SMLOUVA ,
KLINICKEM HODNOCENI

Mezi

IRIS PHARMA SAS, spolenost zalozena a
existujici v souladu se zakony Francie,
zapsana v obchodnim rejstfiku pod &islem
RCS Grasse B 349 423 301, se sidlem na
adrese: Les Nertiéres, Allée Hector Pintus,
06610 La Gaude, Francie, zastoupena
spole¢nosti IRIS PHARMA HOLDING SAS,
jejimz vlastnim zastupcem je, na zakladé
Piné moci ze dne 02.10.2019, Pharmnet
S.r.0.

(dale jen ,Zadavatel®)

jednajici jménem sponzora, Laboratoires
Théa, 12 rue Louis Blériot, 63017 Clermont-
Ferrand, Francie

(dale jen ,Sponzor Studie®)

A

PHARMNET s.r.o. (identifikacni Cislo
61856797) se sidlem K Hrnéifum 20, 149 00
Praha 4, Ceska republika, kterou zastupuje
RNDr. Jan Mala¢, Ph.D., vykonny feditel
jednajici  vlastnim jménem na  ucet
spolecnosti Iris Pharma SAS

(dale jen “CRQ”)
A

Nemocnice Kyjov, pfispévkova organizace
se sidlem: Strazovska 1247/22, 697 01 Kyjov
ICO: 00226912

DIC: CZ00226912

Zapsana v obchodnim rejstiiku u Krajskeho
soudu v Brné, oddil Pr. VioZzka 1230
zastoupen:

Ing. Mgr. Lubomirem Wenzlem, feditelem

(dale jen ,Centrum®)

A

Evzen Fric, MUDr., Ph.D
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CLINICAL TRIAL AGREEMENT

Between

IRIS PHARMA SAS, a company existing and
organized under the laws of France; with the
Register of Commerce and Companies number
RCS Grasse B 349 423 301, having its head
office at: Les Nertiéres, Allée Hector Pintus,
06610 La Gaude, France, represented by IRIS
PHARMA HOLDING SAS, itself represented,
based on the Power of Attorney dated 02 Oct
2019, by Pharmnet s.r.o.

(hereinafter referred to as the "Sponsor”)

is acting on behalf of Laboratoires Théa, 12
rue Louis Blériot, 63017 Clermont-Ferrand,

France

(hereinafter referred to as the “Study
Sponsor”)

AND

PHARMNET s.r.o. (company identification

number 61856797) with a registred office at
K Hrnéifum 20, 149 00 Praha 4, Czech
Republic, represented by RNDr. Jan Malac,
Ph.D., Managing Director acting in its name in
behalf of Iris Pharma SAS

(hereinafter referred to as the “CRO”)
AND

Hospital Kyjov

with its registered seat at: Strazovska 1247/22,
697 01 Kyjov, Czech Republic

ID No.: 00226912

VAT No.: CZ00226912

Registered with the Commercial Register kept
by the Court in Brno, Section Pr., Insert 1230
Represented by:

Lubomir Wenzl, director

(hereinafter referred to as the “Center”)
AND

Evzen Fric, MD, PhD
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(dale jen ,Hlavni zkousejici”)

(Centrum a Hlavni zkousejici dale spolecné
oznadovani jako ,Smluvni partnefi’)

uzaviena nize uvedeného dne, mésice a
roku podle ustanoveni § 1746 odst. 2 zédkona
&. 89/2012 Sb., obéansky zakonik, ve znéni
pozdéjsich predpisti (dale jen ,obcansky
zakonik"), (dale jen ,Smiouva"):

Preambule

VZHLEDEM KTOMU, ZE Zadavatel
pozadal Smluvni partnery, aby provedli
klinické hodnoceni s hodnocenym leCivym
pfipravkem T4032 (dale jen ,Hodnoceny
Iék“) s nazvem Hodnoceni Gc¢innosti a
bezpecnosti pfipravku T4032 (bimatoprost
0,01% bez konzervaénich latek) v porovnani
s pfipravkem Lumigan® 0,01% u pacientu
s o¢ni hypertenzi nebo glaukomem (dale jen
,Studie”), které je blize popsano v protokolu
¢. LT4032-301, ktery bude Smluvnim
partnerGm pfedan Zadavatelem a ktery

muze byt ¢€as od <&asu Zadavatelem
jednostranné doplfiovan (dale jen jako
Protokol),

VZHLEDEM K TOMU, ZE Smiuvni partnefi
disponuji znalostmi, zkuSenostmi a zdroji
nezbytnymi k provedeni Studie, dle jejich
nejlepsiho védomi maji pfistup
k pozadovanému poétu subjektt hodnoceni
dle kritérii pro zafazeni nebo vyrazeni, jak
jsou stanoveny v Protokolu, a jsou ochotni
Studii provést,

PROTO se smluvni strany (dale jen ,strany*
nebo ,smluvni strany“) dohodly nasledovné:

¢l. 1 - Predmét Smlouvy
1.1 Pfedmétem této Smlouvy je provedeni
Studie v Centru a rozdéleni povinnosti
souvisejicich se Studii mezi Zadavatele,
CRO a Smluvni partnery. Pfedmétem této
Smlouvy jsou zavazky Smluvnich partnert
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to as the “Principal

referred
Investigator”)

(hereinafter

Investigator
the

(the Center and the Principal
hereinafter collectively referred to as
“Contracting Partners”)

entered into on this day, month and year
pursuant to Section 1746 (2) of Act no. 89/2012
of Coll., the Civil Code, as amended
(hereinafter referred to as the “Civil Code”)
(hereinafter referred to as the “Agreement”)

Preamble

WHEREAS, the Sponsor asked the
Contracting Partners to conduct a clinical trial
involving the study drug T4032 (hereinafter
called the “Study Drug”) named Efficacy and
safety assessment of T4032 (unpreserved
bimatoprost 0.01%) versus Lumigan® 0.01% in
ocular hypertensive or glaucomatous patients
(hereinafter referred to as the “Study”) as
described in more detail in protocol no. LT4032-
301 which will be provided to the Contracting
Partners by the Sponsor and which may be
from time to time unilaterally updated by the
Sponsor (hereinafter referred to as the
“Protocol”)

WHEREAS, the Contracting Partners possess
knowledge, experience and  resources
necessary for conducting the Study, have - to
the best of their knowledge - access to the
required number of trial subjects based on the
inclusion or exclusion criteria as laid down in
the Protocol and are willing to conduct the
Study

THEREFORE, the parties (hereinafter referred
to as the “Parties” or the “Contracting
Parties”) have agreed as follows:

Article 1 — Subject of the Agreement

1.1 The subject of the Agreement is the
performance of the Study at the Center and the
division of Study-related obligations among the
Sponsor, the CRO and the Contracting Partners.
The subject of the Agreement are covenants of
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k provedeni  Studie  za podminek
sjednanych vtéto Smlouvé a zavazek
Zadavatele k Ghradé odmény za fadné
provedeni Studie. Jakékoli odchylky od
Protokolu a dodatky k Protokolu, v&etné
avéak nejen jakéhokoli vySetfovani nebo
hodnoceni  doplfiujicich  klinickych i
laboratornich parametr, vyzaduji
predchozi pisemny souhlas Zadavatele.

¢l. 2 — Povinnosti Smluvnich partnert

2.1. Smluvni partnefi se zavazuji provést a
zdokumentovat  Studii hospodarné a
s nalezitou odbornou pédi v prisném
souladu s (a) Protokolem; a (b)
podminkami této Smlouvy; a (c) etickymi
zasadami Helsinské deklarace; a (d)
Harmonizovanym Tfistrannym Guideline
ICH pro spravnou Kklinickou praxi véetné
jeho naslednych zmén a obecné
pfijimanymi standardy spravné Kklinické
praxe; a (e) vSemi pfisluSnymi pravnimi
predpisy; a (f) veSkerymi pfikazy a
smérnicemi pfisluSnych organld vefejné
moci a spravy a etickych komisi, jsou-li
takové. Centrum se zavazuje poskytnout
odpovidajici zdroje a vybaveni k provadéni
Studie.

2.2. Studie bude vCentru provadéna pod
dohledem Hlavniho zkousejiciho, ktery je
odpovédny za jeji fadny prGbéh. Hlavni
zkousejici je odpovédnym vedoucim
skupiny zkous$ejicich v pfipadé, ze Studie
je v Centru provadéna vicero nez jednim
zkousejicim (takovi dal$i zkouSejici se dale
oznaduji jako ,Zkousejici®). Hlavni
zkousejici je odpovédny za blaho subjektd
hodnoceni Ucastnicich se Studie z hlediska
poskytovani zdravotnich sluzeb na nalezité
odbarné Grovni.

2.3. Hlavni zkou3ejici soucasné muze slouzit
pro Zadavatele a CRO jako kontaktni
osoba v Centru ve vztahu ke Studii, pokud
neni nize v této Smlouvé stanoveno jinak.
Hiavni zkou$ejici provadi Studii v ramci
svého zaméstnaneckého poméru k Centru.

2.4.Centrum se =zavazuje umoznit a Hlavni
zkouSejici se zavazuje zajistit, aby
Zkou$ejici a ostatni osoby zahrnuté do
provadéni Studie (dale jen ,Clenové
studijniho  tymu®) jednali v souladu
s podminkami této Smlouvy. Centrum se
prostfednictvim  Hlavniho  zkousSejiciho
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the Contracting Partners to conduct the Study
under the terms and conditions agreed herein
and the covenant of the Sponsor to pay
remuneration for a duly conducted Study. Any
deviations from the Protocol or amendments of
the Protocol, including without limitation, any
investigation or evaluation of additional clinical
or laboratory parameters, require the prior
written approval of the Sponsor.

Article 2 — Obligations of the Contracting

Partners

2.1 The Contracting Partners shall conduct and

document the Study in a diligent and efficient
manner in strict compliance with (a) the
Protocol; and (b) the terms and conditions of this
Agreement; and (c) the ethical principles of the
Declaration of Helsinki; and (d) the ICH
Harmonised Tripartite Guideline for Good
Clinical Practice as amended from time to time
as well as generally accepted standards of Good
Clinical Practice; and (e) all applicable legal
regulations; and (f) all orders and directives of
competent public administration authorities and
ethics committees, if any. The Center shall
provide adequate resources and facilities for the
performance of the Study.

2.2 The Study at the Center shall be conducted

under the supervision of the Principal
Investigator who shall be responsible for due
course of the Study. The Principal Investigator is
the responsible head of the group of
investigators in case the Study is conducted at
the Center by several investigators (such
additional investigators hereinafter referred to as
“Investigators”). The Principal Investigator is
responsible for the well-being of the ftrial
subjects participating in the Study in terms of
professional medical services provided.

2.3 The Principal Investigator may also serve as the

contact person for Sponsor and CRO with
regard to the Study at the Center, unless this
Agreement specifies otherwise. The Principal
Investigator shall conduct the Study as part of
his or her employment at the Center.

2.4 The Center shall allow and the Principal

Investigator shall ensure that the Investigators
and other persons involved with the Study
(hereinafter referred to as “Study Team
Members”) comply with the terms and
conditions of this Agreement. The Center shall
ensure through the Principal Investigator that
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2.5.

2.6.

2.6.1

zavazuje zajistit, Ze ptvodni i novi Clenové
studijnino tymu jsou fadné proSkoleni,
kvalifikovani a vzdélani, obzvlast Ze se
zUGastriuji vdech Skolicich setkani o Studii,
véetné Skoleni na spravnou klinickou praxi
vyzadovanych a zajistovanych Zadavatelem
(Clenové studijniho tymu vS8ak nemusi
Skoleni na spravnou klinickou praxi
absolvovat, pokud se prokazi certifikatem
z absolvovaného Skoleni spravné Kklinické
praxe ne star§im 2 let kdatu zahajeni
Studie). Zadavatel ma pravo odmitnout
konkrétni Cleny studijniho tymu, pokud se
Zadavatel domniva, Ze nejsou prislusné
vzdélani a/nebo kvalifikovani. Clenové
studijniho tymu jsou zaméstnanci Centra.
Clenové studijniho tymu a Hlavni zkousejici
se budou Géastnit Skoleni, ktere
v souvislosti se Studii pro tyto osoby
Zadavatel zorganizuje a Centrum je povinno
takovou G€ast umoznit. Zadavatel nahradi
prfiméfené cestovni a ubytovaci naklady
souvisejici se vzdélavanim podle tohoto
¢lanku, bude-li to tfeba, ale za ugast na
takovém vzdélavani nenalezi (&astnikim
ani nikomu jinému Zadna odména.

Centrum se zavazuje umoznit Hlavnimu
zkouSejicimu, Zkousejicim a Clenim
studijniho tymu, G&astnit se podle potieby
setkani zkouSejicich a telekonferenci
uskutecriovanych v pribéhu Studie
v rozsahu pozadovaném Zadavatelem.

Kazdé  smluvni  zajisténi kterékoli
zpovinnosti Centra na zakladé této
Smlouvy treti stranou vyzZaduje prfedchozi

pisemny souhlas Zadavatele. Udéleni
takového souhlasu je na wvyluéném
rozhodnuti Zadavatele. V pfipadé

povoleného smluvniho zajisténi povinnosti
Centrum:

je povinno zajistit u subjektu, na néjz svou
povinnost pfenasi, dodrZzovani podminek,
(a) které jsou vzhledem k charakteru
poZadované sluzby relevantni a podobné
podminkam této Smlouvy, véetné, aviak
nejen, |hdt kplnéni povinnosti, (b) na
zakladé kterych ftfeti strana postoupi
veskera prava k vysledktim své
Cinnosti/Studie na  Centrum  anebo
Zadavatele a (c) dle kterych tfeti strana
umozni Zadavateli nebo tfetim stranam
smluvné opravnénym Zadavatelem a
pfislu§nym regulatornim Grfaddm provedeni
auditt a inspekci u takové treti strany, coz
souc¢asné neznamena omezeni povinnosti
Centra ve vztahu k auditim a inspekcim; a
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Agreement Sponsor/ Pharmnet / CZ / Institution / Site CZE102

original and new Study Team Members are
appropriately trained, qualified and educated, in
particular that they participate in all training
sessions regarding the Study, including any
good clinical practice training required and
organized by the Sponsor (Study Team
Members, who have a good clinical practice
certificate that is not older than two years as of
the first day of the Study, are not required to
participate in good clinical practice training). The
Sponsor shall have the right to reject specific
Study Team Members, if the Sponsor deems
them not appropriately educated and/or
qualified. Study Team Members are employees
of the Center. Study Team Members and the
Principal Investigator shall attend trainings
organized for them by the Sponsor in connection
with the Study, and the Center shall allow such
persons to attend. The Sponsor shall reimburse
reasonable travel and accommodation costs, if
applicable related to the trainings under this
article, but no remuneration shall be provided to
participants or any other persons for attending
such trainings.

2.5 The Center shall make it possible for the

Principal Investigator, Investigators and Study
Team Members, as required, to participate in
Investigators’ meetings and teleconferences
held in the course of the Study to the extent
requested by the Sponsor.

2.6 Any subcontracting of any of the Center's

obligations under this Agreement to a third party
requires the prior written consent of the
Sponsor. Granting of such consent shall be
within the Sponsor's sole discretion. In the case
that such consent is granted, the Center shall:

2.6.1 make sure that such subcontractors observe

the terms and conditions (a) that are relevant
to the nature of requested services and similar
to the terms and conditions of this Agreement,
including — without limitation - the timelines for
fulfilling obligations, (b) based on which the
third party shall assign all rights with regard to
the results of its performance/the Study to the
Center or the Sponsor and (c) based on which
the third party shall allow the Sponsor or third
parties contracted by the Sponsor and
competent regulatory authorities to perform
audits and inspections at such a third party’
site, whereas this shall not limit the Center's
obligations with respect to audits and
inspections; and
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2.6.2 bude nést odpovédnost za fadné plnéni

2.7.

27

272

2.8

2.9

vSech zajisténych nebo delegovanych
povinnosti.

Smluvni partnefi se zavazuji vynaloZit
veskeré sili k zafazeni subjektl
hodnoceni do Studie v souladu

s pozadavky na zafazovani a |hatami
stanovenymi v Protokolu. Soucasné Ihuty
vztahujici se k provadéni Studie jsou
nasledujici:

Predpokladany zacéatek naboru subjektl
hodnoceni je Fijen 2019 a pfedpokiadane
ukonceni cerven 2020. Nabor subjektl
hodnoceni se vzdy fidi aktualnimi
podminkami Protokolu.

Hlavni zkou$ejici souhlasi, Ze Zadavatel
muzZe jednostranné kdykoli zménit pocet
subjektt hodnoceni, které Hlavni zkouSejici
do Studie mlzZe zaradit a/nebo &asovy
harmonogram naboru, a to prostfednictvim
vydani pfisluéného pokynu ke Studii.
Takovy pokyn se nedotkne jiz zafazenych
subjektd hodnoceni.

Hlavni zkouS$ejici se zavazuje do Studie
zafadit pouze fadné zpUsobilé subjekty
hodnoceni v souladu s Protokolem.

Smluvni partnefi se zavazuji zajistit, Ze
Studie  bude provadéna v souladu
s povolenim nebo souhlasem k ohlaseni
vydanym Statnim Ustavem pro kontrolu
lééiv a souhlasy pfislusnych etickych
komisi. Smluvni partnefi se zavazuji
poskytnout Zadavateli soucinnost pfi
pripravé dokumentl tykajicich se Studie a
predat Zadavateli nebo treti strané uréené
Zadavatelem bezodkladné veskera
prohlaSeni nezbytna k povoleni Studie
regulatornimi  organy a/nebo etickymi
komisemi, véetné avSak nejen (i)
Prohlaseni o finanénich zajmech, (ii) CV a
(iii) potvrzeni o odpovidajicim vybaveni
mista hodnoceni. Smiuvni partnefi se
zavazuji zajistit, Ze poskytnuté dokumenty
tykajici se Studie jsou Uplné a spravné.
Napfiklad, Prohlaseni o finanénich zajmech
musi obsahovat veskeré finanéni vztahy
mezi Hlavnim zkou$ejicim a kterymkoli
Clenem studijniho tymu, a jejich finanéni
zajmy, na jedné strané a Zadavatelem
anebo kteroukoli spole¢nosti propojenou se
Zadavatelem, na strané druhé, vcetné —
avSak nejen - odmény nebo jiného

Study LT4032-301
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2.6.2 be responsible for due performance of all

delegated or subcontracted duties.

2.7 The Contracting Partners agree to make

maximum efforts to enroll trial subjects in the
Study in accordance with the inclusion
requirements and timelines set forth in the
Protocol. The current timelines for conducting
the Study are as follows:

2.7.1 Recruitment of trial subjects is expected to

begin on October 2019 and to be completed
by June 2020. Recruitment of trial subjects is
always governed by current terms and
conditions of the Protocol.

2.7.2The Principal Investigator agrees that the

2.8

2.9

Sponsor may unilaterally change the number
of trial subjects that the Principal Investigator
shall include in the Study and/or the
recruitment timeframe by issuing a relevant
instruction for the Study. Such an instruction
shall not concern the already included trial
subjects.

The Principal Investigator agrees to include in
the Study only such ftrial subjects that are duly
suitable for the Study in compliance with the
Protocol.

The Contracting Partners agree to ensure that
the Study shall be conducted in compliance
with the approval or consent with notification
issued by the State Institute for Drug Control
and approvals of the competent ethics
committees. The Contracting Partners agree to
cooperate with the Sponsor in preparing
documents concerning the Study and to
immediately provide the Sponsor or a third
party specified by the Sponsor with all
declarations necessary for the approval of the
Study by regulatory authorities and/or ethics
committees, including without limitation, if
applicable, (i) Financial Interest Declarations,
(ii) CVs and (iii) confirmation of adequate ftrial
site facilities. The Contracting Partners shall
ensure that the provided Study documents are
complete and correct. For example, the
Financial Interest Declarations shall contain all
financial relations between, and financial
interests of, the Principal Investigator and any
Study Team Member, on one hand, and the
Sponsor or any of the Sponsor's affiliates, on
the other hand, including - but not limited to -
remuneration or other financial benefits
received by each of them from the Sponsor or
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210

2.11

212

finanéniho prospéchu pfijatého  kazdym
znich od Zadavatele nebo kterékoli ze
spolecnosti propojenych se Zadavatelem
za konzultaéni &innosti nebo jiné sluzby
nepokryté touto Smlouvou. Potvrzeni o
finanénich zajmech by méla byt prediozena
v pribéhu Studie, pfi jeji zméné a jeden rok
po skonéeni Studie. ~Propojenou osobou*
se rozumi jakakoli pravnicka osoba nebo
spolecnost, ktera pfimo nebo nepiimo,
prostfednictvim jednoho Ci vice
prostrednikl,  vykonava kontrolu, je
kontrolovana anebo je pod spoleénou
kontrolou se smluvni stranou.

Hlavni zkousejici se zavazuje vSechny
subjekty hodnoceni odpovidajicim
zplsobem informovat o cilech, metodach,
pfedpokladanych pfinosech a potencialnich
rizicich Studie a o okolnostech, za kterych
by jejich osobni Udaje mohly byt
zpfistupnény Zadavateli, jeho Propojenym
osobam, pfislusnym organim, tretim
stranam, jez poskytuji sluzby Zadavateli
a/nebo etickym komisim. Hiavni zkousejici
S€ zavazuje zajistit, Ze subjekty hodnoceni
se zlcastni Studie teprve poté, co podepisi
informovany souhlas subjektu hodnoceni
poskytnuty Zadavatelem. Hiavni zkousSejici
uchova origindl takového souhlasu ve
zdravotnické dokumentaci subjektu
hodnoceni. Pokud subjekt hodnoceni svij
souhlas v prib&hu Studie odvola, Smiuvni
partnefi nesmi ve vztahu k tomuto subjektu
hodnoceni provést 34dné dalsi postupy
vramci Studie vyjma pfipadnych opatfeni

tykajicich se nasledného sledovani
pfedepsanych Protokolem, s nimiz subjekt
hodnoceni  souhlasil. Nasledna Ié¢ba

subjektu hodnoceni, ktera nesouvisi se
Studii, je vyhradni lékafskou odpovédnosti
a pravni odpovédnosti Smluvnich partnerd.

Smluvni partnefi se Zavazuji zajistit, Ze
subjekty hodnoceni zafazené do Studie se
v Centru nebudou u&astnit specifického
lé¢ebného programu dle § 49 zakona ¢.
378/2007 Sb., o légivech (dale jen ,zakon

0 léCivech’) ani jiného  Klinického
hodnoceni, pfi kterém by subjekty
hodnoceni  uzivaly v Ceské republice

neregistrovany légivy pfipravek v prubéhu
Studie ani b&hem doby pferuseni Studie
specifikované v Protokolu bez pfedchoziho
pisemného souhlasu Zadavatele.

Pokud v prib&hu Studie v Centru dojde
k poskozeni zdravi subjektu hodnoceni,
Smluvni partnefi se zavazuji informovat o

Study LT4032-301
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2.10

211

any of the Sponsor's affiliates for consultations
or other services not covered in  this
Agreement. The Financial Interest Declarations
should be submitted in the course of the Study,
upon a change in the Study and one year after
completion of the Study. “Affiliate” shall mean
any legal entity or company, which directly or
indirectly, through one or more intermediaries,
controls, is controlled by or is under joint
control with a Contracting Party.

The  Principal
appropriately inform all trial
aims, methods, expected benefits and
potential risks of the Study and the
circumstances under which their personal data
might be disclosed to the Sponsor, its
Affiliates, competent authorities, third parties
providing services for the Sponsor and/or
ethics committees. The Principal Investigator
agrees to ensure that the trial subjects shall
not participate in the Study until after they sign
their informed consent provided by the
Sponsor, The Principal Investigator shall keep
the original of such consent in the trial
subjects’ medical records. if such consent is
revoked in the course of the Study, no further
Study-related procedures may be performed
by the Contracting Partners with regard to the
respective trial subject, except for any Study-
related follow-up monitoring laid down in the
Protocol and consented to by the trial subject.
Subsequent treatment of the trial subject,
which is not related to the Study, lies in the
sole medical responsibility and legal liability of
the Contracting Partners.

Investigator agrees to
subjects of the

The Contracting Partners shall ensure that the
trial subjects included in the Study do not
participate in a specific treatment program
according to Section 49 of Act No. 378/2007
Coll., on Medicinal Products (“Act on
Medicinal Products”) or in any other clinical
trial in which the trial subjects would use
medicinal products not registered in the Czech
Republic in the course of the Study or during
any suspension period specified in the Protocol
without the prior written consent of the
Sponsor.

2.121f in the course of the Study at the Center trial

subjects’ health is harmed, the Contracting
Partners shall inform the Sponsor of any such
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213

214

2.15

kazdé takové udalosti Zadavatele (i)
v pfipadé zavazného nezadouciho Géinku
a/nebo zavazné nezadouci pfihody a/nebo
v pfipadech téhotenstvi, jsou-li takové,
nejpozdéji do 24 hodin a (ii) v pfipadé
nezadouciho U¢inku a/nebo nezadouci
pfihody neprodiené vV ramci Ihat
stanovenych v Protokolu a jinych pokynech
danych Zadavatelem o hlaSeni dat
tykajicich se  bezpecnosti  Soucasti
takového hladeni musi byt také posouzeni
pri¢éinné souvislosti. O jakémkoliv jiném
poskozeni zdravi subjektu hodnoceni nebo
jakémkoliv zavazném poruSeni Protokolu
nebo pokynu spravné klinické praxe musi
Smiuvni partnefi informovat Zadavatele
bez zbyteéného odkladu.

Smluvni partnefi se zavazuji bez
zbyte¢ného prodleni zodpovédét vSechny
dotazy Zadavatele nebo osob povéfenych
Zadavatelem tykajici se dokumentace
nezadouci udalosti. Toto zahrnuje zejména
aktivni nasledné sledovani a objasnéni
prislusnych  nesrovnalosti v hlaSenich
nezadoucich pfihod a pfipadu téhotenstvi.
Za ucelem hlaseni nezadoucich pfihod a
pfipadd téhotenstvi jsou Smluvni partnefi
povinni pouzivat formulafe poskytnuté
Zadavatelem, jsou-li takové.

Béhem a po skonceni Studie se zavazuji
Smluvni  partnefi predlozit Zadavateli
veskeré dokumenty pfijaté od Gradua,
etickych  komisi a/nebo  pfislusnych

regulatornich organu tykajici se jakychkoli
souhlastt nebo povoleni nebo pfislusné
komunikace vztahujici se k bezpec¢nosti ve
vztahu ke Studii do 24 hodin od jejich
obdrzeni.

Smluvni partnefi se zavazuji pouzivat
Hodnoceny |ék wvyhradné pro ucely
provadéni Studie a pouze zplusobem
specifikovanym v Protokolu.  Smluvni

partnefi jsou odpovédni za fadné prijimani,
pouzivani, nakladani, skladovani a vedeni
dikladné a pfesné evidence zachazeni s
Hodnocenym Iékem v pribéhu Studie
v souladu s pozadavky spravné klinické
praxe, spravné |ékarenské praxe a
Protokolem. Navic se Smluvni partnefi
zavazuji vratit anebo zajistit Fadnou
likvidaci nepouzitého Hodnoceného léku,
pokud si Zadavatel likvidaci vyzadal (na
naklady Zadavatele), a tuto likvidaci fadné
zdokumentovat. V pfipadé nacatého a

nespotfebovaného Hodnoceného léku,
jehoz forma podani je infuze, zajisti
Smluvni partnefi likvidaci ihned po

pfipravé &i Upravé Hodnoceného leku.

Study LT4032-301
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event (i) in case of any serious adverse effect
and/or serious adverse events and/or, if
applicable, in case of pregnancy, within 24
hours at the latest and (ii) in case of any
adverse effect andlor adverse event
immediately within the timelines specified in
the Protocol and other instructions on safety-
related data reporting provided by the
Sponsor. Such reporting must also include an
assessment of causality. Any other harm to
health of trial subjects or any serious breach of
the Protocol or good clinical practice guidelines
must be reported to the Sponsor without undue
delay.

2.13 The Contracting Partners agree to immediately

2.14

215

answer any questions of the Sponsor or
persons authorized by the Sponsor regarding
adverse event documentation. This includes -
but is not limited to - active follow-up
monitoring and clarification of relevant
inconsistencies in adverse event and
pregnancy reports. For the purposes of
adverse event and pregnancy reporting, the
Contracting Partners must use the forms
provided by the Sponsor, if applicable.

During and after completion of the Study, the

Contracting Partners shall submit to the
Sponsor all documents received from
authorities, ethics  committee/s, and/or

competent regulatory authorities regarding any
consent or authorization or safety- related
communication with respect to the Study within
24 hours following their receipt.

The Contracting Partners agree to use the
Study Drug exclusively for the purposes of
conducting the Study and only as specified in
the Protocol. The Contracting Partners are
responsible for the proper receipt, use,
handling, storage and keeping detailed and
accurate records of handling of the Study Drug
in the course of the Study pursuant to the
requirements of good clinical practice, good
pharmacy practice and Protocol. The
Contracting Partners agree to return any
unused Study Drug or properly liquidate any
unused Study Drug, provided that the Sponsor
requested such liquidation (at the expense of
the Sponsor), and properly document such
liquidation. The Contracting Partners shall
immediately liquidate any unfinished or unused

Study Drug administered by infusion
immediately  after its  preparation or
modification.
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216 Centrum se timto =zavazuje zajistit 2.16 The Center hereby agrees to ensure that the
uskladnéni, pfipravu, kontrolu a distribuci Study Drug is stored, prepared, inspected and
Hodnoceného Iéku v souladu s distributed in compliance with the Protocol, the

applicable law and all provisions of the LEK-12
guideline issued by the State Institute for Drug
Control. The Contracting Partners shall not
charge any ftrial subject or third party, such as
a health insurance company, for the Study
Drug or for any services paid for by the
Sponsor under this Agreement.

ustanovenim Protokolu, platnych zakonu a
v souladu se v8emi ustanovenimi pokynu
LEK-12 Statniho Ustavu pro kontrolu [éciv.
Smluvni partnefi nebudou vyZadovat
zaplaceni  Hodnoceného Iéku nebo
jakékoliv sluzby hrazené Zadavatelem
podle této Smlouvy po subjektu hodnoceni
nebo ftfeti strané, jako je napfiklad
zdravotni pojistovna.

217 Centrum se zavazuje jmenovat dostateény 2.17 The Center agrees to appoint a sufficient
pocet zastupcu, ktefi spliuji kvalifikaéni number of representatives who meet
pozadavky na vykon povolani farmaceuta qualification requirements for the position of a
ve smyslu zakona ¢. 95/2004 Sb., pharmacist pursuant to Act no. 95/2004 Coll.,
o podminkach ziskavani a uznavani on conditions for acquisition and recognition
odborné zpUsobilosti a specializované of professional qualifications and specialized
zpUsobilosti k vykonu zdravotnického qualifications for physicians, dentists and
povolani lékare, zubniho Iékare pharmacists, as amended, or for
a farmaceuta, ve znéni pozdéjSich pharmaceutical assistants pursuant to Act no.
pfedpist, nebo farmaceutického asistenta 96/2004 of Coll., on non-medical health
ve smyslu zakona ¢&. 96/2004 Sb., professions, as amended. These
o nelékarskych zdravotnickych povolanich, representatives shall be responsible for
ve znéni pozdéjSich predpisu. Tito zastupci handling the Study Drug and for keeping
budou odpovédni za nakladani related records and  documentation.
s Hodnocenym Ilékem a za vedeni Immediately after the appointment of the
souvisejicich zdznam( a dokumentace. representative(s), the Center shall notify the
lhned po jmenovani tohoto zastupce nebo Sponsor in writing about the first and last
zastupcd, oznami Centrum Zadavateli name and contact details of such appointees.
pisemné jméno a pfijmeni povéfenych
osob & osob, spolu s pfisluSnymi
kontaktnimi informacemi.

2.18 Hlavni zkouSejici se zavazuje odebirat 2.18 The Principal Investigator agrees to draw the
Hodnoceny Iék v souladu s Protokolem, a Study Drug in compliance with the Protocol
to v davkovani potfebném pro kazdou and in doses required for every visit of the
jednotlivou navstévu subjektu hodnoceni. trial subject.

2.19 Kdykoli o to Zadavatel pozada, zavazuji se 2.19 The Contracting Partners agree to report on
Smiuvni partnefi podat hlageni o postupu the progress of the Study at the Center,
ve Studii vCentru véetné Gadaji o including information about the enrolment of
zafazovani subjektt hodnoceni. trial subjects, upon the Sponsor's request.

2.20 Hiavni zkouSejici je povinen shromaZzdovat 2.20 The Principal Investigator must collect data and
data a vkladat je do 3 pracovnich dni od enter them within 3 working days of their
jejich  vytvofeni do  elektronickych generation in the electronic case report
zaznamovych listd (dale jen ,CRF“) forms (hereinafter referred to as “CRFs”) in
vsouladu s nalezitostmi  stanovenymi accordance with the requirements set forth in
v Protokolu. Hlavni zkou$ejici se zavazuje the Protocol. The Principal Investigator agrees
pravidelné pfedavat Zadavateli CRF a to regularly forward CRFs and any
veskerou  dokumentaci  vyZadovanou documentation required in the Protocol to the

Sponsor so that the Sponsor could process
them directly or through another entity on a
continuous basis. In case of a delay with data
entering for more than 10 working days, the
Sponsor shall have the right by giving written
notice to the Principal Investigator to stop the

Protokolem, aby je Zadavatel mohl pfimo &i
prostfednictvim jiného subjektu pribézné
zpracovavat. V pfipadé prodleni del§im neZ
10 pracovnich dnd s vkladanim ddaju je
Zadavatel opravnén, na zakladé
pisemného oznameni doru&eného

Study LT4032-301
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2.2

2.22

Hlavnimu zkousejicimu, zastavit
zafazovani subjektd hodnoceni Hlavnim
zkousejicim az do doby, kdy je vkiadani
udaji aktualizované. Pokud bude mit toto
za nasledek prodleni v zafazovani subjektl
hodnoceni, Zadavateli pfislusi prava
stanovena v &l. 12.4. Ve Ih(té 5 pracovnich
dnll po oSetfeni posledniho ze subjektl
hodnoceni, musi byt dokoneno vlozeni
vedkerych zbyvajicich CRF, souvisejici
dokumentace a rovnéz nepouzité CRF
v listinné podobé, jsou-li takové, musi byt
pfedany Zadavateli anebo na pozadani
Zadavatele zni¢eny. Smluvni partnefi se
zavazuji  poskytovat  soucinnost  pfi
pohotovém objasfiovani jakychkoli dotazl
tykajicich se udaju v CRF a vénovat se
témto dotaziim a zodpovidat je nejpozdéji
ve |h(té 5 (péti) pracovnich dnu. Zadavatel
mlzZe pozadovat odpovédi i v kratSim
Sasovém Useku sohledem na klicova
stadia Studie, jako napf. Cistd databaze.
Smiluvni partnefi se dale na Zadost
Zadavatele zavazuji poskytovat pfiméfenou
soucinnost pfi pfipravé celkové zpravy o
Studii. Centrum zajisti, Ze CRF nebudou
piistupné nikomu jinému nez Clenim
studijniho tymu a Hlavnimu zkouSejicimu a
pFistup k nim, pokud budou v elektronické
podob&, bude chranén pfistupovym
jménem a heslem.

Hlavni zkou$ejici je povinen zajistit, ze
vSechny CRF poskytnuté Zadavateli jsou
pravdivé, pfesné a fadné vyplnény a Ze
jsou vérnym odrazem skuteénych vysledku
Studie. Hlavni zkouSejici se rovnéz
zavazuje predat Zadavateli kopie vSech
zprav, véetné vSech aktualizaci a zmeén,
které si vyzadala eticka komise.

Centrum se zavazuje uchovavat veskerou
elektronickou i jinou dokumentaci, véetné
zdrojové dokumentace a slozky
Zkousejiciho, vyzadovanych ICH predpisy
a prislusnymi pravnimi predpisy
upravujicimi provadéni Studie, po delSi
z nasledujicich dvou dob: 1) patnact (15)
let po skonéeni Studie nebo 2) jakoukoli
del§i dobu pro archivaci dokumentace
stanovenou prislu§nymi pravnimi predpisy.
Studijni dokumentace musi byt
uchovavana na vhodném misté a vhodnym
zplsobem a Centrum je povinno veést
zdznamy o misté, kde je dokumentace
Studie uchovavana, aby tato byla pohotové
k dispozici na zadost povéfeného zastupce
Zadavatele, etické komise, auditora nebo
pfisluSnych ufadi. Centrum je povinno
Zadavatele informovat v pfipadé, ze

Study LT4032-301
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recruitment of trial subjects by the Principal
Investigator until data entering is up to date. If
this results in a delay with recruiting trial
subjects, the Sponsor shall have the rights set
forth in Article 12.4. Within five working days of
the last trial subject’s treatment, all outstanding
CRFs must be entered and related
documentation as well as unused paper CRFs,
if applicable, must be forwarded to the
Sponsor or destroyed upon the Sponsor's
request. The Contracting Partners agree to
assist in promptly clarifying any questions
concerning CRF data and to address and
answer such questions within five (5) working
days. The Sponsor may request answers
sooner than that due to key Study milestones,
such as a clean database. Furthermore, the
Contracting Partners agree to reasonably
assist in preparing the overall Study report
upon the Sponsor's request. The Center shall
ensure that CRFs shall not be available to any
persons other than Study Team Members and
the Principal Investigator and that access to
CRFs, if they are in electronic form, shall be
protected by user name and password.

2.21 The Principal Investigator shall ensure that all

CRFs submitted to the Sponsor are true,
complete, correct and accurate and reflect the
actual results of the Study. The Principal
Investigator also agrees to provide the
Sponsor with copies of all reports, including all
updates and changes, that were requested by
the ethics committee.

2.22 The Center shall keep all electronic and other

documents, including without limitation, source
documents and the Investigator’s files required
by ICH guidelines and applicable laws
regulating Study performance for the longer of
the two following periods: 1) fifteen (15) years
after the end of the Study, or 2) any longer
documentation archiving period laid down in
applicable legal regulations. Study
documentation must be kept in a suitable
location and manner, and the Center must
keep record of the location where Study
documentation is stored to ensure that it is
readily available upon the request of the
Sponsor’s appointed representative, the ethics
committee, an auditor or competent
authorities. The Center must notify the
Sponsor in the event that the Center plans to
archive Study documentation outside of its
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2.23

2.24

2.25

planuje archivovat dokumentaci Studie

mimo své vlastni prostory.

Smiluvni partnefi jsou si védomi, Ze
Zadavatel nebo jeho, & jménem CRO ffeti
strana dlOkladné monitoruje provadéni
Studie a pravidelné navstévuje Centrum.
Smluvni partnefi se zavazuji pfiméfené
podporovat tyto monitorovaci aktivity,
véetné ale bez omezeni, poskytnutim
pfistupu povéfenému zastupci Zadavatele
do prostor a kdatim dle potfeby a
spolupracovat se Zadavatelem nebo
pfisludnou tfeti stranou v tomto ohledu. Na
zadost Zadavatele jsou Hlavni zkousejici a
Clenové studijniho tymu povinni se
zU€astnit osobni diskuze.

Zadavatel a statni organy, jako je napf.
Utad pro potraviny a léky Spojenych statu
americkych (,FDA") maji pravo provadét
audit ¢i inspekci zaznamU Smluvnich
partneri, veskeré jiné dokumentace a
prostor souvisejicich s provadénim Studie,
a to kdykoli v pribéhu a/nebo po dobu 25
let po skonceni Studie a bez jakychkoli
narok( Smluvnich partnert na zvlastni
platbu. Takovy audit ¢i inspekci je
Zadavatel povinen pfiméfené pifedem
ohldsit vpfipadé, 2e je provadén
Zadavatelem. Smluvni partnefi jsou povinni
poskytovat Zadavateli, jim povéfenym
zastupcim  nebo  veskerym  statnim
organtm souéinnost pfi plnéni jejich Uloh
v souladu s Protokolem a podniknout
veSkeré pfiméfené kroky poZadovane
Zadavatelem nebo statnimi organy za
ucelem odstranéni nedostatkl  zjisténych
béhem auditu nebo inspekce.

Smluvni partnefi se zavazuji, Ze béhem a
po skonceni Studie, umozni a budou
podporovat veskeré kontroly odpovédnych
urad bez jakychkoli narokl na zvlastni
odménu ¢&i nahradu. Smluvni partnefi jsou
povinni informovat Zadavatele o kaZdé
takové inspekci €i zaméru takovou inspekci
provést ihned poté, co se o nich dozvi.
Smiuvni partnefi se zavazuji umoznit, aby
Zadavatel mohl byt pfitomen na kaZdé
inspekci provadéné Urady nebo podobnymi
institucemi. Pfed vyjadienim se k nalezim
takové inspekce, budou-li néjaké, jsou
Smluvni partnefi povinni odpovéd posoudit
a prodiskutovat se Zadavatelem. Smluvni
partnefi bez zbytecného odkladu poskytnou
Zadavateli kopie jakychkoliv zjisténi nebo
kontrol odpovédnych Gfad( ve vztahu ke
Studii.

Study LT4032-301
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own premises.

2.23 The Contracting Partners understand that the

Sponsor or a third party on behalf of the
Sponsor, including CRO, closely monitors the
performance of the Study and regularly visits
the Center. The Contracting Partners agree to

appropriately  support such  monitoring
activities, including without limitation, by
providing the Sponsor's appointed

representative with access to the facilities and
data as necessary and to cooperate with the
Sponsor or the relevant third party in this
regard. The Principal Investigator and Study
Team Members must participate in personal
discussions upon the request of the Sponsor.

2.24 The Sponsor and government autharities, such

as for example the US Food and Drug
Administration (the “FDA") have the right to
audit or inspect the Contracting Partners'
records, any and all other documentation and
the facility relating to the Study at any time
during the Study and/or for another 25 years
after completion of the Study and without the
Contracting Partners’ right to special payment.
The Sponsor must announce such audit or
inspection sufficiently in advance, provided
that it is carried out by the Sponsor. The
Contracting Partners must assist the Sponsaor,
its designated representatives or all
government authorities in performing their
tasks pursuant to the Protocol and take any
and all reasonable actions requested by the
Sponsor or government authorities to remedy
deficiencies noted during an audit or
inspection.

2.25 The Contracting Partners shall, during and after

the Study, allow and support any inspections
of responsible authorities without any right to
special payment or reimbursement. The
Contracting Partners must inform the Sponsor
about any such inspection or the intent to
conduct such inspection as soon as the
Sponsor learns about it. The Contracting
Partners shall allow the Sponsor to be present
at any inspection conducted by authorities or
similar institutions. Prior to responding to the
findings of any such inspection, if any, the
Contracting Partners must review and discuss
such response with the Sponsor. The
Contracting Partners shall promptly provide the
Sponsor with copies of any findings or
inspections of responsible authorities in
relation to the Study.
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2.26 Smluvni partnefi nesmi védomé vyuZivat

2.27

sluzeb, bez ohledu na jejich objem,
Zadnych osob, jimz bylo poskytovani téchto
sluzeb zakdzano FDA nebo kterymkoli
jinym  pfislusnym organem v pribéhu
provadéni Studie. Smiuvni partnefi déle
zavazné prohlasuji, ze dle jejich znalosti
ani jim ani jejich zaméstnancim,
zmocnéncum & zastupcim, ktefi se
ucastni provadéni Studie, nebylo zakazano
provadét c&innosti, jez jsou provadéné
vramci Studie, ze strany FDA &i jiného
organu, ani podle jejich nejlepSiho védomi
v souCasné dobé neprobiha Zadné fizeni
tykajici se takového zakazu ve vztahu
k ttmto osobam, zejména na zakladé (i)
United States 21 U.S.C. § 335a a (ii) Hlavy
21 Code of Federal Regulation § 312.70.
Smluvni partnefi se zavazuji v pribéhu
Studie a po dobu 3 let po jejim ukonceni
ihned informovat Zadavatele, pokud se
dozvi, Ze bude zahajeno takové fizeni ve
vztahu k Hlavnimu zkous$ejicimu, Centru ¢i
jeho zaméstnanci. Smluvni partnefi dale
zaru€uji a zavazuji se, Ze dle jejich znalosti
nejsou  subjektem  pfedchozich  ani
probihajicich Setfeni, vyzev, upozornéni
nebo vymahani rozhodnuti organd statni
spravy vztahujicich se ke klinickému
hodnoceni, které by nebyly oznameny
Zadavateli. V pfipadé, Ze  nastane
skute¢nost podle predchozi véty ve vztahu
ke Studii, Smluvni partnefi to bez
zbyte¢ného odkladu sdéli Zadavateli.

V pripadé, ze Hlavni zkous$ejici v prib&hu
Studie ukonéi pracovnépravni vztah s
Centrem, Centrum je povinno o této
skutecnosti informovat Zadavatele
neprodlené poté, co se o tom dozvi, a
souc¢asné navrhnout fadné kvalifikovanou
osobu jako nového hlavniho zkouSejiciho.
Zadavatel ma pravo vznést namitky vGéi
tomuto nahrazeni. Centrum se zavazuje s
vynaloZenim maximalniho Usili poZadovat
po novém hlavnim zkou$ejicim, aby se
pisemné zavazal k dodrZzovani podminek
sjednanych  vtéto Smlouvé. Pokud
Centrum a Zadavatel nejsou schopni
domluvit se na osobé& noveho hlavniho
zkouSejiciho anebo pokud novy hlavni
zkouSejici neni ochoten zavazat se
k podminkam stanovenym touto Smlouvou,
Zadavatel je opravnén vypovédét tuto
Smlouvu v souladu s é&l. 12.5. Centrum a
Hlavni zkousejici jsou povinni neprodlené
pisemné informovat Zadavatele o vsech
zménach, které maji vliv na dostupnost
zdrojt  a/nebo Clenl studijniho tymu

Study LT4032-301
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2.26 The Contracting Partners may not knowingly

2.27

use the services, regardless of their volume, of
any person prohibited to provide such services
by the FDA or any other competent authority in
the course of the Study. Furthermore, the
Contracting Partners represent and warrant
that, as far as they know, neither them nor
their employees, agents or representatives,
who are involved in the Study, have been
prohibited by the FDA or any other competent
authority to perform the activities that are
performed during the Study, nor that they are
currently, to the best of their knowledge, the
subject of proceedings concerning such
prohibition by the FDA or any other authority,
in particular on the basis of (i) United States 21
U.S.C. Section 335a and (ii) Title 21 Code of
Federal Regulation, Section 312.70. During the
Study and for a period of 3 years after its
completion, the Contracting Partners agree to
promptly notify the Sponsor about any such
proceedings initiated against the Principal
Investigator, the Center or its employees.
Furthermore, the Contracting Partners
represent and warrant that, as far as they
know, they are not the subject of any past or
current investigations, inquiries, warnings or
enforced decisions of public administration
authorities that concern the clinical trial and
have not been disclosed to the Sponsor. The
Contracting Partners shall notify the Sponsor
about the fact described in the previous
sentence without undue delay.

In the event that the Principal Investigator
terminates his or her employment at the
Center, the Center shall inform the Sponsor as
soon as it learns about it and shall propose a
duly qualified person acting as a new principal
investigator. The Sponsor shall have the right
to object to such replacement. The Center
shall make maximum efforts to require the new
principal investigator to agree in writing to the
terms and conditions stipulated in this
Agreement. If the Center and the Sponsor are
unable to agree on the new principal
investigator or if the new principal investigator
is unwilling to agree to the terms and
conditions stipulated in this Agreement, the
Sponsor shall have the right to terminate this
Agreement in accordance with Article 12.5.
The Center and the Principal Investigator must
immediately inform the Sponsor in writing
about any and all changes having an impact
on the availability of resources and/or Study
Team Members conducting the Study.
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provadéjiciho Studii.

2.28 Smluvni partnefi se zavazuji pfimo a 2.28 The Contracting Partners agree to inform the

2.29 Smiuvni

neprodlené informovat Zadavatele: Anne-
Lise Morina, Iris Pharma, Allée Hector Pintus,
06610 La Gaude, Francie, emai:
al.morina@iris-pharma.com v pfipadé, Ze
subjekt hodnoceni Gdéastnici se Studie
oznami & vyjadfi nazor, Ze doslo
k poSkozeni jeho zdravi v disledku G&asti
ve Studii, a Ze ma proto pravo na finanéni
nahradu.

partnefi se zavazuji umoznit
smiuvnim vyzkumnym organizacim,
smluvné zajisténym Zadavatelem nebo
kteroukoli  z Propojenych  osob,  aby
jménem Zadavatele vykonavaly kterékoli
z prav a povinnosti Zadavatele na zakladé
této Smlouvy, v pfipadé, Ze se prokasi
povéfenim &i plnou moci, ze které jejich
opravnéni vykondvat prava a povinnosti
Zadavatele vyplyva. Smluvni parinefi se
zavazuji spolupracovat s témito smluvnimi
vyzkumnymi organizacemi.

2.30 Smluvni partnefi se zavazuii poskytovat

zdravotni sluZby subjektim, jejichz U&ast
ve Studii neskonéila, v pfipadé ¢astecéného
uzavieni Studie, a dale také subjektim
zafazenym do nasledného sledovani po
skonCeni  Studie, v souladu s etickymi
pravidly.

2.31 V pfipadé, Ze pfi Studii pouziva Centrum,

3.1.

Hiavni zkousejici nebo Clenové studijniho
tymu pfistrojové vybaveni, které vyzaduje
servis, kalibraci nebo jinou zvlastni pégi,
Centrum se zavazuje udrzovat takové
pfistrojové vybaveni zpisobilé Fadného
provozu, o ¢emz je povinno Zadavateli na
vyzadani poskytnout odpovidajici
dokumentaci.

Cl. 3 — Povinnosti Zadavatele

Kontaktnimi  osobami  Zadavatele (z
povéreni Sponzora studie) ve vztahu ke
Studii jsou:

Anne-Lise Morina, Iris Pharma, Aliée Hector
Pintus, 06610 La Gaude, Francie,

emai
Kontaktnimi osobami CRO ve vztahu ke

Studii jsou:
Jan Mala¢, Pharmnet s.r.o., Peckova 13;
Praha 8, 186 00,

Study LT4032-301
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2.29

Sponsor: Anne-Lise Morina, Iris Pharma, Allée
Hector Pintus, 06610 La Gaude, France, email
al.morina@iris-pharma.com directly  and
immediately in the case that a trial subject
participating in the Study announces or opines
that his or her health has been damaged due
to his or her participation in the Study and that
he/she is therefore entitted to financial
compensation.

The Contracting Partners agree to allow
research organizations contracted by the
Sponsor or any of its Affiliates to exercise any
of the Sponsor's rights and to perform any of
the Sponsor's obligations under this
Agreement on behalf of the Sponsor, provided
that they have authorization or a power of
attorney to exercise the Sponsor's rights and
to perform the Sponsor's obligations. The
Contracting Partners agree to cooperate with
such research organizations.

2.30 The Contracting Partners undertake to provide

2.31

3.1

medical services to trial subjects whose
participation in the Study has not yet ended, in
the case of a partial closure of the Study, as
well as to subjects included in the post Study
follow-up in compliance with ethics rules.

In the case that the Center, the Principal
Investigator or Study Team Members use in
the course of the Study devices that require
servicing, calibration or any other special care,
the Center agrees to maintain such devices in
due operational condition and to provide
relevant documentation thereof to the Sponsor
upon the request of the Sponsor.

Article 3 - Obligations of the Sponsor

The Sponsor's contact person (on behalf of
Study Sponsor) regarding the Study is:

Anne-Lise Morina, Iris Pharma, Allée Hector
Pintus, '

email :

The C ontact Person in

relation to the Study is:

Jan Malag, Pharmnet s.r.o., Peckova 13,
Praha 8, 186 00,
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nebo kterékoli daldi osoby oznamené
Hlavnimu zkous$ejicimu.

3.2. Zadavatel se zavazuje Smiuvnim partnerim

3.3.

3.4.

3.5.

4.1.

poskytnout zdarma v mnozstvi a €asovych
intervalech pro fadné provedeni Studie
Hodnoceny lék, nezbytné vzory CRF a dalsi
informace a dalsi lécivo/placebo
vyZzadované pro provadéni Studie, napf.
Pfirucku zkouSejiciho, Dokumentaci o
Hodnoceném léku a Souhrn udaji o
pripravku — SPC.

Hodnoceny lék (jakoz i dalSi lécivo,
placebo, je-li vyzadovano Protokolem)
bude dodavan na nasledujici adresu:

Nemocnice Kyjov, pfispévkova organiazce,
Ustavni lékarna,

Strazovska 1247, 697 01 Kyjov

Hodnoceny Iék, nezbytné vzory CRF a
daldi informace vyZzadované pro provadéni
Studie poskytnuté Centru jsou a zlstavaji
vlastnictvim Zadavatele. Zadavatel
prohlasuje, Ze jsou spinény veSkeré
podminky stanovené pfislusnymi pravnimi
pfedpisy pro vyrobu (dovoz) dodavaného
Hodnoceného lédiva a jeho distribuci do
Centra.

Zadavatel se  zavazuje  poskytovat
Hlavnimu zkousejicimi pfislusné nové
informace o bezpetnosti tykajici se
Hodnoceného Iéku bez zbyte€ného
odkladu.

Cl. 4 - Odména

Zadavatel se zavazuje zaplatit
prostfednictvim CRO Smluvnim partnerim
za fadné provedené cCinnosti na zakladé
této Smlouvy, véetné prevodu prav dle ¢l. 5
odménu ve vysi, zplsobem a za podminek
sjednanych stranami dale vtomto ¢&lanku
Smlouvy a v pfiloze ¢. 1. Pfislusné casti
odmén Centru a Hlavnimu zkou$ejicimu
budou vyplaceny obéma  Smluvnim
partnerim oddélené na jejich oddélené
individualni bankovni uéty. Pokud si Hlavni
zkouSejici preje rozdélit c¢ast platby
naleZejici Fesitelskému tymu pfimo na Gcty
daldich zkou$ejicich, v8echny takové ucty

Study LT4032-301
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or any other person announced to the Principal
Investigator.

3.2 The Sponsor agrees to provide the Contracting

3.3

3.4

3.5

41,

Partners with the Study Drug, necessary CRF
templates, other information and other
drugs/placebo required for the performance of
the Study free of charge and in the quantity
and frequency necessary for the proper
performance of the Study, for example the
Investigator’s Brochure Study Drug
Documentation and Summary of Product
Characteristics - SmPC.

The Study Drug (as well as any other drugs,
placebo, if required by the Protocol) shall be
delivered to the following address:

Pharmacy of Hospital Kyjov,m
Strazovska 1247/22, 697 01 Kyjov, Czec

Republic

The Study Drug, necessary CRF templates
and other information required for the
performance of the Study and provided to the
Center are and shall remain the Sponsor’s
property. The Sponsor declares that all
conditions stipulated in applicable laws
regulating the production (import) of the
provided Study Drug and the distribution of
the Study Drug to the Center have been met.

The Sponsor agrees to provide the Principal
Investigator with new information regarding
the safety of the Study Drug without undue
delay.

Article 4 — Remuneration

For the activities properly performed based on
this Agreement and for the transfer of rights
under Article 5, the Sponsor agrees to
provide through CRO the Contracting
Partners with remuneration in the amount, by
means and under the terms agreed by the
Parties below herein and in Appendix 1. The
relevant parts of the remuneration of the
Center and the Principal Investigator shall be
paid by the to both Contracting Partners
separately to their separate individual bank
accounts. If Principal investigator further wish
to allocate part of the Investigator’s payment
directly to the accounts of other trial team
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4.2.

4.3.

budou uréeny vdokumentu Rozdéleni
odmén podepsaném Hlavnim zkou$ejicim.
Platby pak budou uhrazeny oddélené
Centru a na gty uvedené Hlavnim
zkousSejicim.

Zadavatel a CRO prohlasuji, Ze neuzavieli
se zameéstnanci Centra Zadnou dohodu,
jejimz predmétem by bylo poskytnuti plnéni
vsouvislosti se Studii mimo uznani
dokumentu Rozdéleni odmén podepsaném
Hlavnim zkousejicim.

Smluvni partnefi nemaji narok na Zadnou
jinou odménu ¢i nahradu kromé téch, které
jsou uvedeny v této Smlouvé nebo pfiloze
¢. 1 nebo jinych smlouvach uzavienych se
Zadavatelem, ledaZe je pfedem pisemné
schvali Zadavatel.

Veskeré odmény a néhrady, které maji byt
zaplaceny Smluvnim partnerim, jsou
splatné ve [hité 60 dnu ode dne, kdy bude
CRO doru¢en odpovidajici darovy doklad
(faktura) majici vSechny naleZitosti dle
prisludnych pravnich pfedpist upravujicich
dan z pfidané hodnoty, a to ve prospéch
bankovniho G¢tu Centra:

Kaéd banky

Maijitel Géty
Cislo Gétu:

ice Kyjov
a bankovniho u¢tu Hlavniho zkousejiciho:

Banka:
Kaéd banky
Majitel uc¢tu: Evzen Fric

Cislo aetu: NN

Faktury musi byt zasilany CRO
s uvedenim  éisla  protokolu, ¢&isla
objednavky a jména zodpovédné osoby
za CRO:

Jan Malaé

a to na adresu:

Pharmnet s.r.o.
Peckova 13

186 00 Praha 8
Ceska Republika

V pfipadé, Ze Smluvni partner
(zkou8ejici) nemlze vystavit fakturu,
bude jako doklad pro platbu pouzit
formular ,Financni vyrovnani mezi CRO
a ¢lenem studijniho tymu®.

Study LT4032-301
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4.2

4.3

members, all such accounts will be specified

within the document Renumeration
distribution  list signed by Principal
investigator. Payment will be then paid

separately to the Institution and accounts
indicated by Principal investigator.

The Sponsor and CRO represent and warrant
that it did not conclude any agreement about
the performance of the Study with any
employee of the Center with exception of the
acceptance of the Renumeration distribution
list signed by Principal Investigator.

The Contracting Partners are not entitled to
any remuneration or reimbursement other than
that set forth in this Agreement and its
Appendix 1 or other agreements concluded
with the Sponsor, unless approved in advance
by the Sponsor in writing.

Any remuneration and reimbursement for
the Contracting partners must be paid within
60 days of the day the CRO receives a
relevant tax document (invoice), which
meets all requirements stipulated in
applicable laws regulating value-add tax, to
the following bank account of the Center:

Bank:

Bank code:

Account holder: Hospital Kyjov
Aceotint Ko IEERREEEN

And bank account of the Principal

Investigator:

Account No.:

Invoices must be addressed to the CRO, must
include Protocol number, order number and
the name of the CRO'’s responsible person:
Jan Malacg

and must be sent to the address:

Pharmnet s.r.o.
Peckova 13

186 00 Praha 8
Ceska Republika

In the case, that contracting partner
(investigator) cannot issue an invoice, the form
.Financial compensation between CRO and
the member of the study team* will be used for
the payment.

14 /34




Odmény a nahrady dle této Smlouvy a
pfilohy €. 1 (s vyjimkou odmén a nahrad,
u kterych je splatnost zvlast upravena
v pfiloze ¢. 1 Smiouvy) budou Centru a
Hlavnimu zkousejicimu uhrazeny takto:
Zpétné za bezprostiedné uplynuleé a

dosud nefakturované obdobi vidy
kazdého kalendafniho pololeti Studie si
Smiluvni partnefi spoleéné s CRO

vzajemné pisemné nebo formou e-mailu
odsouhlasi poétu a typ studijnich navstév
provedenych Hlavnim zkousejicim
a/nebo ostatnimi Cleny studijniho tymu,
jez maji byt dle této Smlouvy hrazeny
(tzv. navrh faktury), zaslany osobou
povéfenou CRO. Tento pfehled musi byt
zpracovan zvlast pro kazdy subjekt
Studie a musi zahrnovat vydctovani
v8ech navstév provedenych v pfislusném
kalendafnim  pololeti. Na  zakladé
vzajemného odsouhlaseni navrhu faktury
vystavi Centrum fakturu a Hiavni
zkousejici  fakturufformular  ,Finanéni
vyrovnani* na odménu a pFipadné
nahrady, jez jsou vsouladu s touto
Smlouvou opravnéni fakturovat, kterou
dorudi na adresu CRO. CRO zaplati
Centru a Hlavnimu zkouSejicimu na
zakladé fadné vystavené a dorudené

faktury/formuléfe ,Finanéni vyrovnani®
pfislusnou  odménu a  pfipadné
opravnéné fakturované nahrady za

obdobi, pro néz byl pfedmétny navrh
faktury/formulafe ,Finanéni vyrovnani® dle
tohoto ¢lanku odsouhlasen.

V pfipadé, Zze Zadavatel a / nebo CRO
nezasle Centru vySe uvedeny pfehled
(navrh faktury) k odsouhlaseni ve Ihuté
60 dn ode dne ukonéeni kalendainiho
pololeti, zasle Centrum CRO pisemnou
vyzvu a pokud CRO neza$le uvedeny
pfehled (navrh faktury) ani ve lhaté 30
dni od doruceni takové wvyzvy, jsou
Centrum/Hlavni  zkouSejici opravnéni
vystavit fakturu/formular LFinanéni
vyrovnani®* a CRO je povinno uhradit
Centru a Hlavnimu zkousejicimu odménu
a nahrady za vSechny fakturované ukony
provedené v obdobi kalendafniho
pololeti Hlavnim zkouSejicim a/nebo
ostatnimi Cleny studijniho tymu.

V pfipadé, ze Centrum zjisti, Ze jsou
v pfehledu (navrhu faktury) nedostatky,
tyto oznami bez zbytetného odkladu
CRO, které je povinno je odstranit. Ma-li
CRO zato, Ze v prehledu (navrhu faktury)
7adné nedostatky nejsou, sdéli toto

Study LT4032-301
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Any remuneration and reimbursement based
on this Agreement and Appendix 1 (except for
remuneration and reimbursement, the due
date of which is specified separately in
Appendix 1 to the Agreement) shall be paid to
the Center and the Principal Investigator in the
following manner: retroactively for the past
and not yet invoiced period of each calendar
half-year of the Study, the Contracting
Partners and the CRO shall approve in writing
or by e-mail the number and type of study
visits, which were performed by the Principal
Investigator and/or other Study Team
Members and which are to be paid based on
this Agreement (i.e. draft invoice), sent by a
person authorized by the CRO. Every overview
must be prepared separately for each trial
subject and must include a list of all visits
provided in the relevant calendar half-year.
Based on the mutually approved draft invoice,
the Center shall issue an invoice and the
Principal Investigator invoice/form *“Financial
compensation” for remuneration and potential
reimbursement that the Center and the
Principal Investigator are entitled to charge
pursuant to this Agreement and shall send it to
the CRO. Based on the duly issued and
delivered invoice/form “Financial
compensation”, the CRO shall pay the Center
and the Principal Investigator the relevant
remuneration and potential justified
reimbursement for the period for which the
draft invoice/form “Financial compensation”
has been approved pursuant to this article.

In the case that the Sponsor and / or CRO
does not send the Center the aforesaid
overview (draft invoice) for approval within 60
days of the end of the calendar half-year, the
Center shall send the CRO a written reminder
and if the CRO does not send the aforesaid
overview (draft invoice) within 30 days of
receipt of the reminder, the Center/Principal
Investigator shall have the right to issue an
invoice/form “Financial compensation” and the
CRO shall pay the Center and the Principal
Investigator the remuneration and
reimbursement for all invoiced activities
performed during the calendar half-year by the
Principal Investigator and/or other Study Team
Members.

The Center must immediately report any
potential deficiencies in the overview (draft
invoice) to the CRO, and the CRO must
remedy such deficiencies. In the case that the
CRO believes that the overview (draft invoice)
has no deficiencies, the CRO shall announce it
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4.4,

4.5.

4.6.

Centru. Centrum a CRO jsou nasledné

povinni  si  navzajem  poskytnout
souéinnost nezbytnou k odstranéni
pfipadnych rozporuU. Neposkytnuti

soudinnosti se povaZzuje za nepodstatné
porudeni Smiouvy.

Neodstrani-li CRO nedostatky v piehledu
(navrhu faktury) ani ve Ihité 45 dna ode
dne doruéeni oznameni dle predchoziho
odstavce, nebo v téZe Ihaté nesdéli
Centru, Zze v pfehledu (navrhu faktury)
Zadné nedostatky nespatfuje, plati, Ze
rozhodny pro vystaveni faktury je pfehled
(navrh faktury) ve znéni pfipominek
Centra, na zakladé kterého jsou Centrum
a Hlavni zkouSejici opravnéni vystavit
fakturu/formulaf ,Finanéni vyrovnani a
CRO je povinno odménu a nahrady za
fakturované Ukony provedené v obdobi
kalendarniho pololeti Hlavnim

zkoudejicim a/nebo ostatnimi  Cleny
studijniho tymu Centru uhradit.
CRO mé& pravo zadrzet az 10%

z pfisluéné castky odmény za obdobi
kalendainiho pololeti (dale jen ,zadrzné").
CRO se =zavazuje uhradit Centru a
Hlavnimu zkou$ejicimu zadrzné poté, co
budou predloZzeny vSechny pfislusné
CRF, budou zodpovézeny vsechny dotazy
s ohledem na data obsazena v téchto
CRF a budou odstranény vSechny
nespravnosti a nedostatky dat v databazi.

Nestanovi-li tato Smlouva jinak, vSechny
Gastky uvedené v této Smlouvé a jejich
pfilohach jsou uvedeny bez DPH. Pokud
nékteré platby za sluzby podiéhaji DPH,
CRO zaplati prislusnou &astku DPH ve
vy$i dle pravnich pfedpist ucinnych ke dni
uskuteénéni  zdanitelného plnéni na
zakladé prislusného dafového dokladu
(faktury), ktera bude splfiovat vSechny

nalezitosti pfedepsané pfislusnymi
pravnimi predpisy. Centrum a Hiavni
zkouSejici nesou  odpovédnost za
uhrazeni vSech ostatnich dani

v souvislosti s platbami na zakladé této
Smiouvy.

Smiluvni partnefi si jsou védomi, Ze
Sponzor Studie muZe zvefejnit na centralni
webové strance koncernu
www.laboratoires-thea.com a/nebo na
webové strance
www.fransparentnispoluprace.cz vlastnénée
a provozované Asociaci inovativniho
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4.4

4.5

4.6

to the Center. The Center and the CRO must
then cooperate as necessary to rectify such
discrepancies. Failure to cooperate shall be
considered a minor breach of this Agreement.

In the case that the CRO fails to remedy
deficiencies in the overview (draft invoice), or
fails to inform the Center that the CRO
believes that the overview (draft invoice) has
no deficiencies, within 45 days of
announcement based on the previous
paragraph, the Center shall use its version of
the overview (draft invoice), based on which
the Center and the Principal Investigator shall
issue an invoice/form “Financial compensation”
and the CRO shall have to pay the
remuneration and reimbursement for invoiced
activities performed during the calendar half-
year by the Principal Investigator and/or other
Study Team Members.

The CRO has the right to retain up to
10% of the remuneration for the calendar
half-year (hereinafter referred to as the
“Retainer”). The CRO agrees to pay the
Center and the Principal Investigator the
Retainer after all relevant CRFs were
submitted, all questions concerning CRF
data were answered and all incorrect or
incomplete data in the database were
rectified.

Unless otherwise stated in this Agreement,
no amounts specified in this Agreement
and its Appendices include VAT. In the
case that any payment for services is
subject to VAT, the CRO shall pay the
relevant VAT amount stipulated in legal
regulations effective as of the date of
taxable supply based on the relevant tax
document (invoice) that shall meet the
requirements laid down in applicable legal
regulations. The Center and the Principal
Investigator shall be responsible for paying
any other tax with respect to the payments
made based on this Agreement.

The Contracting Partners understand that the
Study Sponsor may disclose on the central
website www.laboratoires-thea.com of the
group and/or on the website
www.transparentnispoluprace.cz owned and
operated by the Association of Innovative
Pharmaceutical Industry any payment and any
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4.7.

5.

5:2.

farmaceutického primyslu platby a jina
plnéni tykajici se vyzkumu a vyvoje, tj. (1)
platby provedené ze strany Zadavatele na
zakladé této Smlouvy a (2) veskeré vydaje
na ubytovani, souvisejici vydaje na
poho$téni a dopravu Smluvnich partnerd,
které Zadavatel uhradi na zakladé této
Smiouvy a (3) veSkeré kongresové
registraéni poplatky, Ucastnické poplatky
nebo obdobné poplatky, které Zadavatel
uhradi na zakladé této Smlouvy, a to
anonymnim zptsobem, tj. na agregovaneé
urovni. Tyto informace mohou byt rovnéz
publikovany jako souéast této Smlouvy
vregistru smiuv na zakladé zakona ¢.
340/2015 Sb., o Registru Smiuv (dale jen
Zakon o registru smluv"). Bez ohledu na
vyde uvedené muZe Zadavatel zvefejnit
pfevod jakékoliv hodnoty poskytnuté
vramci této Smlouvy. Smluvni strany se
dohodly, Ze tato smlouva bude zvefejnéna

vyhradné v rozsahu a podobé
odsouhlasené zadavatelem.

Veskera  penézni  plnéni  subjekiu
hodnoceni jsou vyplacena Hlavnim

zkousejicim v souladu s touto Smlouvou a
Protokolem. Pravidla pro vyplaceni jsou
blize upravena v priloze ¢ 3 ktéto
Smiouveé.

Cl. 5 - Prava k vysledkim

Sponzorovi studie patfi vyhradni prava ke
véem  vysledkdm, datim, zjisténim,
objeviim, vynalezim a specifikacim, bez
ohledu na to zda jsou zpuUsobilé byt
pfedmétem patentové ochrany ¢i nikoli,
které vznikly, byly vytvofené, odvozené,
vyprodukované, objevené, vymyslené nebo
jinak ucinéné Centrem, Hlavnim
zkousejicim a/nebo Cleny studijniho tymu
v souvislosti s provadénim Studie (dale jen
JVysledky”). Smluvni  partnefi timto
pfedem postupuji veskera sva majetkova
prava k Vysledkim na Sponzora Studie a
Sponzor Studie tato postoupena prava
pfijima. Odména za tento pfevod je jiz
zahrnuta v odméné Smiuvnich partnert dle
¢l. 4. Smluvni partnefi neziskavaji
k Vysledkim plnénim této Smlouvy zadna
prava.

V8echna zdravotnickd dokumentace a
ptvodni zdrojova dokumentace zlstane
majetkem Centra; nicméné, Sponzor
Studie je opravnén je pouZzit v souladu
s touto Smlouvou a souhlasem subjektl
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transfer of value relating to research and
development, i.e. (1) payments made by
Sponsor under this Agreement and (2) any
cost of accommodation, refreshments and
travel of the Contracting Partners, which
Sponsor covers under this Agreement and (3)
any congress registration or participation fees
or similar fees, which Sponsor covers under
this Agreement, all this in an anonymized way,
i.e. on aggregated level. This information may
also be disclosed as a part of this Agreement
in the Agreements Register pursuant Act No.
340/2015 Coll., on the agreements register
(hereinafter referred to as the “Agreements
Register  Act”).  Notwithstanding  the
aforementioned, the Sponsor may also
disclose any transfer of value under this
Agreement. The Contracting Parties have
agreed that this Agreement shall be disclosed
exclusively in the scope and form agreed by
the Sponsor.

4.7. Payments to trial subjects shall be made by the

5.1

5.2

Principal Investigator in compliance with this
Agreement and the Protocol. Payment rules
are specified in detail in Appendix 3 to this
Agreement.

Article 5 — Rights to Results

The Study Sponsor shall own the exclusive
rights to all results, data, findings, discoveries,
inventions and  specifications,  whether
patentable or not, that were originated,
conceived, derived, produced, discovered,
invented or otherwise made by the Center, the
Principal Investigator and/or Study Team
Members in connection with conducting the
Study (hereinafter referred to as "Results").
The Contracting Partners hereby assign all of
their proprietary rights to Results to the Study
Sponsor in advance and the Study Sponsor
accepts such assigned rights. The royalty fee
for this assignment is already included in the
remuneration of the Contracting Partners
under Article 4 hereof. The Contracting
Partners shall not acquire any rights to Results
by performing this Agreement.

All medical records and original source
documents shall remain the property of the
Center; however, the Study Sponsor shall be
permitted to use them in accordance with this
Agreement and based on the consent of trial
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