeni | 1) While conducting the Study, the Principal

veskerych pfislusnych zakont a pravnich predpist,
véetné téch, které souvisi s plnénim
protikorup¢nich zasad, jak je blize uvedeno Vv sekci
XVIII protikorup¢nich zasad a v priloze B, kterd je
nedilnou soucasti této smlouvy, a dale zejména
zakona ¢.378/2007 Sb., o 1éCivech, ve znéni
pozdé&jsich ptedpist, zakona ¢&.372/2011Sh., o
zdravotnich sluzbéach, ve znéni pozdgjsich predpisi,
vyhlasky ¢. 226/2008 Sh., kterou se stanovi spravna
klinicka praxe a bliz§i podminky Kklinického
hodnoceni [éCiv, ve znéni pozdéjSich predpist,
zakona ¢. 101/2000 Sb., o ochrané osobnich udaji,
vplatném znéni, vsouladu s poskytnutymi
informacemi a ve shodé se zakladnimi podminkami
a zésadami stanovenymi:

a) v protokolu Klinického hodnoceni vydaném
zadavatelem a vsouladu s pozadavky vsech
prislusnych etickych komisi. Pfipadné zmény
protokolu lze provést jen s pisemnym
souhlasem zadavatele a vSech smluvnich stran,
na zadkladé ohlaSeni Statnimu ustavu pro
kontrolu 1é¢iv, popt. schvaleni Statnim Ustavem
pro kontrolu 1é¢iv a souhlasného stanoviska

Investigator shall comply with all applicable laws,
rules and regulations, including those related to
anti-corruption compliance as more specifically set
forth in Section XVIII. Anti-corruption compliance
and Exhibit B attached hereto and incorporated
herein, and also in particular Act no. 378/2007 Coll.
on Pharmaceuticals, as amended, Act
no. 372/2011 Coll. on Medical Services, as
amended, Decree no. 226/2008 Coll. on the Good
Clinical Practice and Detailed Conditions for
Clinical Studies of Pharmaceuticals, as amended,
Act no. 101/2000 Coll. On Data Privacy as
amended, in accordance with the information
provided, and in accordance with the basic
conditions and principles provided by:

a) the Protocol of the Study issued by the Sponsor
and in strict accordance with the requirements
of all relevant Ethics Committees. The Protocol
can be changed only with the written consent of
Sponsor and all Parties, on the basis of a
notification to the State Institute for Drug
Control or an approval from the State Institute
for Drug Control, and the concurring opinion of
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2)

3)

4)

5)

etické komise, ledaze je to nezbytné
k odvraceni akutniho nebezpeéi hroziciho
subjektim hodnoceni. Hlavni zkousSejici se
zavazuje na dikaz svého souhlasu postupovat
podle protokolu piedat PPD podepsanou
Protocol Signature Page (podpisovou stranu
protokolu).

b) v instrukci zadavatele nazvané Investigator
brochure obsahujici veSkeré v soucasné dobé
znamé informace o 1é¢ivu a jeho vlastnostech.
Tento dokument bude pfipojen k dokumentaci
o provedeni klinického hodnoceni; a

c) v povoleni vydaném k provedeni klinického
hodnoceni Statnim ustavem pro kontrolu 1é¢iv
v ptipadech, kdy klinické hodnoceni vyzaduje
takovéto povoleni, jakoZz i v souhlasném
stanovisku etickych komisi ve smyslu ¢l Il.
smlouvy.

Klinické hodnoceni bude provedeno ve shodé s
etickymi normami Ceské Ilékafské komory,
spravnou klinickou praxi, podminkami
vychéazejicimi z Helsinské deklarace Svétové
asociace 1ékait, jakoz i smérnici o Spravné klinické
praxi (Guideline for Good Clinical Practice)
stanovenou mezinarodni konferenci pro
harmonizaci technickych pozadavkd pro registraci
humannich  1éCivych ptipravki  (International
Conference for Harmonization of Technical
Requirements  for  the Registration of
Pharmaceuticals for Human Use), a dalSimi
prislusnymi obecné zavaznymi dokumenty platnymi
a ug¢innymi v Ceské republice.

Dokumenty uvedené v odst. 1 pism. a) a b) jsou
davérmné a informace o jejich obsahu mohou byt
poskytnuty jen pracovnikim fesitelského centra
povétenym ¢i jmenovanym podle ¢l. III. odst. 1 této
smlouvy a organiim a institucim uvedenym v ¢l. V1.

Hlavni zkouSejici se dale zavazuje predat PPD
fadné vyplnény a podepsany formulat FDA 1572,
je-li tento zadavatelem poZadovan.

Pfislusné zaznamy tykajici se tohoto klinického
hodnoceni, véetné zaznamu o identifikaci subjektd
hodnoceni, klinickych pozorovanich, laboratornich
testech, pfijeti 1€kt a jejich predani, budou nalezité
vedeny tak, aby hlavni zkouSejici a poskytovatel
byli schopni poskytnout zadavateli hodnoceni Gplné
a presné informace o vSech aspektech a vysledcich
tohoto klinického hodnoceni. Spolecnosti PPD
a/nebo zadavateli bude po piiméteném avizu
umoznéno tyto studijni zadznamy (vCetné vyse
uvedenych) provéfovat a auditovat.

2)

3)

4)

5)

the Ethics Commission, unless to eliminate an
immediate hazard to Study subjects. The
Principal Investigator agrees, as an evidence of
his consent to follow the Protocol, to deliver to
PPD the signed Protocol Signature Page

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

c) the permit to conduct the Study issued by the
State Institute for Drug Control, in cases where
such permit is required, and the concurring
opinion of the Ethics Committee as specified in
art. I1. of the Agreement.

The Study shall be conducted in accordance with
the ethical standards of the Czech Medical
Association, good clinical practice, conditions
under the World Medical Association’s Declaration
of Helsinki and the Guideline for Good Clinical
Practice set by the International Conference for
Harmonization of Technical Requirements for the
Registration of Pharmaceuticals for Human Use
(further the “ICH GCP Guidelines™), and other
generally accepted applicable documents applicable
and valid in Czech Republic.

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

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

Adequate records with respect to the Study shall be
maintained, including without limitation records
relating to subject identification, clinical
observations, laboratory tests, and drug receipt and
disposition, in all cases sufficient to enable the
Principal Investigator and Institution to furnish the
Sponsor with complete and accurate information
regarding all aspects and results of the Study. PPD
and/or Sponsor shall be allowed to inspect and audit
the records (including without limitation records
relating to  subject identification, clinical
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6) Hodnocené 1é¢ivo bude v souladu s vyhlaskou ¢.
226/2008 Sb., vplatném znéni, uskladnéno
v Iékarné poskytovatele, kterd se zavazuje
dodrzovat podminky spravné lékarenské praxe,
souvisejici pokyny SUKL a zaruéuje manipulaci
s lé¢ivem pouze opravnénymi osobami. L[ékarna
poskytovatele bude zodpovidat za ptijem zasilky
hodnoceného 1é¢iva a vydej hodnoceného 1é¢iva
hlavnimu zkousejicimu nebo jim povéfené osobg.
Hodnocené 1écivo, které nebude pouzito v ramci
klinického hodnoceni, vrati poskytovatel a hlavni
zkouSejici zadavateli. Toto ujednéni se vztahuje i
na veSkera léCiva dodana zadavatelem v ramci
klinického hodnoceni, u nichz ubéhla doba
pouZitelnosti.

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

6) The Study Drug will be maintained in the Pharmacy
of the Institution according to Decree no 266/2008
Coll. as amended, which binds the Institution to
comply with Good Pharmaceutical Practice, related
RA guidelines and ensures handeling the Study
Drug with authorized personell only. The Pharmacy
of the Institution shall be responsible for receipt of
the Study Drug, providing the Study Drug to the
Principal Investigator or an authorized person. The
Study Drug not used for Study purposes will be
returned to Sponsor by the Institution and Principal
Investigator. This provision is applicable also for
other expired medication provided by Sponsor in
connection with the Study.

V.
Vybér subjektii hodnoceni pro klinické hodnoceni a
informovany souhlas

V.
Selection of trial subjects for Study and informed
consent

1) Zatazovani do klinického hodnoceni probiha na
kompetitivni  bazi. Poskytovatel zafadi do
klinického hodnoceni aZ X subjektd hodnoceni.
Pokud dojde k upravé vyse uvedenych casovych
udajt nebo poctu subjektit hodnoceni, nebude tieba
provést kvili tomu v této smlouvé zadné zmény;
zména muze byt poskytovateli nebo hlavnimu
zkousejicimu oznamena pisemné, pfi¢emz pro obé
strany je pfijatelna komunikace e-mailem.

2) Zatazeni subjektd hodnoceni do klinického
hodnoceni bude mozné:

a) jen s pisemnym informovanym souhlasem
vyhotovenym zadavatelem podle
§ 51 odst. 2 pism. h) zak. ¢. 378/2007 Sb.,  ve
znéni pozdéjsich predpist, a §8 vyhlasky
¢. 226/2008 Sb., véetné ptilohy, ve znéni
pozdgjsich predpisti, a po fadném pouceni;
popr.

b) vsouladu s poZadavky stanovenymi v
§ 52 z&k. ¢. 378/2007 Sb., ve znéni pozd&jsich
predpist.

3) Pti zpracovani, vyzadani a uchovani informovaného
souhlasu jsou zadavatel, PPD, hlavni zkouSejici i
poskytovatel povinni dbat pfislusnych pravnich
predpist a doporuceni uvedenych zejména v ¢l. V.
této smlouvy.

4) Doklad tykajici se této dohody hlavni zkouSejici
uchova dle internich ptedpisti svého poskytovatele a
na vyzadani poskytne jeho Kkopii zadavateli
klinického hodnoceni. Zadny subjekt hodnoceni pfi

1) Enrollment to the Study is performed on competitive
basis. Approximately up to X Study subjects shall
be enrolled at the Institution. Any alteration of
above mentioned timelines, or number of enrolled
Study subjects shall not necessitate an amendment
to this Agreement and may be communicated to
Institution/Principal Investigator in writing; e-mail
is mutually agreeable.

2) The Study subjects may be included in the Study
only:

a) with informed written consent prepared by
Sponsor pursuant to 851par.2(h) of
Act no. 378/2007 Coll., as amended, and
8 8 Decree no. 226/2008 Coll., including annex,
as amended, and after they have been duly
instructed; or

b) in compliance with the legal requirements
stipulated in § 52 of Act no. 378/2007 Coll., as
amended.

3) When drafting, requesting and filing the informed
consent, Sponsor, PPD, the Principal Investigator
and the Institution have to comply with the relevant
legal regulations and recommendations mentioned,
in particular, in art. IV. of this Agreement.

4) The Principal Investigator will retain such
document according to the policies of the Institution
and will forward a copy to the Sponsor upon
request. No subject may be enrolled in the Study

GRASPANC 2018-01._Czech Republic_PI XXXXX_PPD-Inst-PI Agreement 5/32

Approved for signature_PT_07May19




tom nemuze byt zatazen do klinického hodnoceni
bez ziskani tohoto informovaného souhlasu.

until such informed consent has been obtained.

5) Pokud hlavni zkouSejici v prubéhu klinického | 5) If the Principal Investigator discovers during the
hodnoceni zjisti, Ze subjekt hodnoceni zafazeny do course of the Study that a study subject included in
klinického hodnoceni nevyhovuje jeho Kritériim, the Study does not meet its criteria, he shall in
vsouladu s protokolem subjekt hodnoceni z accordance with the Protocol remove the study
klinického hodnoceni vyfadi a okamzit¢ o tom subject from the Study and immediately in
v souladu s protokolem informuje PPD resp. po accordance with the Protocol inform PPD or, as an
dohod¢ s PPD, vpiipadé vyjimky postupuje exception, after Agreement with PPD leave the
v souladu s touto smlouvou a vyjimkou. study subject in the Study in accordance with this

Agreement and exception.

6) Hlavni zkou3ejici, poskytovatel i zadavatel a PPD | 6) The Principal Investigator, the Institution, Sponsor
jsou povinni v prabéhu klinického hodnoceni i po and PPD are required, during the Study and after it
jeho ukonéeni dbat ptislusnych pravnich piedpist o is completed, pursuant to the applicable legal
ochran¢ osobnich udaji a informaci o subjektech regulations, to ensure protection of personal data
zatazenych do klinického hodnoceni. and information about the subjects included in the

Study.
VI. VI.
Sledovani (monitorovani) a kontrola prubéhu Monitoring and inspection of the conduct of the
klinického hodnoceni Study

1) Prabéh a provadéni klinického hodnoceni budou | 1) The conduct of the Study shall be inspected and
kontrolovany a sledovany ve smyslu pravnich monitored in accordance with the legal regulations
predpisi. a doporuceni uvedenych zejména and recommendations stated, in particular, in
vEeL IV.odst. 1 této  smlouvy  povéfenymi art. IV.par.1 of this Agreement by PPD’s
pracovniky PPD, kterym poskytovatel i hlavni authorized employees, to whom the Institution and
zkouSejici umozni ptistup ke vSem informacim the Principal Investigator shall permit access to all
ziskanym v ramci klinického hodnoceni i k information acquired in the Study and to all results
vysledkiim laboratornich testil, vySetfeni a jinych of laboratory tests, examinations and other records
zaznami o subjektech zafazenych do klinického about the subjects included in the Study.
hodnoceni.

2) Prubéh klinického hodnoceni a jeho wvysledky | 2) The conduct and results of the Study may also be
mohou byt kontrolovany také auditory PPD ¢&i inspected by PPD’s or the Sponsor’s auditors; this
zadavatele; tim neni dotéeno pravo kontroly does not affect the right of inspection of the relevant
piislusnych statnich organd CR a zahrani¢nich authorities of the Czech Republic and foreign
kontrolnich tfadd. Poskytovatel a hlavni zkousejici inspection offices. The Institution and the Principal
se zavazuji poskytnout zminénym auditorim Investigator agree to provide to the above-
veSkera klinick4 data zapsana do CRF (case report mentioned auditors all clinical data recorded in the
form), jakoz i dalsi relevantni informace véetné téch CRF (case report form) as well as other relevant
generovanych  jako  vysledky  provadéného information, including information generated as
klinického hodnoceni. results of the conducted Study.

3) Obdrzi-li poskytovatel nebo hlavni zkouSejici | 3) In the event that the Institution or Principal
oznameni o tom, Ze misto provadéni klinického Investigator receives notice that the Study Site shall
hodnoceni bude pfedmétem Setfeni ¢&i  auditu be the subject of an investigation or audit by any
jakéhokoli statniho ¢i kontrolniho organu, takova governmental or regulatory authority, the Party
smluvni strana o tom neprodlené uvédomi PPD. receiving such notice shall inform PPD
Jestlize takovad smluvni strana neobdrZzi takové immediately. In the event that the Party does not
oznameni o Setfeni ¢i auditu pfedem, uvédomi PPD receive prior notice of such investigation or audit,
pii prvni vhodné piilezitosti. the Party shall notify PPD at the first available

opportunity.

4) Kazdy ze subjekti hodnoceni musi byt pouden | 4) Each of the Study subjects must be instructed

podle ¢l. V. odst. 2 této smlouvy a informovan také
0 tom, ze Udaje ziskané o ném v pribéhu klinického

pursuant to art. V. par. 2 of this Agreement and also
informed that the data acquired about him/her in the
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hodnoceni mohou byt pro ucely kontroly pouzity a
predlozeny také piislusnym kontrolnim organtim.

course of the Study may be used and submitted to
the appropriate inspection authorities for purposes
of inspection.

VII.
Other provisions

1)

2)

3)

4)

5)

6)

VII.
Jind ustanoveni
Zadavatel  poskytne  prostfednictvim  PPD
poskytovateli a hlavnimu zkouSejicimu veSkery
material  (v€etné, nikoliv  vSak  vylucné,

hodnoceného 1é¢iva, poskytnutého vybaveni apod.)
vymezeny protokolem klinického hodnoceni, ktery
je nezbytny k provadéni klinického hodnoceni tak,
aby mohly byt dodrzeny podminky Kklinického
hodnoceni uvedené v ¢l. 111, této smlouvy.

Hodnocené 1écivo i ostatni material poskytnuty
spole¢nosti PPD, jehoz specifikace je uvedena
v protokolu o klinickém hodnoceni (¢l. IV. odst. 1
pism. a) této smlouvy), pouziji fesitelské centrum

a hlavni zkouSejici pouze pro provadéni
klinického  hodnoceni.  VSechny  hodnotici
materidly, které nebudou pouzity v ramci

klinického hodnoceni, vrati FeSitelské centrum a
zkousejici spole¢nosti PPD.

Hodnocené 1é¢ivo mize byt subjektim hodnoceni
podano pouze delegovanym personalem
poskytovatele pod dohledem hlavniho zkou$ejiciho,
a to pouze vramci vedeni tohoto klinického
hodnoceni. Hodnocené 1écivo nesmi byt poskytnuto
jiné tieti osobé mimo osob piesné stanovenych
v protokolu a musi byt pouZito pouze v souladu
s podminkami protokolu.

Hlavni zkouSejici a poskytovatel se zavazuji
uschovat veSkerou dokumentaci o provedeni
klinického hodnoceni i dokumentaci vztahujici se k
subjektim hodnoceni po dobu patnacti (15) let od
data ukonceni klinického hodnoceni. Pro ptipad, ze
prvotni Udaje budou dostupné pouze v elektronické
podobé, se hlavni zkouSejici zavazuje pro Gcely
jejich overeni poridit vytisky téch dat, kterd se
tykaji subjektd hodnoceni ajsou vyznamna pro
klinické hodnoceni. Tyto vytisky budou opatieny
datem a podpisem hlavniho zkouSejictho a fadné
uchovany.

Zadavatel bude opravnén uchovavat originaly vSech
CRF (Case Report Forms) (nebo e-CRF), které
budou zaroven jeho vlastnictvim. Originaly vSech
dalsich zaznamti a materiali budou uchovany
poskytovatelem abude snimi nakladano dle
platnych zadkoni a nafizeni. Na vyzadani budou
kopie téchto dokumenti poskytnuty zadavateli.

Poskytovatel a hlavni zkouSejici se zavazuji, Ze
pokud pouziji k provedeni analyzy pro ucely

1)

2)

3)

4)

5)

6)

Sponsor, through PPD, shall provide the Institution
and the Principal Investigator with all materials
(including Study Drug, provided equipment, etc.)
specified by the Study Protocol, which are
necessary to conduct the Study, so that the terms of
the Study provided in art. I1l. of this Agreement can
be met.

The Study Site and the Principal Investigator shall
use the Study Drug and other material provided by
PPD, the specifications of which are provided in the
Study  Protocol (art. IV par.1(@) of this
Agreement), only for conducting the Study. The
Study Site and the Principal Investigator shall
return to PPD all evaluation materials, which are
not used in the Study.

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

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

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

The Institution and the Principal Investigator agree
that if any external laboratory is used to perform
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klinického hodnoceni jakoukoliv externi laboratof, analyses for the purposes of the Study, they will
zajisti, aby tato laboratof byla zpusobila k ensure that the laboratory is qualified to perform
provedeni takové prace podle zdsad spravné such work pursuant to the principles of good
laboratorni a klinické praxe. Zpusobilost externi laboratory and clinical practice. The qualification of
laboratofe se prokazuje prislusnym certifikatem the external laboratory shall be proved by the
udélenym laboratofi k provadéni takovychto analyz. appropriate certificate issued to the laboratory to
Déle poskytovatel a hlavni zkouSejici zajisti, aby perform such analyses. In addition, the Institution
byla externi laboratof vazana toutéz dohodou and the Principal Investigator agree to ensure that
0 dtvérnosti jako smluvni strany. the external laboratory shall be bound by the same
confidentiality Agreement that applies to the
Parties.

7) Hlavni zkouSejici a poskytovatel se zavazuji, Zze | 7) The Principal Investigator and the Institution agree
nebudou pouzivat nazvu ani vyrobkii PPD ¢&i not to use the name or products of PPD or Sponsor
zadavatele souvisejicich s provadénim tohoto connected with the Study for purposes of promotion
klinického hodnoceni za G¢elem jakékoli propagace or advertising without their prior consent.
¢i reklamy bez jejich ptedchoziho souhlasu.

8) PPD a zadavatel se zavazuji neuvadét vefejné | 8) PPD and Sponsor agree not to make public the
jméno hlavniho zkouSejiciho v souvislosti s name of the Principal Investigator connected with
provadénim klinického hodnoceni nad ramec the Study other than as provided in art. X. par. 4 of
stanoveny v ¢l. X. odst. 4 této smlouvy. this Agreement.

VIII. VIII.

NezZadouci piihody v pribéhu klinického hodnoceni Adverse events in the course of the Study

1) Hlavni zkouSejici je povinen do ¢tytiadvaceti (24) | 1) The Principal Investigator shall, within (twenty
hodin od jejiho zjisténi sdélit PrimeVigilance four) 24 hours from its discovery, inform
telefonicky, faxem ¢&i elektronickou postou PrimeVigilance by telephone, fax or electronic mail
jakoukoliv zavaznou nezadouci piihodu, jakoz i of any serious adverse events or serious adverse
zavazny nezadouci aneoCekavany nezadouci drug reactions and unexpected adverse drug
ucinek, ke kterym dojde v pribéhu klinického reactions, which occur during the Study. The
hodnoceni. Potfebné informace budou doplnény ve relevant information should be completed on the
Hformulafi na zrychlené hlaseni nezadoucich "adverse event form for expedited reporting” that
ucinku“, které hlavni zkousejici najde ve studijni Principal Investigator will find in the Study Binder.
slozce. Formulai musi byt vyplnén a odeslan ihned The form must be completed and forwarded
do PrimeVigilance faxem/emailem na XXXXX (EU immediately to PrimeVigilance by fax/email to
fax line) nebo XXXXX, ktery ihned informuji XXXXX (EU fax line) or XXXXX, who will notify
zadavatele. the Sponsor immediately.

2) Nezadouci a zavazné nezadouci ptihody jakoz i | 2) Adverse events and serious adverse events as well
zavazné nezadouci ucinky a neocekavané zavazné as serious adverse drug reactions and unexpected
nezadouci G¢inky jsou definovany v 8 3 odst. 4-6 serious adverse drug reactions are defined in
zakona €. 378/2007 Sb., ve znéni pozdé&jsich 8 3 par. 4-6 of Act no. 378/2007 Coll., as amended,
predpisti, a podléhaji zaznamendni a hlaseni and are to be recorded and reported by the Principal
hlavnim zkouSejicim dle tohoto zaékona jakoZ Investigator pursuant to the above Act and pursuant
i v souladu s ICH GCP Guidelines. to the ICH GCP Guidelines.

IX. IX.
Pojisténi a odskodnéni Insurance and indemnification

1) V  souladu s ust. §52z4k.¢. 378/2007 Sh. | 1) The Sponsor, in accordance with par.52 of
Vv platném znéni zadavatel na celou dobu provadéni Act No. 378/2007 Coll. as amended, has arranged
klinického hodnoceni zajistil pojisténi odpovédnosti liability insurance for the Principal Investigator and
za Skodu pro hlavniho zkouSejiciho a zadavatele, the Sponsor for the entire duration of the Study,
jehoz prostiednictvim je zajisténo i odskodnéni through which compensation in the event of death
v pfipadé smrti subjektu hodnoceni nebo ptipadé or in the event of injury to the health of the Study
Skody wvzniklé na zdravi subjektu hodnoceni subjects as result of conducting the Study is
v disledku  provadéni  klinického  hodnoceni. covered. Sponsor is obliged to keep the above
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2)

3)

4)

5)

6)

Zadavatel je povinen vySe uvedené pojisténi
udrZovat v platnosti po celou dobu trvani klinického
hodnoceni.

Pojisténi v odst. 1 se nevztahuje na pfipady, kdy
doslo k zarazeni subjektu hodnoceni do klinického
hodnoceni bez ziskani informovaného souhlasu ¢i
ujmé na zdravi subjektu hodnoceni na zakladé
nedbalosti hlavniho zkousejiciho ¢i jiného c¢lena
fesitelského tymu, porusenim Protokolu ¢i instrukci
predanych fesitelskému centru spolecnosti PPD ¢i
zadavatelem.

Poskytovatel prohlaSuje, Ze ma dle 8§45 odst. 2
pism.n) zakona ¢&.372/2011 Sh., o zdravotnich
sluzbach uzavienu pojistnou smlouvu na pojisténi
odpovednosti za Skodu zpiisobenou pii poskytovani
zdravotni péce. Tato pojistna smlouva je uzaviena
v zdkonem poZadovaném rozsahu a neobsahuje
pojisténi odpoveédnosti za Skodu zplsobenou pii
provadéni klinického hodnoceni. Dle § 45 odst. 2
pism. n) zdkona ¢. 372/2011 Sb. musi byt pojisténi
uzavieno po celou dobu, po kterou poskytovatel
poskytuje zdravotni péci.

Hlavni zkouSejici a poskytovatel se zavazuji
pisemné informovat PPD a zadavatele o jakémkoli
pfipadu reklamace vad hodnocenych 1éCiv a dalsich
vyrobkl pouzitych pii klinickém hodnoceni, které
poskytnul zadavatel ¢i PPD.

Smluvni strany se zavazuji pIn¢ spolupracovat pfi
feSeni ptipad uvedenych v tomto ¢1. IX. smlouvy.

Zadavatel se zavazuje poskytnout poskytovateli,
hlavnimu zkouSejicimu a spoluzkousejicim nahradu
Skody za Gymu zpusobenou téeti osobé ve vysi tieti
osobou uspésné uplatnéného naroku u soudu. Tento
narok se vSak musi vylu¢né tykat ujmy na zdravi
(vCetné¢ smrti), ktera subjektu hodnoceni, jenz se
fadné ucastnil klinického hodnoceni, vznikla v
piimé souvislosti s uzivanim hodnoceného 1é¢ivého
ptipravku ¢ s postupem  uZitym v souladu
s protokolem klinického hodnoceni.

2)

3)

mentioned insurance valid for the entire duration of
the Study.

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

The Institution declares that it has insurance
coverage in accordance with 8§45 par. 2 Itr. n) of
Act no. 372/2011 Coll., on Medical Services, with
respect to liability it may have while providing
medical care. This insurance coverage is in
correlation with the applicable laws and does not
include liability insurance with respect to
conducting a Study. According to 8§ 45 par. 2 Itr. n)
of Act no. 372/2011 Coll., this insurance coverage
must be valid for the entire length of the
Institution’s provision of medical care.

4) The Principal Investigator and the Institution agree to

5)

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

The Parties agree to cooperate fully in resolving the
situations described in this Article 1X. hereof.

6) Sponsor agrees to provide the Institution, Principal

Investigator and sub-investigators with
indemnification for damage caused to third person
in the amount of the claim succesfully raised at
court. This claim shall be related ony for the
damage to the health (including death), caused to
the Study Subject who is properly participating in
the Study in direct connection with use of Study
Drug or procedure performed in accordance with
the Study Protocol.

X.
Ochrana diivérnych informaci

X.
Protection of Confidential Information

1)

Dutivérnymi informacemi se pro ucely této smlouvy
rozumi  veSkeré informace UmysIné nebo
opomenutim poskytnuté spolecnosti PPD a
zadavatelem vztahujici se ke klinickému hodnoceni
nebo jeho dokumentaci (dale jen ,divérné
informace®);  zahrnuji  zejména  informace
o struktufe, sloZeni, ingrediencich, vzorcich, know-
how, technickych postupech a procesech, jakoZ i
jiné informace, tiebaze nejsou spolecnosti PPD ¢i
zadavatelem oznacené vyslovené jako duvérné.
Duivérnost  vlastnickych  informaci, publikaci,

1)

Confidential information for purposes of this
Agreement means any information provided by
PPD and the Sponsor relating to the Study or its
documentation (“Confidential Information”); it
includes, in particular, information about the
structure, composition, ingredients, samples, know-
how, technical procedures and processes, as well as
other information, even if it is not expressly
identified as confidential by PPD or the Sponsor.
Confidentiality = of  proprietary  information,
publication, publicity rights, intellectual property
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publika¢nich prav, prav z duSevniho vlastnictvi a
odskodnéni pfetrvava i po ukonceni klinického
hodnoceni.

2) Za davémé informace se nepovazuji informace,
které jsou v dobé predani povazovany za
dlouhodobé zndmé mezi odbornou vefejnosti nebo

byly publikovany.

3) Poskytovatel a hlavni zkouSejici nesmi daveémné
informace zpfistupnit tfeti osobé&, nebo je pouzivat
pro ucel jiny, nez je urcen v instrukcich spolecnosti
PPD nebo zadavatele. Diivérné informace budou ve
vyluéném vlastnictvi PPD a zadavatele a budou
drzeny poskytovatelem a hlavnim zkouSejicim
V tajnosti a na misté pro takové informace uréeném,
vyjma pripadi, kdy poskytovatel nebo hlavni
zkousejici prokdZzou, Ze se jedna o informace
vetejné pristupné.

4) Pokud je ze zakonem stanovenych divodi nutné
davérné informace zpfistupnit (naptiklad na zakladé
zadosti prislusného soudu, piislusného spravniho
ufadu ¢i jiné vladni instituce), poskytovatel nebo
zkousejici toto neodkladné pisemné oznami PPD a
zadavateli. Smluvni strany se zavazuji zvefejnit
davérmé informace v zakonem stanovenych
ptipadech opravnénym subjektim popf. etické
komisi a osobam povéfenym PPD  nebo
zadavatelem pouze v nezbytné nutném rozsahu.

5) PPD, zadavatel, poskytovatel a hlavni zkousejici se
zavazuji informovat vSechny osoby zucastnéné na
tomto klinickém hodnoceni a osoby, jimZz je
divérnd informace zpfistupnéna, o povinnosti
mlcenlivosti v souladu s touto smlouvou; takové
osoby jsou pak vazany stejnou povinnosti
mlcéenlivosti.

6) Poskytovatel a hlavni zkousejici se zavazuji predat
PPD po ukonceni klinického hodnoceni vSechny
jim svéfené materialy, dokumenty a informace s
vyjimkou ptipadl stanovenych zakonem.

7) Smluvni strany se zavazuji uschovavat veSkeré
dokumenty a informace tykajici se finan¢nich
vyrovnani mezi smluvnimi stranami ddvémné a
oddélené od ostatnich dokumentt.

rights and indemnification shall survive the
completion of this Study.

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

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

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

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

6) The Institution and the Principal Investigator agree
to deliver to PPD, after completion of the Study, all
materials, documents and information received
from PPD, except for cases provided by law.

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

XI.
Vlastnictvi vysledki klinického hodnoceni, jeho
ochrana a publikovani vysledkii

XI.
Ownership, protection, and publication of Study
results

1) Vysledky klinického hodnoceni jsou vyluénym
vlastnictvim zadavatele. Pfipadné patentové zadosti
k vynalezim ¢&i vylepSenim stavajicich 1é¢ebnych
postupli  vytvorenych v pribéhu  klinického

1) The results of the Study are owned exclusively by
the Sponsor. Any patent applications to inventions
or improvements of existing medical procedures
discovered in the course of or from the results of the
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hodnoceni nebo z jeho vysledkd budou pfihlaseny
na jméno zadavatele.

2) Vysledky klinického hodnoceni nebo jejich cast
nebudou poskytovatelem ¢i hlavnim zkousejicim
publikovany bez piedchoziho pisemného souhlasu
zadavatele. Rozhodnuti o0 moznostech publikace je
v plné zodpovédnosti zadavatele. Poskytovatel a
hlavni zkouSejici se zavazuji, Ze projednaji se
zadavatelem publikaci praci ¢i ustnich prezentaci
véetné odbornych rukopisti, abstraktl, plakatd a
obrazovych praci o pribéhu ¢&i  vysledcich
klinického hodnoceni nejméné Sedesat (60) dnil
pted pfedanim publikace do tisku.

3) Zaroven ma zadavatel pravo vyzadovat, aby
jakakoliv publikace nebo prezentace tykajici se
prace popsané Vv této smlouvé uznala podporu
zadavatele.

4) Poskytovatel a hlavni zkouSejici berou na védomi,
ze nesmg&ji vydat zadnou odbornou publikaci k
objevim ¢i 1éCivu dfive, nez zadavatel poda
patentovou piihlasku, pokud vzhledem k povaze
vysledku klinického hodnoceni bude podani takové
ptihlasky pfichazet v Gvahu.

5) Poskytovatel je opravnén, bez obdrzeni ptedchoziho
souhlasu zadavatele, zvefejnit jakékoliv informace
souvisejici s klinickym hodnocenim uvedené na
strankach wwuw.clinicaltrials.gov.

6) Smluvni strany se dohodly, Ze zadavatel poskytne
poskytovateli po ukonéeni klinického hodnoceni
seznam publikaci vztahujicich se k vysledkim
tohoto klinického hodnoceni.

Study will be registered in the name of Sponsor.

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

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

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

5) Institution may without prior consent from Sponsor
list any information regarding the Study which is
available on www.clinicaltrials.gov website.

6) Parties agree, that Sponsor shall provide the
Institution with the list of publications related to
Study results after the end of the Study.

XII.
Ochrana osobnich udaji

XII.
Data Protection

1) Definice:

»Zakony na ochranu osobnich udaji“ znamena
vSechny platné zakony, pfedpisy a regulacni pozadavky
a nafizeni souvisejici s ochranou osobnich udajii a
soukromi obecné vcetne: (a) smérnice EU o ochrané
osobnich udaji  (smérnice 95/46/ES, dale jen
»smeérnice™), kterou s U¢innosti od 25. kvétna 2018
nahrazuje obecné nafizeni o ochrané osobnich udaju
(nafizeni ¢.2016/679, dale jen ,nafizeni); (b)
kteréhokoliv pravniho ptedpisu zajistujiciho provedeni
této smeérnice nebo nafizeni nebo souvisejici
kteréhokoliv pravniho pfedpisu Evropské unie; nebo (c)
jakéhokoliv jiného zékona vramci kterékoliv soudni
pravomoci, at jiz platného v soucasnosti nebo
v budoucnu, postihujici zpracovani osobnich udajt
kterékoliv strany této smlouvy.

,Osobni Udaje”,

L»Zpracovani*, »Spravee”,

1) Definitions:

“Data Protection and Privacy Laws” mean all
applicable  laws, regulations, and regulatory
requirements and guidance relating to data protection
and privacy globally, including (a) the EU Data
Protection  Directive  95/46/EC  (“Directive”),
superseded by the General Data Protection Regulation
2016/679 (“Regulation”) on 25 May 2018; (b) any
legislation transposing the Directive, Regulation or
related legislation of any member state of the
European Union; or (c) any other law now in force or
that may in future come into force, in any relevant
jurisdiction, governing the Processing of Personal
Data applicable to any party to this Agreement.

“Personal Data”, “Process/Processing”,
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»Zpracovatel” a ,,Subjekt udaja* maji stejny vyznam
jako Vvnatizeni a =zahrnuji také podminky nebo
odpovidajici podminky jak jsou definovany jinymi
zakony na ochranu osobnich udaji. Osobni udaje
zahrnuji kddované udaje a snimky pacientd.

2) Soulad: Smluvni strany se vzajemné zavazuji, ze
budou nakladat s osobnimi Udaji v souladu se vsemi
zakony na ochranu osobnich udaji a s pokyny pro
spravnou klinickou praxi Mezinarodni konference o
harmonizaci (ICH-GCP).

3) Vzajemna odpovédnost podle nafizeni:

Smluvni strany berou na védomi, Ze zadavatel je
v postaveni spravce Udaju a poskytovatel je
v postaveni zpracovatele ve vztahu Kk udajim
z klinického hodnoceni a v postaveni spravce ve
vztahu K plvodni 1ékaiské dokumentaci, kterou
zpracovava na zakladé zakona ¢. 372/2011 Sb., o
zdravotnich sluzbach, v platném znéni. PPD je
zpracovatel jednajici podle instrukci zadavatele
s ohledem na nakladani s osobnimi udaji spojeném
se sluZzbami poskytovanymi podle této smlouvy.

4) Bezpeénost informaci: V3echny smluvni strany
zavedou tadnd technickd a organizacni opatfeni
k ochrané osobnich udaji a duvérnych informaci,
jak je pozadovano ICH-GCP a zakony na ochranu
osobnich udajii. Smluvni strany zajisti, aby se
osoby opravnéné zpracovavat osobni tidaje piedem
zavazaly mlcenlivosti, pokud se na n¢ tato
povinnost nevztahuje jiz ze zédkona. Zejména pak
bude poskytovatel uplatiiovat piisnou kontrolu
k zajisténi, Zze plvodni Iékaiskda dokumentace
subjektt  0daji bude  zabezpeCena  vici
neopravnénému  piistupu a nahodné  ztraté.
Zadavatel a/nebo PPD mohou mit k ptivodnim
l¢karskym zaznamim zprostiedkovany pfistup za
ucelem monitorovani a budou s témito dokumenty
zachazet jako s pfisné davémymi.

5) Bezpecnostni incidenty:  Poskytovatel  bude
opovédny za vySetfovani a napravu vSech
neopravnénych piistupti, tiniku nebo zpftistupnéni
osobnich udaji z 1ékarské dokumentace
(,,bezpecnostni  incident) nebo  davérnych
informaci, ke kterym dojde v sidle poskytovatele.
Poskytovatel musi Vv ptipadé takového
bezpeénostniho incidentu neprodlené informovat
PPD, pokud jsou splnény podminky ¢l. 33 natizeni.
Toto oznameni musi pfiméfené podrobné popsat
tento bezpeCnostni incident i poskytovatelem
provedend napravna opatieni.

6) Pozadavek na ochranu osobnich udaja: Pokud
poskytovatel obdrzi od nékterého subjektu daji,
organu na ochranu osobnich udaji nebo jiného

“Controller”, “Processor” and “Data Subject”
shall have the same meaning as in the Regulation and
shall also include these terms, or corresponding
terms, as defined under any other Data Protection and
Privacy Laws. Personal Data shall include patient-
level key-coded data and images.

2) Compliance: The parties warrant to each other that
they will Process Personal Data in compliance with
all Data Protection and Privacy Laws, and in
compliance with the International Conference on
Harmonisation Guideline for Good Clinical Practice
(ICH-GCP).

3) Mutual Responsibilities under the Regulation: The
parties acknowledge that Sponsor is in position of
Controller and the Insitution is in position of
Processor in relation to the Study data and in
position of Controller in relation to the source
documentation handeled in accordance with Act no
372/2011 Coll. On Medical Services as amended.
PPD is Processor acting under instructions from
Sponsor with respect to the Processing of Personal
Data relating to the services provided under this
Agreement.

4) Information Security: All parties shall implement
appropriate technical and organisational measures to
protect the Personal Data and Confidential
Information as required by ICH-GCP and Data
Protection and Privacy Laws. The parties shall
ensure that persons authorized to Process Personal
Data have committed themselves to confidentiality
or are under an appropriate statutory obligation of
confidentiality. Institution shall in particular apply
strict controls to ensure Data Subjects’ original
medical documents are secured from unauthorized
access and accidental loss. Sponsor and/or PPD may
access original medical records to perform
monitoring activities and shall handle such
documents in the strictest confidence.

5) Security Incidents: Institution shall be responsible
for investigating and remediating any unauthorised
access, acquisition, or disclosure of Personal Data
held within original medical records (“Security
Incident”) or of any Confidential Information
occured in place of business of the Institution.
However, Institution shall notify PPD immediately
of any such Security Incident if condition s of par 33
of the Regulation are fulfilled. Such notice shall
summarize in reasonable detail the Security Incident
and the corrective action to be taken by Institution.

6) Data Protection Requests: Institution shall promptly
notify PPD in writing if they receive any
communication with regards to data protection
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spravniho organu jakékoliv sdéleni tykajici se
ochrany osobnich udajii ve spojitosti se sluzbami,
uvédomi o tom neprodlené¢ pisemné spolecnost
PPD a poskytne ji vtomto ohledu wveSkerou
soucinnost a pomoc, a to aniz by to pro spole¢nost

relating to the services from a Data Subject, a data
protection authority or other regulatory authority
and provide PPD with full cooperation and
assistance in relation to any such communication, at
no additional cost to PPD or Sponsor.

PPD nebo pro zadavatele predstavovalo
vicenaklady.

7) Pievody udaji: Poskytovatel bude nakladat nebo | 7) Data Transfers:Institution shall only Process or
jinak pfevadét osobni twdaje mimo Evropsky otherwise transfer Personal Data outside the
hospodaisky prostor (staty Evropské Unie plus European Economic Area (member states of the
Norsko, Island a LichtenStejnsko) jen jak je European Union plus, Norway, Iceland &
uvedeno v této smlouvé Liechtenstein) as set out in this Agreement or the

Protocaol.

8) Dasledky vyprSeni nebo ukonceni: Povinnosti | 8) Consequences of Expiry or Termination: The
obsaZzené vtomto ¢lanku [1] pfetrvaji ukonceni obligations contained in this Section [1] shall
nebo vyprseni této smlouvy. survive the termination or expiry of this Agreement.

XIII. XIII.
Trestni bezahonnost Clean criminal records

1) Hlavni zkouSejici prohlasuje a zaruCuje, ze jemu | 1) The Principal Investigator represents and warrants
apodle jeho nejlepsich védomosti ani zadnému that neither he nor, to the best of his knowledge, any
jinému c¢lenu feSitelského tymu nebyl nikdy other member of the Study Team, was ever
vysloven zakaz Ccinnosti ani nebyl trestan za prohibited from practicing or was sentenced for a
spachani trestného ¢inu, za ktery mize byt 1ékafi crime for which a doctor may be prohibited from
zakaz Cinnosti ve zdravotnictvi ulozZen. practicing in the medical field.

2) Hlavni zkousejici prohlaSuje, Ze ani on ani Zadny | 2) The Principal Investigator declares that neither
z ¢lenu fesitelského tymu nebyl nikdy v souvislosti he/she nor any member of the Study Team has ever,
s provadénim klinického hodnoceni obvinén, in connection with the conduct of a Study, been
vySetfovan ani odsouzen. accused, investigated or convicted.

XIV. XIV.
Reseni sport a smir¢i fizeni Dispute resolution and conciliation proceedings

1) Smluvni strany se dohodly, Ze pravni vztahy a | 1) The Parties have agreed that the legal relationships
poméry vzniklé ztéto smlouvy se fidi platnymi arising under this Agreement shall be governed by
zakony a ptredpisy Ceské republiky. the wvalid laws and regulations of the Czech

Republic.

2) Smluvni strany se zavazuji, Ze si pii provadéni | 2) The Parties agree to assist each other in conducting
klinického hodnoceni budou vzajemné pomahat a the Study and to resolve any disputes or differences
pfipadné spory arozdilnost nazori na postup a of opinion about work procedures and methods
zpusob praci budou feSit smirnym jednanim through their usual negotiations.
obvyklym u smluvnich stran.

3) Smluvni strany berou na védomi a zaroven souhlasi, | 3) The Parties take note of and agree that any disputes
ze k projednani a rozhodovani pfipadnych sport, which are not settled through cooperation pursuant
které nebudou vyfeSeny smirem podle odst. 2, to par. 2 shall come under the jurisdiction of the
budou nalezet do soudni pravomoci pfislusnych courts of the Czech Republic.
soudi Ceské republiky.

XV. XV.
Finanéni vyrovnani Financial provisions
1) Zadavatel prostfednictvim Medidata bude poskytovat | 1) Sponsor through Medidata will provide the financial
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finanéni podporu uvedenou Vv priloze A této
smlouvy za ucelem provadéni klinického hodnoceni
v souladu s podminkami Protokolu. Piiblizna ¢astka
vyplacend poskytovateli za provedeni Klinického
hodnoceni je 2.288.469,- K¢.

support set out in Exhibit A attached to this
Agreement for the conduct of the Study in
accordance with the terms of the Protocol. The
approximate amount payable to the Institution for
the conduct of the Study is CZK 2.288.469,-.

3) Poskytovatel se zavazuje z obdrZenych plateb dle | 2) The Institution agrees to reimburse the Principal
prilohy A vyplatit odmény zkousejicimu a ¢lentim Investigator and/or the Study Team, including the
studijniho tymu vcetné¢ farmaceuta dle vnitinich Delegated Pharmacist out of the received funds as
smérnic poskytovatele. Zadavatel se zavazuje, Ze per Exhibit A hereto, according to the internal
ani PPD ani zadavatel neuzaviou separatni smlouvu regulations of the Institution. Sponsor warrants that
se zkouSejicim ani  jinym  zaméstnancem neither PPD, nor the Sponsor will enter into any
poskytovatele v souvislosti s provadénim tohoto ancillary Agreement with the Principal Investigator
klinického hodnoceni. or any employee of the Institution in connection

with the conduct of this Study.
XVI. XVI.
Doba platnosti smlouvy Term of the Agreement

1) Tato smlouva se uzavira na dobu provadéni | 1) This Agreement is concluded for the duration of the
klinického hodnoceni. Study.

2) V nasledujicich pfipadech je kterakoliv ze | 2) In the following situations any of the Parties may
smluvnich stran opravnéna ukoncit tuto smlouvu terminate this Agreement by giving thirty (30) days
pisemnou vypovédi, ktera je G¢inna po uplynuti written notice, which begins to run on the day after
tiiceti (30) dnti ode dne nasledujiciho po doruceni the notice is delivered to the Parties:
smluvnim strandm:

a) pokud néktera smluvni strana neplni néktera z a) if any Party fails to fulfil any of the provisions
ustanoveni této smlouvy; of this Agreement;

b) pokud bude rozhodnuto, Ze je néktera smluvni b) if it is declared that any Party to this Agreement
strana v Upadku podle insolvencniho zakona is in bankruptcy proceedings according to the
¢. 182/2006 Sb., ve znéni pozdé&jsich piedpisi; insolvency Act no. 182/2006 Coll., as amended:;

c) pokud néktera smluvni strana pozbude c) if any Party loses its authorization to practice in
opravnéni k plsobeni v dané oblasti; the given field;

d) bude-li riziko pro subjekty hodnoceni neimérné d) if the risk for Study subjects increases
zvyseno; disproportionately;

e) pokud potfebna opravnéni, ohlaSeni, povoleni e) if a necessary authorization, notification, permit
nebo souhlasy nezbytné k provedeni klinického or consent necessary for conducting of the
hodnoceni jsou revokovany, pozbudou platnosti Study is revoked, its validity expires without
bez  pfislusného  prodlouZeni,  klinické appropriate extension, the Study is suspended,
hodnoceni je pozastaveno, zakazano, nebo neni prohibited or is not commenced within the
zahdjeno ve stanovené dob& od vzniku statutory time period from the date that the
opravnéni; authorization arose;

f) v ptipadé, ze vhodné subjekty nejsou do f) in the event of an inadequate rate of adding
klinického hodnoceni zafazeny vcéas, takze je suitable subjects to the Study which endangers
ohrozen dohodnuty ¢asovy rozvrh. the agreed time schedule.

3) Zadavatel ma dale pravo ukoncit ¢i prerusit klinické | 3) Sponsor may further terminate or interrupt the

hodnoceni a zaroven ukonéit tuto smlouvu
pisemnou vypovedi uc¢innou po uplynuti tiiceti (30)
dni ode dne nasledujictho po doruceni
zkousSejicimu a poskytovateli:

Study and at the same time terminate this
Agreement by giving thirty (30) days written notice,
which begins to run on the day after the notice is
delivered to the Principal Investigator and the
Institution for the following reasons:
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a) v pripadé ukonéeni smluvniho vztahu mezi a) if the contractual relationship between PPD
firmou PPD Development LLC nebo PPD Development LLC or PPD Global Limited or
Global Limited nebo jakoukoli jinou any other company within the PPD Group,
spolecnosti ve skupin¢ PPD a zadavatelem depending on which of these companies has
podle toho, ktera z téchto spole¢nosti uzaviela concluded the contract with the Sponsor, and
smlouvu se zadavatelem; the Sponsor terminates;

b) jestlize nabor subjektd hodnoceni v feSitelském b) if the overall Study enrolment has been met but
centru nebyl ukonéen, avSak celkovy podcet the enrolment in the Study Site has not been
subjekt hodnoceni povolenych pro klinické completed yet; or
hodnoceni byl jiz naplnén; nebo

c) jestlize se zkousejici stane nedivéryhodnym ¢i c) if the Principal Investigator is debarred or
bude diskvalifikovan z provedeni klinického disqualified under the Generic Drug
hodnoceni (debarment and disqualification) a Enforcement Act of 1992 and is added to the
bude zafazen na tzv. ,Cernou listinu®“ vedenou “Black list” maintained by FDA.

FDA vsouladu s Generic Drug Enforcement
Act z roku 1992.

4) Smluvni strany se mohou kdykoliv pisemné | 4) The Parties may terminate this Agreement by
dohodnout na ukonc¢eni této smlouvy. written Agreement at any time.

5) Okamzit¢ po obdrzeni Zadosti o ukonleni zastavi | 5) Immediately upon receipt of a notice of termination,
poskytovatel a zkousejici jak nabor dalSich subjekta the Institution and the Principal Investigator shall
do klinického hodnoceni, tak v Iékafsky piipustném cease entering subjects into the Study, cease
rozsahu doprovodné procedury podstupované conducting procedures to the extent medically
pacienty, ktefi jiz do klinického hodnoceni permissible on subjects already entered into the
vstoupili, a v mozné mife omezi vznik dodateénych Study, and refrain from incurring additional costs
nakladi a vydaju. and expenses to the extent possible.

9) Pokud spole¢nost PPD ¢i zadavatel ziska v obdobi | 6) Notwithstanding anything herein to the contrary, if
plnéni této smlouvy informace, které zpochybiiuji during the term of this Agreement, information
bezpecnost ¢i ucinnost studijniho 1é¢iva nebo becomes available to PPD or Sponsor which places
souvisejiciho produktu, anebo pokud bude studijni the safety or efficacy of the Study Drug or related
lé¢ivo schvaleno FDA, smluvni strany v dobré vife product in doubt or if the Study Drug is approved
vyjednaji modifikaci této smlouvy, jeZ se bude tykat by FDA, the Parties shall negotiate, in good faith, a
(@) sniZzeni poctu studovanych subjekt, (b) modification of this Agreement to (i) reduce the
ukonceni klinického hodnoceni a/nebo (c) tGpravy number of subjects to be studied, (ii) terminate the
jakychkoli  dalSich  pfislusnych  ustanoveni Study, and/or (iii) modify any other relevant
vyplyvajicich z této smlouvy. provision of this Agreement.

7) Po dokonéeni ¢i predCasném ukonéeni klinického | 7) Upon completion of the Study or earlier termination
hodnoceni jsou poskytovatel a/nebo zkouSejici thereof, Institution and/or Principal Investigator
povinni pfedlozit spole¢nosti PPD zavére¢nou shall prepare and forward a final report containing
zpravu zahrnujici vSechny pfislusné informace all relevant information for the Study as described
tykajici se klinického hodnoceni tak, jak je popsano in the Protocol, including all data and Study results
v Protokolu, v¢etné vSech dat a vysledku klinického to PPD, and shall return all PPD and Sponsor
hodnoceni a rovnéz jsou povinni navratit vSechny Confidential Information, as defined herein, to its
davérné informace zadavatele ¢i spoleénosti PPD respective owner.
jejich prislusnému majiteli.

8) Po dokonceni ¢i predasném ukonéeni klinického | 8) Upon completion of the Study or early termination
hodnoceni bude veskeré nepouzité studijni 1é¢ivo, thereof, all unused Study Drug, compounds, devices
vybaveni a pfislusné materialy klinického and related Study materials furnished to Institution
hodnoceni  poskytnuté  poskytovateli  a/nebo and/or Principal Investigator by or on behalf of
zkouSejicimu spole¢nosti PPD ¢i  zadavatelem Sponsor or PPD shall be returned to PPD.
vraceny spolec¢nosti PPD.
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Clanek XVII.
Etické chovani

XVII.
Ethical Conduct

1) Poskytovatel/zkousejici se zavazuji, ze nebudou, at’
pfimo ¢i nepfimo, prostiednictvim jakékoli tieti
strany poskytovat, nabizet nebo slibovat Zadnou
platbu, dar nebo jinou cennou véc zadné osobé, aby
tak tuto osobu nepatfi¢né ovlivnili, nebo aby tato
osoba byla poskytovateli/zkouSejicimu, spolecnosti
PPD nebo zadavateli napomocna pii ziskavani
necestného zvyhodnéni.

2) Poskytovatel/zkousejici se zavazuji, ze nebudou, at’
pfimo ¢i nepfimo prostiednictvim jakékoli tieti
strany pfijimat, schvalovat, ziskavat ¢i pozadovat
zadnou platbu, dar nebo jinou cennou véc od zadné
osoby, ktera jim bude nabidnuta ¢i ptedana jako
odmeéna za nepatficné ovlivnéni nebo se zamérem
nepatiicné  ovlivnit  poskytovatele/zkousejiciho,
spole¢nost PPD nebo zadavatele.

1)

2)

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

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

XVIIL.
Protikorup¢ni zasady

XVIII.
Anti-corruption Compliance

1) 'V souladu s piilohou B nesmi poskytovatel, hlavni
zkousejici ani zadny zaméstnanec, dodavatel nebo
zastupce poskytovatele ¢i hlavniho zkousSejiciho
béhem plnéni svych povinnosti vyplyvajicich z této
smlouvy ptimo ani nepfimo (a) podniknout Zadny
krok, ktery by zpusobil, on, zadavatele nebo PPD
poruSil jakykoliv platny protikorupéni nebo
protitplatkaisky zakon platny v Ceské republice;
(b) ucinit, nabidnout nebo schvalit zadné nezakonné
hotovostni platby ani jiné cennosti zadné osobé
véetné jakéhokoli ufednika, feditele, fidiciho
pracovnika, zaméstnance, agenta nebo zastupce
jakéhokoli  vladniho subjektu, subjektu ve
vlastnictvi statu nebo subjektu néjakym zplisobem
napojeného na vladu (vCetné¢ zdravotnickych
pracovnikii nebo vyzkumnikd, ktefi pracuji pro
vefejné nemocnice, univerzity nebo vyzkumné
instituce); ani (c) pouZit zadné prostiedky
zadavatele na nezdkonné prispevky, dary, zabavu
nebo jiné nezakonné vydaje.

1) In accordance with Exhibit B, in carrying out its

responsibilities under this Agreement neither
Institution/Principal Investigator nor any employee,
contractor, or agent of Institution/Principal
Investigator shall, directly or indirectly (a) take any
action which would cause it or Sponsor or PPD to
be in violation of any applicable anti-corruption or
anti-bribery law applicable in Czech Republic; (b)
make, offer, or authorize any unlawful payments of
money or anything of value to any person,
including any official, director, officer, employee,
agent, or representative of any government or
government-owned or -affiliated entity (including
health care professionals or researchers who work
for public hospitals, universities, or research
institutions); or (c) use any Sponsor funds for
unlawful contributions, gifts, entertainment or other
unlawful expenses.

2) Bez ohledu na jakékoli jiné ustaveni této smlouvy | 2) Notwithstanding any other provision of this
muze zadavatel okamzité tuto smlouvu pozastavit, Agreement, Sponsor may immediately suspend this
pokud obdrzi informaci, kterou v dobré vife oznaci Agreement in the event it should receive
za dikaz poruSeni c¢lanku XVIIL1 ze strany information which it determines in good faith to be
poskytovatele nebo hlavniho zkousejiciho. V evidence of a breach by Institution/Principal
pfipadé, ze takovyto dikaz obdrzi a dojde ke Investigator of Section XVIII.1. In the event of
zminénému pozastaveni, jsou PPD a/nebo zadavatel receipt of such evidence and/or such suspension,
povinni tuto zaleZitost projednat s poskytovatelem / PPD and/or Sponsor shall consult with
hlavnim zkousejicim, pokud je odtvodnéné a v Institution/Principal Investigator and Sponsor may
dobré vife presvédéena, ze k takovému poruseni thereafter immediately terminate this Agreement if
doSlo, muZe nasledné okamzité tuto smlouvu Sponsor, acting in good faith, is reasonably satisfied
ukoncit. V piipadé¢ takového ukonéeni nenesou that such a breach has occurred. In the event of
PPD ani zadavatel viéi poskytovateli / hlavnimu such termination, PPD and Sponsor shall have no
zkous$ejicimu zddnou odpovédnost vyplyvajici z liability to Institution/Principal Investigator under
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této smlouvy za Zadné poplatky, nahrady nebo jina
odskodnéni ani za zddnou jinou ztratu, naklady,
naroky nebo Skody, které poskytovateli / hlavhimu
zkouSejicimu pfimo ¢i nepfimo vzniknou v
disledku tohoto ukoncéeni.

this Agreement for any fees, reimbursements, or
other compensation or for any other loss, cost,
claim, or damage resulting, directly or indirectly, to

XIX.
Kotovana spolecnost

Institution/Principal  Investigator  from  such
termination.
XIX.
Listed Company

Vzhledem k tomu, ze zadavatel je vefejné kotovana
spole¢nost, mize byt Cast diveérnych informaci
zadavatele uvedend v  tomto  dokumentu
povazovana za vnitini informace podle ¢lanku 7
natizeni Evropského parlamentu a Rady (EU) ¢.
596/2014 ze 16. dubna 2014 o zneuzivani trhu (dale
jen ,nafizeni o zneuzivani trhu“). Proto jsou
poskytovatel a hlavni zkouSejici informovéani o tom,
7e se mohou objevit na seznamu zasvécenych osob
zadavatele. Podle zékona o osobnich Udajich ze 6.
ledna 1978 (Loi Informatique et Libertés ), v
platném znéni, by osobni udaje poskytovatele a
hlavniho zkouSejiciho mohly byt vyuZity pouze k
vytvoreni, aktualizaci nebo pouziti seznamu
zasvécenych osob zadavatele nebo jeho sdé€leni
prislusnému vnitrostatnimu organu. Poskytovatel /
hlavni zkousejici budou mit volny pfistup k
informacim na daném seznamu a budou mit pravo
na jejich Upravu (legal@erytech.com nebo v sidle
zadavatele).

Je tieba pfipomenout, Ze nafizeni o zneuzivani trhu
a francouzsky ménovy a finan¢ni zakonik vymezuji
trestni sankce za trestné Ciny, které se tykaji
zneuzivani trhu, u nichz mize byt uloZena
maximalni sankce az do péti let odnéti svobody a
pokuta ve vysi 100 miliond eur, pficemz tato ¢astka
mize byt navySena az na desetinasobek Castky z
vynost ziskanych z protipravniho jednani, kde tato
Castka nebude nizsi nez vyse vynosd.

Poskytovatel / hlavni zkouSejici prohladuji a
zarucuji zadavateli, Ze uznavaji pravni a regulatorni
povinnosti souvisejici se statusem zasvécené osoby
a rovnéz s pokutami za zneuzivani vnitinich
informaci a nezdkonné zvefejiovani vnitfnich
informaci.

As Sponsor is a publicly listed company, part of
Sponsor’s  Confidential Information disclosed
herein may be considered inside information
pursuant to Article 7 of Regulation (EU) No
596/2014 of the European Parliament and the
Council of 16 April 2014 on market abuse (the
“Market Abuse Regulation™). Therefore, Institution
and Principal Investigator is informed that it may
appear on Sponsor’s insiders list. Pursuant to the
Personal Data Act of January 6th, 1978 (Loi
Informatique et Libertés ) as amended, Institution
and Principal Investigator’s personal data could be
used only to establish, update, use, communicate
the Sponsor’s insiders list to the competent national
authority. Institution/Principal Investigator will
have free access to the information listed and has
the right to modify such information
(legal@erytech.com or at the  Sponsor’s
headquarter).

It is reminded that the Market Abuse Regulation
and the French monetary and financial Code
specify criminal penalties for offenses relating to
market abuse which a maximum sanction of up to
five years imprisonment and a 100 million euros
fine, that amount may be increased up to ten times
the amount of the proceeds derived from the
infringement, without being less than the amount of
the proceeds.

Institution/Principal Investigator represents and
warrants to Sponsor that it recognizes the legal and
regulatory obligations related to the insider status as
well as the penalties for insider trading and illegal
disclosure of inside information.

XX.
Spolec¢na a zavérecna ustanoveni

XX.
Closing provisions

1)

Kazdd ze smluvnich stran stvrzuje, Ze jakékoli
poruseni prohlaSeni ¢i zaruk kdykoli b&hem
platnosti této smlouvy piedstavuje v kazdém
ptipad¢ poruseni této smlouvy se vSemi dusledky
zakotvenymi v Ceskych pravnich piedpisech pro
ptipad neplnéni zavazkt plynoucich z této smlouvy
pfislusnou stranou. Porusenim prohlaseni ¢i zaruky
se mini, Ze toto prohlaSeni nebo zaruka neni
pravdiva, Uplna nebo spravna.

1)

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

3)

4)

5)

6)

7)

8)

9)

Vztahy neupravené touto smlouvou se fidi zdkonem
¢.89/2012 Sb., Obcanského zakoniku, ve znéni
pozdé&jsich piedpisi, zakonem ¢&. 378/2007 Sh., o
1é¢ivech, ve znéni pozdéjSich predpisti a vyhlaskou
¢. 226/2008 Sb., kterou se stanovi spravna klinicka
praxe a bliz§i podminky klinického hodnoceni 1é¢iv,
ve znéni pozdéjsich predpisti.

Tato smlouva nabyva platnosti dnem podpisu vSemi
smluvnimi stranami a u¢innosti  zvefejnénim
vregistru smluv dle zadkona ¢. 340/2015 Sb., o
registru smluv, v platném znéni. Tato smlouva je
zavazna pro smluvni strany, jakoZz i pro jejich

pravni nastupce a odsouhlasené postupniky.

Smluvni strany nesmi tuto smlouvu postoupit bez
pfedchoziho  pisemného  souhlasu  ostatnich
smluvnich stran.

Jakékoli vzdani se prava ¢i zdrzeni se jednani
kterékoli smluvni strany v souvislosti s porusenim
nekterého ustanoveni této smlouvy neznamena
vzdani se prava v souvislosti s jakymkoli dalSim
porusenim této smlouvy.

Smluvni strany se zavazuji, Ze dodrzi vSechna
ustanoveni této smlouvy, ktera trvaji déle nez
platnost smlouvy, i po skonceni tohoto klinického
hodnoceni.

S vyjimkou tohoto prohl&Seni, spole¢nost PPD a
zadavatel neposkytuji zadné, at’ ptimé ¢i implicitni
zaruky tykajici se tohoto Kklinického hodnoceni,
studijniho 1éCiva a materialu ¢i postupu, véetné
jakychkoli garanci obchodovatelnosti ¢i
pouzitelnosti pro uréité ucely. S vyjimkou tohoto
prohlaseni nebude spolecnost PPD a zadavatel
odpovédny za jakékoli trestni, nepfimé a jiné Skody
zpasobené v dusledku tohoto klinického hodnoceni
poskytovatelem, zkousejicim nebo tieti osobou.

Tato smlouva je vyhotovena ve tfech stejnopisech, z
nichZ jeden obdrZi poskytovatel, jeden zkouSejici a
jeden zadavatel.

Zmény a dopliky této smlouvy jsou mozné toliko
dohodou, a to pisemnym dodatkem ke smlouve,
pokud neni v této smlouvé dohodnuto jinak.

10) V piipad¢ jakychkoli rozpordi mezi ceskou a

11)

anglickou verzi smlouvy ma piednost ceska verze.

Poskytovatel se zavazuje, ze zvefejni smlouvu
véetné vSech budoucich dodatkt v registru smluv
vsouladu se zakonem 340/2015 Sh. o registru
smluv v rozsahu stanoveném timto zdkonem a

2)

3)

4)

5)

6)

7)

8)

9)

10)

11)

Relationships not covered by this Agreement are
governed by Act. no. 89/2012 Coll., of the Civil
Code, as amended, Act. no. 378/207 Coll., on
Pharmaceuticals, as amended and Decree
no. 226/2008 Coll., on good clinical practice and
conditions for clinical studies, as amended.

This Agreement is valid as of the date of its
signature by all Parties and effective upon its
publication in Contract registry according to Act no.
340/2015 Coll. On Contract Registry as amended.
This Agreement shall be binding upon the Parties,
their successors and permitted assignees.

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

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

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

Except as expressly stated herein, PPD and Sponsor
make no warranties, expressed or implied, with
respect to the Study, the Study Drug or any
materials or processes provided hereunder,
including without limitation any warranties of
merchantability or fitness for a particular purpose.
Except as expressly stated herein, PPD and Sponsor
shall not be liable for any consequential, punitive,
indirect, or other damages suffered by Institution or
Principal Investigator or any others as a result of the
Study.

This Agreement is made in three counterparts, of
which the Institution, the Principal Investigator and
Sponsor shall receive one.

Changes and supplements to this Agreement may be
made only by written amendment hereto, unless
otherwise agreed hereunder.

In the case of any discrepancy between the Czech
and the English versions of the Agreement, the
Czech version shall prevail.

The Institution agrees to post the Agreement
includin possible future amendments in Contract
registry in accordance with Act 340/2015 Coll. On
Contract registry in the extend according to this law
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odsouhlaseném spole¢nosti PPD/zadavatelem do
patnaci (15) pracovnich dni ode dne posledniho
podpisu a informuje o jejim zvefejnéni spolecnost
PPD emailem. V ptipadé, Zze spole¢nost PPD
neobdrzi potvrzeni o zvefejnéni smlouvy do
patnacti (15) pracovnich dni ode dne posledniho
podpisu, je opravnéna podniknout pfislusné kroky
kjejimu zvefejnéni. PPD se zavazuje k dodani
redigované verze této smlouvy pro zvetejnéni jeste
pred jejim podpisem.

and approved by PPD/Sponsor within fifteen (15)
business days from the date of the last signature
and will inform PPD about this release via email. In
case PPD will not receive confirmation about
release of the Agreement within fifteen (15)
business days from the date of the last signature,
PPD is entitled to make necessary steps to post the
Agreement. PPD shall provide the redacted version
of this Agreement for publication before signature
of the Agreement.

Toto misto bylo zamérné ponechano prazdné; podpisy
smluvnich stran jsou uvedeny na ndsledujici strané.

This space has been intentionally left blank; the
signatures of the Parties are on the following page.
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Na dikaz souhlasu se znénim smlouvy pFipojuji

smluvni strany své podpisy.

In witness of their consent to this Agreement, the
Parties have signed below.

PPD za a jménem zadavatele/ for and on behalf of Sponsor:

Podpis/Signature:

Jméno/Name:

Pozice/Title:

Datum/Date:

Poskytovatel/Institution:

Podpis/Signature:

Jméno/Name:

Pozice/Title:

Datum/Date:

ZkouSejici/Principal Investigator:

Podpis/Signature:

Jméno/Name:

Datum/Date:

Seznam pfiloh k této smlouvé:

Ptiloha A: Rozpis plateb
Ptiloha B: Protikorupéni zasady
Pfiloha C: Finan¢ni formulat (PAF)

List of exhibits to this Agreement:

Exhibit A: Payment Schedule
Exhibit B: Anti-corruption compliance
Exhibit C: Payment Authorization Form
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Erytech GRASPANC 2018-01
Piiloha A
Rozpis plateb
Ceskd republika

Erytech GRASPANC 2018-01
Exhibit A
Payment Schedule
Czech Republic

Platby: Platba bude provedena na nasledujici
ucet (,,PFijemce"):

Payments: Payment should be made to the
following (“Payee”):

Piijemce plateb/Payee Name: Fakultni nemocnice Ostrava
Néazev a adresa banky/Bank name and address: Ceska narodni banka

Cislo u¢tu/Acct. no.: 66332761/0710
IBAN: CZ59 0710 0000 0000 6633 2761
SWIFT: CNBACZPP

VS/Reference no.: 649071189

Piijemce mize v pribéhu klinického hodnoceni
pozadat o revizi udaji o piijemci poskytnutych v
tomto dokumentu. Pro takové ptipady se smluvni
strany dohodly na tom, Ze nebude poZadovana
uprava této Smlouvy za predpokladu, ze
poskytovatel pisemné poskytne spolecnosti
MEDIDATA revidované tidaje pfijemce. Smluvni
strany dale souhlasi s tim, ze spolecnost
MEDIDATA neni jakkoli odpovédna =za
nespravnost udaji o pfijemci, které poskytne
piijemce.

Payee may request to revise the payee details
provided herein during the course of the Study. In
such cases, the parties agree that no amendment to
this Agreement shall be required provided that
Payee  provides written  notification to
MEDIDATA with the revised payee details. The
parties further agree that MEDIDATA assumes no
liability for incorrect payee details provided by
Payee.

Fakturace:

Zasilejte prosim originalni a spravné faktury v
anglictiné s rozepsanymi polozkami, a to na
adresu:

Invoices:
Please send original, correct and itemized invoices
in English to the following:

Faktury budou adresovany a zasilany na adresu/ Invoices should be addressed to::

Erytech Pharma SA
60 Avenue Rockefeller, 69008 Lyon, France

a

Faktury by mély byt zasilany pro proplaceni v angli¢tiné na/ Invoices should be sent, in English, for

payment to:
Services LLC

MEDIDATA Investigator

email: mpay-invoice@mdsol.com or via the Medidata site portal/ mpay-invoice@mdsol.com nebo

prostrednictvim Medidata site portal

Fakturace bude probihat na zakladé podkladi pro
vystaveni faktury dodanych spole¢nosti Medidata,
kde bude vyznaen ptehled uskuteénénych navstév
subjekti  hodnoceni a pocty jednotlivych
provedenych  vySetfeni. Castky za  sluzby
provedené lékarnou poskytovatele musi byt v
podkladech k fakturaci vzdy uvedeny oddélené od
ostatnich ¢astek.

Za predani fadnych podkladi v dob¢, umoziujici
naplnéni terminit v této pfiloze odpovida
zadavatel/Medidata. Bude-li Zadavatel v prodleni

the basis of
provided by

be made on
for invoicing
Medidata with list of Trial Subjects visits
performed and number of  performed
examinations. The amounts for services provided
by the pharmacy of the Institution must be listed

Invoicing  will
documentation

separately from the other amounts in the
documentation for invoicing.
Sponsor/Medidata shall be responsible for

providing the appropriate documentation for
invoicing in the timelines enabling the terms in
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se zaslanim podkladii déle nez Sedesat (60) dnt po
uplynuti pfislusného kalendainiho Ctvrtleti, ma
Poskytovatel pradvo pozastavit zadavani dat do
databaze, a to aZ do provedeni piislusné uhrady.

Vraceni ptipadnych pteplatkii, které vzniknou
dodanim chybnych podklada k fakturaci ze strany
Zadavatele ¢i jakéhokoliv jeho zastupce, je
Zadavatel povinen uplatnit nejpozdéji do 2 mésicti
ode dne uskuteénéni platby dle této smlouvy.
Zadavatel bere na védomi, Ze po tomto okamziku
neni Poskytovatel povinen vracet jakékoliv
preplatky, jelikoz vzhledem ke zptsobu fakturace
je Poskytovatel v dobré vite k nabytym finan¢nim
prostfedktim.

this appendix to be met. In case Sponsor is in late
in submitting the documents for more than sixty
(60) days after the end of the relevant calendar
quarter, the Institution has the right to suspend the
entering of the data into the database until the
respective payment.

Sponsor is obliged to apply for return of any
overpayment made by incorrect documentation for
invoicing from Sponsor or its agent within 2
months from the date the payment according to
this Agreement was made. Sponsor acknowledges,
that after this period, the Institution is not obliged
to return any overpayments, as the Institution is in
a good faith due to the method of invoicing.

Veskeré faktury za platby v rdmci klinického
hodnoceni, jeZz jsou uvedeny v tomto rozpise
plateb, museji byt predlozeny spolecnosti
MEDIDATA/Erytech ve lhaté 30 dnti od navstévy
za Ucelem ukonceni klinického hodnoceni.
Faktury obdrZzené po uplynuti této doby nebudou
proplaceny.

All invoices for Study payments, as outlined in
this payment schedule, must be submitted to
MEDIDATA/Erytech within 30 days of the
Payee’s Study close-out visit. Invoices received
after this time will not be reimbursed.

Nabor: Piijemce potvrzuje, Ze se jedna o klinické
hodnoceni ur¢ené k vyhodnoceni stanovené¢ho
po¢tu subjektd hodnoceni. Od pfijemce se
ocekava, ze vynalozi maximalni Usili pro zdarny
prabéh naboru, jak je stanoveno ve Smlouve. Po
dokonceni néaboru cilového poctu subjektl
hodnoceni pro celé Kklinické hodnoceni bude
pfijemce informovan a instruovan k tomu, aby
nadale nepokracoval v naboru dalSich subjektl
hodnoceni.

Enrollment: Payee acknowledges that this is a
Study designed to evaluate a set number of
subjects. Payee will be expected to apply best
efforts for enrollment as provided for under the
Agreement. When enrollment of the target number
of subjects for the entire Study is complete, Payee
will be notified and instructed not to continue
enrolling subjects.

Platby v rdmci klinického hodnoceni budou
realizovany nasledovné:

The Study shall be payable as follows:

Naklady na subjekt hodnoceni: Ptijemce obdrzi
platbu za dokonceny subjekt hodnoceni na zékladé
sazeb stanovenych v rozpocCtu, s odeétenim deseti
procent (10 %) srazky. Platby budou provadény
ctvrtletné v K¢ (Ceské koruny) a budou vychazet
ze zdrojovych dat z provedenych navstév, které
budou oveteny v elektronickych zaznamech
subjektu hodnoceni (eCRF). Splatnost faktury je
45 dnti ode dne vystaveni faktury piijemcem
plateb.

Cost per Subject: Payee will be paid per
completed subject based on the rates set forth in
the Budget, less ten percent (10%) withholding.
Payments will be made on a quarterly basis in
CZK (Czech Koruna) and will be based on
completed visits source data verified in the subject
electronic case report forms (eCRFs).  Invoice
due date is 45 days from the date the invoice is
issued by Payee

Neuspésné skriningy: Piijemce obdrzi platbu za
jeden (1) neuspésny skrining (viz definice zde
nize) za kazdy jednotlivy (1) subjekt hodnoceni,
ktery je randomizovan. Piijemce obdrzi nahradu
ve vysi stanovené v rozpoltu za screeningovou
navstévu (ekvivalent vybéru pro casovou dobu
navstévy) za kazdy nelspé8ny skrining do

Screen Failures: The Payee will be paid for one
(1) Screen Failure (as defined below) for every
one (1) subject(s) who is/are randomized. Payee
will be reimbursed at the rate set forth in the
budget for the Screening Visit) (equivalent of
selection period visit) for each Screen Failure for a
maximum of eight (8) screen failures. For
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maximalniho po¢tu osmi (8) neaspésnych
skrining. Pro tucely této Smlouvy pojem
neusSpésny skrining znamena jakykoli subjekt
hodnoceni, ktery zpocatku vypada, Ze spliuje
kritéria pro predbézny screening / screening,
podepiSe  informovany  souhlas, absolvuje
predbézny screening nebo screening, ale pfitom
neni zafazen do klinického hondnoceni. Platba za
neuspéSny skreening bude splatnd na ucet
ptijemce po obdrzeni spravnych a detailnich faktur
nebo Ctvrtletné v navaznosti na planovanou
Ctvrtletni platbu piijemci.

purposes of this Agreement, a Screen Failure shall
mean any subject, who initially appears to meet
the criteria for pre-screening / screening, signs the
informed consent form, completes the pre-
screening and/or screening visit but does not
randomize into the Study. Payment for Screen
Failures will be payable to Payee based upon the
receipt of correct and itemized invoices or on a
quarterly basis in conjunction with the Payee’s
scheduled quarterly payment.

Poplatek za zahajeni Kklinického hodnoceni:
Jednorazova nevratna platba ve vysi 30000 K¢ za
¢innosti  spojené se zahajenim  klinického
hodnoceni bude splatnd na ucet piijemce po
potvrzeni souhlasu Etické komise, po plném
podpisu smlouvy a po splnéni jakychkoli
predbéznych pozadavkl stanovenych sponzorem
nebo PPD.

Study Start-up Fee: A one-time non-refundable
payment of 30000 CzZK for Study start-up
activities will be payable to the Payee upon
confirmation of Ethics Committee approval, full
execution of the Agreement, and completion of
any pre-Study requirements as specified by
Sponsor or PPD.

Poplatek pro Etickou komisi: Poplatek pro
Etickou komisi bude hradit PPD mimo tuto
smlouvu.

Ethics Committee Fee: The Ethics Committee Fee
will be paid by PPD apart from this Agreement.

Poskytnuti vybaveni: Pifjemci mulze byt
poskytnuto vybaveni pro pouZivani v souladu s
protokolem pro toto klinické hodnoceni. Na
Z4dost zadavatele bude na konci Klinického
hodnoceni toto vybaveni ptijemcem vraceno.

Equipment Allocation:  Equipment may be
provided to the Payee for use, in accordance with
the Protocol, for this Study. If requested by
Sponsor, such equipment must be returned by the
Payee at the completion of the Study.

Nahrada subjektim hodnoceni: Naklady
subjektu na stravu béhem cesty na navstévu
vramci klinického hodnoceni a z ni podle
pozadavkid protokolu budou hrazeny pro kazdy
jednotlivy subjekt hodnoceni ve formé poukazek v
hodnoté 500 K¢. Pokud je potieba provést novou
biopsii, zkouSejici poskytne subjektu hodnoceni
poukazky v celkové vysi 1500 K¢ za zpisobené

nepohodli. Za vedeni zaznami veskerych
vydanych a nevydanych poukazek bude
zodpovédny hlavni  zkouSejici. Poskytovani

poukdzek musi byt kontrolovano ze strany PPD
pfi pravidelnych monitorovacich navstévach.

Nahrada cestovného subjektu hodnoceni:
Néklady subjektu hodnoceni, které vzniknou pfi
preprave, budou vyplacené subjektu hodnoceni ze
zalohy na zaklad¢ predlozené dokumentace
(jizdenky na autobus nebo vlak). Prijemce
poskytne podrobnou fakturaci vcéetné podpurné
dokumentace od subjekti hodnoceni vzdy pred
vyzadanim nové zalohy nebo minimalné jednou
ro¢né.

NEBO

Subjekt hodnoceni obdrzi fixni ¢astku ve vysi 800

Subject Reimbursement Vouchers: Study
subject costs incurred for meals and/or
transportation to and from Study visits as required
by Protocol shall be reimbursed to each Study
subject per visit in the form of vouchers in the
amount of 500 CZK. If a new biopsy needs to be
performed, the Investigator will provide Study
Subject with the vouchers in the total worth 1500
CZK as compensation for the discomfort. The
Principal Investigator shall be responsible for
keeping an accounting log of all used and unused
vouchers. The provision of vouchers shall be
monitored by PPD during regular monitoring
Visits.

Subject Travel Reimbursement: Study subject
costs for transportation shall be payable to the
Study subject from the advance payment by the
Payee on the basis of provided documentation (for
example bus or train ticket). Payee will provide
detailed billing including supporting
documentation from Study subjects always before
requesting new advance payment or minimum
once a year.

OR

Study subject will receive a fixed-rate payment of
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K¢ v hotovosti za jednu navstévu, pokud si zajisti
cestu autem

NEBO

Subjekt hodnoceni mulze vyuzivat taxisluzby
podle instrukci hlavniho zkousejiciho.
Poskytovatel taxisluzeb bude poskytovat své
sluzby na zéakladé samostatné smlouvy mezi PPD
a poskytovatelem taxisluzeb

Ptijemce obdrzi zalohovou platbu ve vysi 10000
K& pro ucely vyplaceni nahrad cestovného
subjektim  hodnoceni.  Pfijjemce  poskytne
zadavateli detailni zpravu o vyuZziti této zalohové
platby minimalné jednou rocné,, nebo vzdy pii
podani Zadosti o novou zalohovou platbu a na
konci Klinického hodnoceni

800 CZK per one visit in cash if Study subject
arrange a travel by a car.

OR

Study subject can use a taxi services vendor on the
basis of Investigator instructions. Taxi services
vendor will provide it’s services on the basis of
separate agreement between PPD and Taxi
services provider

The Payee shall receive an advance payment in the
amount of 10000 CZK for the purpose of Subject
Travel Reimbursement. Payee will provide
Sponsor with detailed report about use of this
advance payment at least once a year or always
before asking for the new advance payment and at
the end of the Study.

Poplatek za nastaveni lékarny: Jednordzovy
nevratny poplatek pro 1ékarnu predstavuje naklady
vzniklé na strané piijemce za ucelem pfipravy
Iékarny na klinické hodnoceni, skladovani a
distribuce hodnoceného 1é¢iva v ramcei klinického
hodnoceni. Poplatek pro lékarnu bude proplacen
ve vySi 8000 K¢é.  Platba téchto poplatkit pro
Iékarnu bude uhrazena po obdrZzeni spravné
faktury spole¢nosti MEDIDATA od piijemce.

Pausalni poplatek pro lékarnu: Pfijemci bude
proplacen pau3alni lékarensky poplatek ve vysi
6000 K¢ za obdobi kazdych Sesti (6) mésict
poskytovani lékarenskych sluzeb, proplaceny po
dobu trvani  klinického hodnoceni  (nebo
vpomémé vysi za kratsi obdobi), pocinaje
zatazenim prvniho subjektu hodnoceni, ve vysSi
uvedené v tabulkach plateb nize bez ohledu na
pocet zafazenych subjektl hodnoceni. Platba bude
provedena na zakladé doruceni spravné vyplnéné
faktury s rozepsanymi poloZkami.

Pharmacy Set-up Fee: One-time nonrefundable
pharmacy fee for the Pharmacy for purposes of
preparation for the Study, storing and distributing
Study Drug during the Study. The amount of
8000 CZK will be paid for pharmacy fees.
Payment for such pharmacy fees will be payable
upon MEDIDATA’s receipt of correct and
itemized invoice from Payee.

Flat Pharmacy Fee: The Payee will receive
reimbursement of a Flat Pharmacy Fee in the
amount of 6000 CZK for every six (6) month
period of provision of pharmacy related services,
payable for the duration of the Study (or pro-rated
for shorter time period), beginning with the
enrollment of the first Study subject, in the
amount listed in the Tables of Payments below,
regardless of the number of enrolled Study
subjects. Payment will be made upon receipt of a
correct and itemized invoice.

Neplanované navstévy: Neplanovand navstéva
znamena navstévu subjektu hodnoceni, kterd neni
vyslovn¢ uvedena v protokolu, ale proklinické
hodnoceni je jinak poZadovana. Neplanovana
navstéva bude proplacena ¢astkou 14126 CZK. V
piipadé, Ze potiebné I€kaiské vySetieni/postup
neni zahrnut do rozpoctu, musi pfijemce pied
zahajenim postupu zajistit piedchozi pisemny
souhlas. Vyse nahrady za vysSetieni/postup, ktery
neni zahrnut v rozpoctu, bude schvalena v dobg,
kdy bude poskytnut pisemny souhlas.

Unscheduled Visits:  An Unscheduled Visit
means a subject visit which is not expressly set
forth in the Protocol, but is otherwise required for
the Study. Unscheduled Visits will be reimbursed
at a rate of 14126 CZK. In the event a medically
necessary procedure is not included in the Budget,
Payee must receive prior written approval before
procedure is performed. Amount of compensation
for a procedure not included in Budget will be
approved at the time written approval is provided.
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Standartni péce: Standartni péée (SOC) zahrnuje
jakoukoliv Il€katsky nezbytnou péci, procedury
nebo testy, které by byly provedeny i v piipadé, Ze
by se subjekt hodnoceni neucastnil klinického
hodnoceni. Ptijemce zajisti, Ze odmitnuti poloZzky
jako SOC je piijatelné pted vystavenim faktury na
jejich nahradu spole¢nosti MEDIDATA

Standard of Care: Standard of Care (SOC)
assumptions include any medically necessary
treatments, procedures or tests that would be
expected to be performed even if the subject were
not participating in the Study. Payee will ensure
all SOC denials are acceptable prior to submitting
an invoice for reimbursement from MEDIDATA

Konec¢na platba: Konecna platba, ktera zahrnuje
10 procent (10 %) srazky, bude splatna po
dokonceni zavéreéné navstévy a po obdrzeni
nasledujicich udaja: (i) veSkera dokumentace
klinického hodnoceni, (ii) pfehledu veskerého
neuzitétho hodnoceného 1é¢iva, (iii) veSkeré
vyplnéné a spravné eCRF / dotazy a (iv) jakékoli
poZadavky na upfesnéni ze strany zadavatele,
které se tykaji udaju klinického hodnoceni nebo
zaznamu.

Final Payment: The final payment to include the
10 percent (10%) withholding will be payable
upon completion of the close-out visit and upon
receipt of the following: (i) all Study
documentation, (ii) the accountability of all Study
Drug, (iii) all completed and correct
eCRFs/queries and (iv) any clarification requests
made by Sponsor regarding Study data or records.

Zadné dal3i zadosti o financovani nebudou brany
v uvahu bez piedchoziho pisemného souhlasu
zadavatele.

Veskeré platby budou provedeny na zdkladé
faktury vydané na spoleénost Erytech Pharma
SA.

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

All payments will be issued based on invoice
addressed by each site to Erytech Pharma SA.

Rameno A —1é¢ebné/Arm A - treatment

90% splatnych v o .
100% castka za priibéhu klinického i?((ﬁlgfli?tl?li/ﬁ?clegho
Popis navstévy/Visit Description | nav§tévu/100% Amount hodnoceni/90% hodnoceni /10% Einal
Per Visit payable during the Payment
Study
Skriningové obdobi (do 3 tydna
pred randomizaci)/Selection
Period (within 3 weeks of 27944 25150 2794
randomization)
Pted kazdou davkou eryaspase
(procedury provedené pred
podanim v D1 a D15)/ Prior to 3813 3432 381
each eryaspase dose (procedures
to be performed prior to D1 and
D15 dosing)
D1 (D28 End of Cycle 24425 21082 2442
Evaluation, if applicable)
D8 4264 3837 426
Pted kazdou davkou eryaspase
(procedury provedené pred
podanim v D1 a D15)/ Prior to 3813 3432 381
each eryaspase dose (procedures
to be performed prior to D1 and
D15 dosing)
D15 23647 21282 2365
Pted kazdou davkou eryaspase
(procedury provedené pied 3813 3432 381
podanim v D1 a D15)/ Prior to
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each eryaspase dose (procedures
to be performed prior to D1 and
D15 dosing)

D1 (D28 End of Cycle
Evaluation, if applicable) / C2

24425

21982

2442

D8/C2

4264

3837

426

Pted kazdou davkou eryaspase
(procedury provedené pred
podanim v D1 a D15)/ Prior to
each eryaspase dose (procedures
to be performed prior to D1 and
D15 dosing)

3813

3432

381

D15/C2

23647

21282

2365

Pted kazdou davkou eryaspase
(procedury provedené pied
podanim v D1 a D15)/ Prior to
each eryaspase dose (procedures
to be performed prior to D1 and
D15 dosing)

3813

3432

381

D1 (D28 End of Cycle
Evaluation, if applicable) / C3

24425

21982

2442

D8/C3

4264

3837

426

Pted kazdou davkou eryaspase
(procedury provedené pied
podanim v D1 a D15)/ Prior to
each eryaspase dose (procedures
to be performed prior to D1 and
D15 dosing)

3813

3432

381

D15/C3

23647

21282

2365

Pted kazdou davkou eryaspase
(procedury provedené pred
podanim v D1 a D15)/ Prior to
each eryaspase dose (procedures
to be performed prior to D1 and
D15 dosing)

3813

3432

381

D1 (D28 End of Cycle
Evaluation, if applicable) / C4

24425

21982

2442

D8/C4

4264

3837

426

Pted kazdou davkou eryaspase
(procedury provedené pied
podanim v D1 a D15)/ Prior to
each eryaspase dose (procedures
to be performed prior to D1 and
D15 dosing)

3813

3432

381

D15/C4

23647

21282

2365

Pted kazdou davkou eryaspase
(procedury provedené pred
podanim v D1 a D15)/ Prior to
each eryaspase dose (procedures
to be performed prior to D1 and
D15 dosing)

3813

3432

381

D1 (D28 End of Cycle
Evaluation, if applicable) / C5

24425

21982

2442
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D8 /C5

4264

3837

426

Pted kazdou davkou eryaspase
(procedury provedené pied
podanim v D1 a D15)/ Prior to
each eryaspase dose (procedures
to be performed prior to D1 and
D15 dosing)

3813

3432

381

D15/C5

23647

21282

2365

Pted kazdou davkou eryaspase
(procedury provedené pired
podanim v D1 a D15)/ Prior to
each eryaspase dose (procedures
to be performed prior to D1 and
D15 dosing)

3813

3432

381

D1 (D28 End of Cycle
Evaluation, if applicable) / C6

24425

21982

2442

D8/C6

4264

3837

426

Pted kazdou davkou eryaspase
(procedury provedené pred
podanim v D1 a D15)/ Prior to
each eryaspase dose (procedures
to be performed prior to D1 and
D15 dosing)

3813

3432

381

D15/C6

23647

21282

2365

Posledni 1é¢ebna navstéva/End of
Treatment Visit

23053

20748

2305

Kontrola kazdych 8 tydnt
(dodate¢né kontroly budou
proplaceny jak je uvedeno v
rozpoctu)/Follow-up every 8
weeks (additional follow-ups to

be paid at rate set forth in budget)

2621

2359

262

Kontrola kazdych 8 tydnt
(dodatecné kontroly budou
proplaceny jak je uvedeno v
rozpoctu)/Follow-up every 8
weeks (additional follow-ups to

be paid at rate set forth in budget)

2621

2359

262

Celkova ¢astka za subject
hodnoceni/Total Cost per Study
subject

416011

374400

41599

DalSi procedury/Conditional Procedure

Celkem za
jednotku/Total per unit

Podéani chemo, 1V pumpa >8hod (za davku chemo)/ Chemo Admin, IV

Infusion Pump, >8hr (per chemo regimen) 2386
Gemcitabine/abraxane 12780
Irinotecan-based regimen 5112
Radiologické vysetteni (CT) (pozadované kazdych 8 tydnu — za jednu
oblast/Radiological Assessment (CT) (required every 8 weeks) — for one 15000
part
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Radiologické vysetteni (MRI) (pozadované kazdych 8 tydnt — za jednu

oblast/Radiologic assessments (MRI) (required every 8 weeks) — for one 20000
part

12ti svodové EKG/12-Lead ECG 1253
Pro centralni laborator: Plasma biomarkers, Immunogenicity sample 520
Central Lab Procedures: Plasma biomarkers, Immunogenicity sample

Pro centralni laborator: Pharmacokinetics, Pharmacodynamics /Central 520
Lab Procedures: Pharmacokinetics, Pharmacodynamics

Téhotensky test ze séra: pro pacientky v potencialné plodném véku (provadi

se béhem skriningu a po ukonceni 1é¢by)/Serum Pregnancy test: for patients 567
of childbearing potential (to be performed during screening period and at

End of Treatment)

Téhotensky test z moci: pro pacientky v potencialn¢ plodném véku (provadi

se pted podanim jakékoliv chemoterapie v cyklu 1)/Urine Pregnancy test: 341
for patients of childbearing potential (to be performed prior to dosing of any

chemotherapy agent in Cycle 1)

Pro centraini laborator: Pharmacogenetic (PGx) sample (optional)/Central 520
Lab Procedure: Pharmacogenetic (PGx) sample (optional)

Nova biopsie tumour/Fresh Tumor Biopsy 3000
Nakladani se zasilkami centralni laboratoti/Central Laboratory Handling 128

Rameno B - kontrolni/Arm B — Control

Popis navstévy/Visit Description

100% castka za
navstévu/100%
Amount Per Visit

90% splatnych v
pribéhu klinického
hodnoceni/90%
payable during the
Study

10% splatnych po
ukondeni
klinického
hodnoceni /10%
Final Payment

Skriningové obdobi (do 3 tydnil pied

randomizaci)/Selection Period (within 3 27944 25150 2794
weeks of randomization)

Prior to C1D1 3011 2710 301
D1 (_D28 End of Cycle Evaluation, if 29220 19998 9999
applicable)

D8 4264 3837 426
D15 21443 19299 2144
D1 (p28 End of Cycle Evaluation, if 29220 19998 9999
applicable) / C2

D8/C2 4264 3837 426
D15/C2 21443 19299 2144
D1 (p28 End of Cycle Evaluation, if 29220 19998 2999
applicable) / C3

D8/C3 4264 3837 426
D15/C3 21443 19299 2144
D1 (D28 End of Cycle Evaluation, if 29220 19998 2999
applicable) / C4
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D8/C4 4264 3837 426
D15/C4 21443 19299 2144
D1 (_D28 End of Cycle Evaluation, if 29220 19998 9999
applicable) / C5
D8 /C5 4264 3837 426
D15/C5 21443 19299 2144
D1 (_D28 End of Cycle Evaluation, if 29220 19998 9999
applicable) / C6
D8/ C6 4264 3837 426
D15/C6 21443 19299 2144
End of Treatment Visit 23053 20748 2305
Kontrola kazdych 8 tydnt (dodatecné
kontroly budou proplaceny jak je uvedeno v
rozpoétu)/Follow-up every 8 weeks 2621 2359 262
(additional follow-ups to be paid at rate set
forth in budget)
Kontrola kazdych 8 tydni (dodatecné
kontroly budou proplaceny jak je uvedeno v
rozpoc¢tu)/Follow-up every 8 weeks 2621 2359 262
(additional follow-ups to be paid at rate set
forth in budget)
Celkova ¢astka za subject
hodnoceni/Total Cost per Study subject 346812 312130 34676

Dalsi procedury/Conditional Procedure Ce'ke”.‘ za jednotku/Total

per unit

Podéani chemo, IV pumpa >8hod (za davku chemo)/ Chemo 2386

Admin, 1V Infusion Pump, >8hr (per chemo regimen)

Gemcitabine/abraxane 12780

Irinotecan-based regimen 5112

Radiologické vysetieni (CT) (pozadované kazdych 8 tydnt —

za jednu oblast/Radiological Assessment (CT) (required 15000

every 8 weeks) — for one part

Radiologické vysetteni (MRI) (pozadované kazdych 8 tydnii

— za jednu oblast/Radiologic assessments (MRI) (required 20000

every 8 weeks) — for one part

12ti svodové EKG/12-Lead ECG 1253

Pro centralni laborator: Plasma biomarkers/Central Lab

' . 520

Procedures: Plasma biomarkers

Tehotensky test ze séra: pro pacientky v potencidlné

plodném veku (provadi se béhem skriningu a po ukon¢eni

1é¢by)/Serum Pregnancy test: for patients of childbearing 567

potential (to be performed during screening period and at

End of Treatment)

Tehotensky test z moci. pro pacientky v potencialné plodném

véku (provadi se pred podanim jakékoliv chemoterapie v

cyklu 1)/Urine Pregnancy test: for patients of childbearing 341

potential (to be performed prior to dosing of any

chemotherapy agent in Cycle 1)
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Pro centralni laborator: Pharmacogenetic (PGx) sample

Laboratory Handling

(optional)/Central Lab Procedure: Pharmacogenetic (PGXx) 520
sample (optional)

Nova biopsie tumour/Fresh Tumor Biopsy 3000
Nakladani se zasilkami centralni laboratofi/Central 128

Archiving/Document storage — for each year of archiving/poplatek za archivaci-za

< . 5000
kazdy rok archivace
Poplatek za dodatek ke smlouvé — jednordzovy poplatek za kazdy dodatek
iniciovany zadavatelem/Fee for contract amendment — onetime fee for each 5000
amendment initiated by Sponsor
Pausalni ro¢ni poplatek laboratofi / Annual flat laboratory fee 3000
Pausalni ro¢ni poplatek ekonomickému oddéleni / Annual flat fee for economic 5000
department
Pausalni ro¢ni poplatek oddéleni klinického hodnoceni / Annual flat fee for clinical 5000
trial department
Laboratorni certifikat / Laboratory certificate 1450
Start-up poplatek biochemie a hematologie / Hematology and biochemistry start-up 5000
fee
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Piiloha B
Protikorup¢ni zasady

Exhibit B
Anti-Corruption Compliance

Poskytovatel a hlavni zkousejici se zavazuji, ze neucini,
nezapfi¢ini ani nepovoli ucinit, pfimo ani nepiimo
prostiednictvim tieti strany, jakykoli krok, ktery (i) je
podle jakychkoli zdkonli ¢i pravidel nezdkonny nebo
(ii) by vedl ktomu, ze by spole¢nost PPD nebo
zadavatel poruSili zakon USA o zahrani¢nich
korupénich praktikach (Foreign Corrupt Practices Act),
britsky zakon o uplatkatstvi (U.K. Bribery Act) nebo
jiné platné protikorupcni zédkony (spole¢né¢ oznacované
jako ,,protikorupé¢ni zakony*).

Poskytovatel a hlavni zkouSejici piimo ani nepiimo
prostiednictvim tieti strany neposkytnou, nenabidnou
ani nepfislibi zaddnému ,,zastupci vetejné moci (podle
definice v této pfiloze) Zadnou platbu, dar ani jinou
cennost s cilem nepatii¢né (i) ovlivnit jakékoli oficialni
jednani ¢i rozhodnuti tohoto zastupce vetejné moci
nebo (ii) jinak napomoci zadavateli, spole¢nosti PPD ¢i
jeji mistni poboc¢ce nebo dcetiné spolecnosti ziskat ¢i si
udrzet obchodni ¢innost, smérovat obchodni ¢innost na
kteroukoliv osobu nebo ziskat neopravnénou vyhodu.

Poskytovatel a hlavni zkouSejici nenajmou ani jinak
nevyuziji zastupce zadné tfeti strany v souvislosti
Splnénim podle této smlouvy bez piredchoziho
pisemného souhlasu zadavatele nebo spole¢nosti PPD
(ktery muize zadavatel nebo spole¢nost PPD podle
svého vyhradniho uvézeni odepfiit). Poskytovatel a
hlavni zkousejici se dale zavazuji, ze bez predchoziho
pisemného souhlasu zadavatele nebo spole¢nosti PPD
(ktery mize zadavate nebo spole¢nost PPD podle svého
vyhradniho uvaZeni odepfit) neposkytnou jménem nebo
ve prospéch zadavatele nebo spole¢nosti PPD ¢&i jeji
mistni pobocky nebo dcefiné spoleénosti zadné treti
stran¢ zadné penize, dary ani jiné cennosti.

Poskytovatel a hlavni zkousejici prohlasuji, zarucuji se
a zavazuji se, Ze zadny fidici pracovnik, feditel, majitel
ani zameéstnanec poskytovatele ¢i hlavniho zkousejiciho
neni ,,zastupcem vetejné moci* ve smyslu této prilohy.
Poskytovatel a hlavni zkouSejici se dale zavazuji, Ze
bez piedchoziho pisemného souhlasu zadavatele nebo
spoleénosti  PPD (ktery mulze zadavatel, nebo
spoleénost PPD podle svého vyhradniho uvazeni
odepfit) nezaméstnaji ani nevyuziji sluzeb ,,zastupce
vefejné moci, aby jednal za zadavatele nebo
spole¢nost PPD nebo jejim jménem. Poskytovatel a
hlavni zkousejici se dale zavazuji, Ze zadny ,,zastupce
vefejné moci nema ani nebude mit pfimo ani nepfimo
osobni prospéch z odmény, kterou zadavatel podle této
smlouvy poskytovateli a hlavnimu zkouSejicimu
zaplati.

Pokud poskytovatel a hlavni zkouSejici kterékoli
prohlaeni, z&ruku ¢&i zavazek uvedeny v této piiloze B
porusi, potom: (i) zadavatel bude mit okamzZité pravo

Institution and Principal Investigator agree that they shall
neither undertake, nor cause, nor permit to be undertaken,
directly or indirectly through any third party, any activity
which (i) is illegal under any laws, rules, or (ii) would
have the effect of causing PPD or Sponsor to be in
violation of the U.S. Foreign Corrupt Practices Act, the
U.K. Bribery Act or other applicable anti-corruption laws
(collectively, “the Anti-Corruption Laws”).

Institution and Principal Investigator shall not, directly or
indirectly through any third party, give, offer, or promise
any payment, gift, or other thing of value to any
individual “government official” (as defined herein), in
order to improperly (i) influence any official act or
decision of such government official, or (ii) otherwise
assist Sponsor, PPD, or PPD local affiliate, in obtaining
or retaining business, in directing business to any person,
or in securing an improper advantage.

Institution and Principal Investigator shall not engage or
otherwise use any third party agents in connection with
its performance hereunder without the Sponsor‘s or
PPD’s advance written approval (which may be withheld
by Sponsor or PPD in its sole discretion). Institution and
Principal Investigator further agree that no payments of
money, gifts or other things of value shall be made to any
such third parties on behalf of or for the benefit of
Sponsor or PPD, or PPD local affiliate, without Sponsor‘s
or PPD’s advance written approval (which may be
withheld by Sponsor or PPD in its sole discretion).

Institution and Principal Investigator represent, warrant
and covenant that no officer, director, owner, or
employee of the Institution or Principal Investigator is a
“government official” as defined herein. The Institution
and Principal Investigator also covenant that they shall
not employ or engage any “government official” to act
for or on behalf of Sponsor or PPD without Sponsor‘s or
PPD’s advance written approval (which may be withheld
by Sponsor or PPD in its sole discretion). Institution and
Principal Investigator further covenant that no
“government official” is deriving or will derive any
personal  benefit, directly or indirectly, from
compensation paid by Sponsor to Institution and Principal
Investigator hereunder.

If Institution and Principal Investigator breaches any of
the representations, warranties or covenants set forth in
this Exhibit B, then: (i) Sponsor shall have the immediate

GRASPANC 2018-01._Czech Republic_PI XXXXX_PPD-Inst-PI Agreement

Approved for signature_PT_07May19

31/32




tuto smlouvu divodné vypovédét a uplatnit veskera
dalsi napravnd opatieni, jez ma podle zakona C¢i
zvykového préava k dispozici, a (ii) zrusi se veSkeré
zavazky zadavatele uhradit poskytovateli a hlavnimu
zkousejicimu odménu za sluzby poskytnuté podle této
smlouvy.

Poskytovatel a hlavni zkouSejici budou zadavatele a
spole¢nost PPD (a jejich vedouci pracovniky, feditele,
zamestnance, zastupce, pobocky a dcefiné spolecnosti)
chréanit, od3kodni je a zajisti, aby neutrp€li Zadny
postih, ztratu a nevznikly jim Zadné zavazky ani vydaje
v disledku poruseni kterychkoli povinnosti ze strany
poskytovatele a hlavniho zkouSejiciho podle této
ptilohy B. Na povinnost odSkodnit zadavatele a
spole¢nost PPD podle této ptilohy B za poruSeni
protikorupéniho zdkona se nevztahuje omezeni
odpovéednosti stanovené v ¢lanku IX této smlouvy.

Pro ucely této pfilohy B se terminem ,,zastupce verejné
moci“ rozumi (i) jakykoli wvedouci pracovnik,
zamgéstnanec nebo jind osoba jednajici z moci svého
postaveni za vladu nebo kterékoli ministerstvo nebo
statni Ufad nebo jejich jménem ¢&i jako jejich
prostiednik,  (ii) jakykoli  vedouci pracovnik,
zamgéstnanec nebo jind osoba jednajici oficidlné za
n¢kterou vetejnou mezinarodni organizaci (jako je
Organizace spojenych narodd, Svétova banka nebo
Svétova zdravotnicka organizace) ¢i jejim jménem, (iii)
jakakoli politicka strana ¢i jeji funkcionaf nebo jakykoli
kandidat na politicky ufad a (iv) kterykoli rodinny
piislusnik nebo zastupce jakychkoli osob uvedenych
vyse.

right to terminate this Agreement for cause and the right
to exercise any other remedies available at law or in
equity; and (ii) all obligations of Sponsor to compensate

Institution and Principal Investigator for services
provided under this Agreement shall cease.
Institution and Principal Investigator shall defend,

indemnify and hold PPD and Sponsor (and its officers,
directors, employees, agents and affiliates) harmless from
any penalties, losses, liabilities and expenses incurred by
PPD or Sponsor as a result of Institution and Principal
Investigator’s breach of any of its obligations under this
Exhibit C. The obligation to indemnify PPD and Sponsor
under this Exhibit B for violations of an Anti-Corruption
Law shall not be subject to the limitation of liability set
out in Article IX. of the Agreement.

For the purpose of this Exhibit B, the term “government
official” means (i) any officer, employee or other person
acting in an official capacity for or on behalf of a
government or any department, agency or instrumentality
thereof, (ii) any officer, employee or other person acting
in an official capacity for or on behalf of a public
international organization (such as the United Nations,
World Bank, or World Health Organization), (iii) any
political party or official thereof or any candidate for
political office, and (iv) any family members or
representatives of any of the individuals listed above.
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