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Czech Republic/ Institution & Investigator Clinical Trial Agreement

CLINICAL TRIAL AGREEMENT

This CLINICAL TRIAL AGREEMENT (the
“Agreement”) is valid on the date of last signature
and effective on the date of by publishing in
accordance with the Act no. 340/2015 Coll. on the
Register of Contracts e (the “Effective Date”), by
and between

Fakultni nemocnice v Motole,
statni prispévkova organizace
V Uvalu 84
150 06 Prague 5
Czech Republic
ID No.: 00064203
VAT No.: CZ 00064203
Represented by XXXXXXXXXXXXXXXXXX, based on
authorization
(the “Institution™),

ICON Clinical Research Limited located at
South County Business Park, Leopardstown,
Dublin 18, Ireland (“ICON”), acting as an
independent contractor for LFB Biotechnologies
located at Zone d’activit¢é de Courtabceuf 3,
avenue des Tropiques, 91940 Les Ulis, France (the
“Sponsor”). ICON has agreed to accept certain
obligations and duties in respect of the conduct of
the clinical trial in Czech Republic; and

XXXXXXXXXXXXX, an employee of the Institution,
acting within the scope of his employment,
located at Fakultni nemocnice v Motole,
XXXXXXXXXXXXX, V Uvalu 84, 150 06 Prague 5,
who shall serve as the principal investigator
(“Investigator”) for the Study as defined below.

The Institution and the Investigator may be
collectively referred to as the “Site.”

1. STATEMENT OF WORK.

(a) The Investigator will conduct the clinical
research study entitled “A multicenter,
randomized,  double-blind,  placebo-

Fakultni nemocnice v Motole,
XXXHXXXKXXKKXXKEXXHKXXKXXKKXXXKKX
FGTW2101

SMLOUVA O PROVEDENI

KLINICKEHO HODNOCENI
Tato SMLOUVA O  PROVEDENI
KLINICKEHO HODNOCENi (dale jen
»omlouva“®) nabyva uéinnosti dne nabyva platnosti
ke dni podpisu posledni stranou a stava se ucinnou
dnem uvetejnéni dle zdkona ¢. 340/2015 Sb. (dale
jen ,,.Datum uc¢innosti), mezi

Fakultni nemocnice v Motole,
statni piispévkova organizace
V Uvalu 84
150 06 Praha 5
Ceska republika
ICO: 00064203
DIC: CZ 00064203

Zastoupend  XXXXXXXXXXXXXXXXXX, na zéklade
povéfeni
(dale jen ,Poskytovatel nebo Poskytovatel

zdravotnich sluzeb®),

spole¢nosti Spole¢nost ICON Clinical Research
Limited se sidlem South County Business Park,
Leopardstown, Dublin 18, Irsko (dale jen ,,JCON®)
jednajici jako nezavisly dodavatel spolecnosti LFB
Biotechnologies se sidlem Zone d’activité de
Courtabeeuf 3, avenue des Tropiques, 91940 Les
Ulis, Francie (dale jen ,,Zadavatel). Spole¢nost
ICON se zavazuje pievzit urCité zavazky a
povinnosti  tykajici se provadéni klinického
hodnoceni v Ceské republice; a

XXXXXXXXXXXXXXX, zaméstnancem Poskytovatele,
jednajiciho v rozsahu jeho zaméstnani, se sidlem
Fakultni nemocnice v Motole, XXXXXXXXXXxX, V
Uvalu 84, 150 06 Praha 5, Ceska republika, ktery
bude vystupovat jako hlavni zkousejici (dale jen
Zkousejici) odpovidajici za Studii, jak je
definovano nize.

Poskytovatel a Zkousejici mohou byt dale spole¢né
oznacovani jen jako . Resitelské centrum®.

1. POPIS PROJEKTU.

(@) Zkousejici provede klinickou vyzkumnou
studii pod nazvem ,Multicentricka,
randomizovana, dvojité zaslepena,
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(b)

controlled, parallel, phase 3 study to
assess the efficacy and safety of
fibrinogen concentrate (FGTW) in the
management of bleeding in patients
undergoing complex cardiac surgery
(involving CPB)” (the “Study”), bearing
protocol number FGTW2101, as may be
amended from time to time (the
“Protocol™), the provisions of which are
incorporated herein by reference. The
Investigator shall perform the Study in
conformance with: (i) generally accepted
standards of good clinical practice, (ii) an
ethical manner and in a manner that
appropriately protects the safety, security,
and well-being of the Study subjects and
any data arising from the Study (iii) the
Protocol, (iv) the FDA Form 1572 or
equivalent form, and (v) all applicable
laws, rules and regulations including, but
not limited to, those governing the conduct
of the Study, and applicable medical
subject privacy and data security laws and
regulations, (in particular according to Act
No. 378/2007 Coll., on Pharmaceuticals,
as amended, Act No. 372/2011 Coll., on
Health Services, as amended, the General
Data Protection Regulation, Act No.
110/2019 Coll.,, on Personal Data
Processing, as amended, and Decree No.
226/2008 Coll., on Good Clinical Practice,
Regulations, Instructions. The Institution
shall not reassign the conduct of the Study
to another investigator without ICON’s
express written consent. If the Investigator
is unable to perform the duties required by
this Agreement, the Institution shall
promptly notify ICON in writing. If a
mutually acceptable replacement is not
available, this Agreement may be
terminated as provided herein.

The Institution shall provide appropriate
resources and facilities so the Investigator

Fakultni nemocnice v Motole, XXXXXXXXXXXXX
FGTW2101

placebem kontrolovana studie faze 3 s
paralelnimi skupinami hodnotici U€¢innost
a bezpecnost koncentratu fibrinogenu
(FGTW) pii zvladani krvaceni u pacientti
podstupujicich  komplexni  chirurgicky
zakrok na srdci (v€etné¢ CPB)“ (dale jen
HStudie®), s ¢islem protokolu FGTW2101,
ve znéni pifipadnych zmén (dale jen
,Protokol),  jehoz ustanoveni jsou
nedilnou  soucasti  této  Smlouvy.
Zkousejici bude provadét Studii v souladu
s: 1) vSeobecné¢ akceptovanymi standardy
spravné klinické praxe (GCP), ii) etickym
jednanim a zptsobem zahrnujicim mimo
jiné dodrzovani vSeobecné platnych
profesiondlnich standardd, které pfimétené
chrani bezpecnost, jistotu a pohodu
subjektl Studie a udaji ziskanych ze
Studie, iii) Protokolem, iv) FDA
formulafem 1572 nebo  podobnym
formulafem a v) vSemi pfislusnymi
zakony, predpisy a smeérnicemi vcetné
mimo  jiné  predpisi  upravujicich
provadéni Studie, a platnymi zakony a
predpisy o ochrané soukromi pacientli a
osobnich udaji, (zejména pak podle
zakona ¢. 378/2007 Sb., o 1éCivech, ve
znéni pozd€jSich predpist, zadkona ¢.
372/2011 Sb., o zdravotnich sluzbach, ve
znéni pozdéjSich predpist, obecného
nafizeni o ochrané osobnich udajt, zakona
¢. 110/2019 Sb., o zpracovani osobnich
udajii, ve znéni pozd¢&jSich predpist a
vyhlasky ¢. 226/2008 Sb., o spravné
klinické  praxi, nafizeni, pokyni).
Poskytovatel neni opravnéné poveérit
vykonem Studie jiného Zkousejicitho bez
vyslovného pisemného souhlasu ICON.
Nemuze-li Zkousejici vykonavat
povinnosti  vyplyvajici ze Smlouvy,
Poskytovatel je o tom povinno ICON
neprodlené pisemné vyrozumét. Nelze-li
nalézt nahradu pfijatelnou pro ob¢ strany,
muze nektera strana od této Smlouvy
odstoupit zpGsobem v této Smlouvé
stanovenym.

(b) Poskytovatel poskytne vhodné zdroje a

moznosti, aby Zkousejici mohl Studii
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can conduct the Study in a timely and
professional manner and according to the
terms of this Agreement. The Site shall
ensure that only individuals who are
appropriately trained and qualified will
assist in conducting the Study. The Site is
responsible for ensuring that all personnel
participating in the Study (“Study Team”)
comply with the terms of this Agreement,
excluding personnel supplied by ICON or
Sponsor. Institution and Investigator agree
to promptly notify ICON in the event any
Study Team Member is reported to or
comes under investigation by any
licensing board, independent ethics
committee or institutional review board,
and further agrees to promptly discontinue
the use of any such personnel in
connection with the Study unless ICON
consents in writing to the continued use of
such personnel, which such consent shall
not be unreasonable delayed, conditioned,
or withheld. Unless otherwise agreed to in
writing by the parties, the Site shall
conduct the Study only at the facilities
indicated in this Agreement.

2. PAYMENT.

(@)

ICON will pay the Institution according to
the Payment Terms attached hereto as
Exhibit A (“Payment Terms”) and the
Budget attached hereto as Exhibit B
(“Budget”), upon receipt of invoices and
other appropriate  documentation as
specified therein. Payments due hereunder
are pass-through payments from Sponsor
that will be sent after such payments are
received by ICON from Sponsor. ICON
shall exercise reasonable efforts to ensure
timely receipt of pass-through payments
from Sponsor.

(b) The Institution as payee (“Payee”) shall

provide full payment instructions and

(a)

Fakultni nemocnice v Motole, XXXXXXXXXXXXX
FGTW2101

provést vCas aodborné a v souladu s
podminkami této Smlouvy. Poskytovatel
zajisti, ze pii provadéni Studie budou
napomocni pouze vyskoleni a kompetentni
spolupracovnici. Poskytovatel odpovida za
zajisténi  toho, Ze wveskery personal
ucastnici se Studie (dale jen ,,Tym Studie®)
spliuje podminky  této  Smlouvy, s
vyjimkou personalu, ktery poskytne ICON
nebo Zadavatel. Poskytovatel a Zkousejici
souhlasi, ze neprodlené¢ oznami ICON,
pokud je ¢len Tymu Studie ohlasen
licenéni komisi, nezavislé etické komisi
nebo piezkoumaci komisi nebo jimi
vySetfovan, a v navaznosti na takové
Setteni bude stakovym clenem Tymu
Studie  ukonfena  veSkera  Cinnost
souvisejici s provadénim Studie, pokud
spole¢nost ICON nepoda pisemny souhlas,
ktery nesmi byt nepiiméfené opozdény,
podminény nebo odmitnuty,
s pokraCovanim  spoluprace s danym
Clenem. Pokud neni stranami sjednano
pisemné néco jiného, Resitelské centrum
bude provadét Studii jen v zafizenich
uvedenych v této Smlouvé.

UHRADA.

ICON zaplati Poskytovateli thradu v
souladu s platebnimi podminkami, které
jsou Ktomuto dokumentu pfipojeny
jako ptiloha A (dale jen ,Platebni
podminky*), a srozpoltem, ktery je
k tomuto dokumentu pfipojen jako piiloha
B (dale jen ,,Rozpocet™), a to na zaklade
doruceni faktur a dalSich pfislusnych
dokladii v souladu s Rozpoétem. Uhrady
splatné podle této Smlouvy znamenaji
prosttedky poskytované Zadavatelem a
budou zaplaceny poté, kdy je ICON obdrzi
od Zadavatele. ICON vynalozi ptfiméfené
usili, aby obdrzela uhrady od Zadavatele
vcas.

(b) Poskytovatel, jakozto prijemce platby (dale

jen ,,PHjemce platby“) poskytne pisemné
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(©)

(d)

(€)

bank details, in writing to ICON in the
Payment Information Checklist (“PIC”),
before any payment can be made. The
Payee is obliged to inform ICON, in
writing, of any changes or required
updates of payment instructions and/or
bank details. The parties agree that any
change of or update to the Payee’s bank
details contained in the PIC may be
effected through a written notice and shall
not of itself require a formal Amendment
to this Agreement.

The Site is an independent contractor, and
neither ICON nor Sponsor is responsible
for any employee benefits, pensions,
workers’ compensation, withholding, or
employment-related taxes as to the Site or
its personnel.

The Investigator and any sub-investigators
will complete and sign a financial
disclosure  form  when  reasonably
requested to do so by ICON or Sponsor.
These forms shall be promptly updated as
needed to maintain their accuracy and
completeness during the Study and for one
year after its completion. The Institution
and Investigator acknowledge and agree
that any payments made under this
Agreement will be disclosed to the local
regulatory authorities by Sponsor or ICON
as required under the EFPIA (European
Federation of Pharmaceutical Industries
and Associations) Disclosure Code or
equivalent local legislation.

The Institution hereby agrees that no third
party will be charged for any aspect of
treatment or subject care for which the
Payee has invoiced or been paid under this
Agreement. The Institution hereby agrees
that neither participants in the Study nor
any third party will be charged for FGTW
(the “Study Drug”) or any comparator

(©)

(d)

(€)

Fakultni nemocnice v Motole, XXXXXXXXXXXXX

FGTW2101
spolecnosti  ICON  kompletni platebni
pokyny a bankovni spojeni, a to na

formulari platebnich udajt (dale jen ,,PIC*)
predtim, nez bude mozno uskutecnit
jakoukoliv platbu. Piijemce platby je
povinen pisemné informovat ICON o
jakychkoliv zménach nebo pozadovanych
aktualizacich v platebnich pokynech a/nebo
bankovnim  spojeni. Smluvni strany
sjedndvaji, ze zmény nebo aktualizace
bankovniho spojeni Piijemce platby
obsazen¢ v PIC mohou byt provadény
pisemnym ozndmenim a samy o sob¢

nevyzaduji uzavieni dodatku k této
Smlouveé.
Resitelské  centrum  je  nezavislym

dodavatelem a ICON ani Zadavatel nejsou
odpovédni za vyplaceni jakychkoli pozitkid
zameéstnancu, duchodu, nahrad
pracovnikiim, srazek nebo dani hrazenych
za zaméstnance bud’ Poskytovateli, nebo
jeho personalu.

Zkousejici a piipadni spoluzkousejici
na pfiméfenou zadost ICON nebo
Zadavatele vyplni a podepisi formulaf
finan¢nich udaju. Tyto formulafe musi byt
Vv ptipade potieby neprodlené
aktualizovany, aby po dobu Studie a
jednoho roku po jejim skonceni zistaly
spravné a uplné. Poskytovatel a Zkousejici
berou na védomi a souhlasi stim, ze
veskeré platby provedené vramci této
Smlouvy budou Zadavatelem nebo ICON
sdéleny mistnim regulacnim Gfadtm, jak je
pozadovano podle EFPIA (Evropska
federace farmaceutického pramyslu a
asociaci) kodexem zvefejnovani nebo
ekvivalentnim mistnim pfedpisem.

Poskytovatel timto souhlasi s tim, Ze
zadnému subjektu ani tfeti stran¢ nebude
Vv zadném ohledu uctovana [éCba ani
zdravotni péce, kterou Piijemce platby
fakturoval nebo kterda byla uhrazena
v ramci této Smlouvy. Poskytovatel timto
souhlasi s tim, Ze UcCastnikim Studie ani
zadné treti strané nebude uctovan FGTW
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()

(9)

3.

(@)

drugs provided for this Study, nor shall
Payee include such cost in any cost report
to third-party payers.

Unless otherwise agreed herein, payments
will be made for evaluable subjects and
for eligible subjects only. An eligible
subject is one who meets all of the
inclusion requirements and does not meet
any of the exclusion criteria of the
Protocol, who was enrolled by
Investigator, and from whom informed
consent has been obtained. An evaluable
subject is one for whom case report forms
(“CRFs”) have been properly completed
in accordance with the Protocol, and who
has completed the appropriate Study
procedures as set forth in the Protocol, and
undergone the evaluations required by the
Protocol.

The parties acknowledge and agree that
the compensation provided for Site’s
performance under the Agreement
represents the fair market value for the
services conducted by Site and has been
agreed independently from any business
the Institution or the Investigator has made
or may make in relation to the ordering of
products or services of the Sponsor.

RECORDKEEPING; REPORTING;
ACCESS.

Authorized representatives of Sponsor
and/or ICON have the right, upon

reasonable advance notice, no less than
three (3) days in advance , during regular
business hours in a way that the normal
operation of Institution is not disrupted ,
(i) audit and examine the Site’s facilities
required for performance of the Study; and
(ii) review all data, records and work
products relating to the Study, and if
necessary, make copies of such data,
records and work products, provided such

(f)

(9)

(a)

Fakultni nemocnice v Motole, XXXXXXXXXXXXX
FGTW2101

(dale jen ,,Hodnoceny 1€k*) nebo jiny 1ék
poskytnuty pro tuto Studii a ze takovéto
naklady nebudou zahrnuty do zadného
vykazu nékladt pro platce-treti strany.

Pokud v této Smlouvé neni
dohodnuto jinak, platby budou provadény
jen za vyhodnotitelné subjekty a jen za
zpisobilé subjekty. Zpiasobily subjekt je
ten, ktery splni vSechny podminky pro
zafazeni a nesplituje zadné z vylucovacich
kritérii uvedenych Protokolu, ktery byl
zafazen hlavnim Zkousejicim a ktery udélil
svij informovany souhlas. Subjekt, kterého
Ize vyhodnotit, je ten subjekt, u n&jz byly
uspokojivé vyplnény vSechny formuléie
pro zaznamy Subjektt hodnoceni (dale jen
»CRF*“) wvsouladu s Protokolem, ktery
absolvoval pfislusné studijni  tkony
stanovené Protokolem a ktery absolvoval
vySetfeni pozadovand Protokolem.

Smluvni strany uznavaji a souhlasi
stim, e odména za plnéni Resitelského
centra na zakladé této Smlouvy predstavuje
spravedlivou  trzni  hodnotu  sluzeb
poskytnutych Regitelskym centrem a byla
sjednana nezavisle na jinych obchodnich
vztazich, stavajicich nebo potencialnich,
Poskytovatele nebo Zkousejiciho tykajicich
se objednavek vyrobkli nebo sluzeb
Zadavatele.

ZAZNAMY, VYKAZY, PRISTUP.

Zmocnéni zastupci Zadavatele, piipadné
ICON, jsou opravnéni na zakladeé
pfiméteného ptedchoziho oznameni
v piiméfené 1hut¢ nejméné tii (3) dny
pfedem a béhem obvyklé pracovni doby a
tak, aby mnebyl naruSen bézny chod
Poskytovatele zdravotnich sluzeb i)
provadét audit a provéfit vybaveni
Regitelského centra potiebné k provedeni
Studie a ii) zkontrolovat a vytvofit si kopie
veSkerych udaju, zaznamu a vysledku
prace souvisejicich s provadénim Studie, a
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copies do not include any unauthorized
individually-identifiable information of a
Study subject. The Site shall maintain
complete and accurate records related to
the Study, and shall retain all such records
resulting from the Study in accordance
with ICH GCP for the time required by
applicable laws and regulations i.e.
twenty-five (25) years for study using non
plasmatic Study Drug and forty (40) years
for study using plasmatic Study Drug

(b) The Sponsor will inform the Institution no

(©

later than 6 months before the expiry of
the archiving period about how these
records and documents belonging to the
Study will be handled, if the Sponsor does
not inform the Institution within the
specified time, it is considered as
agreement to shredding or other such
electronic destruction in accordance with
applicable professional standards. In the
event that the Sponsor requests an
extension of the archiving period at the
Institution, the Institution is entitled to
demand a proportional fee from the
Sponsor.

The Investigator will deliver CRFs to
ICON within three (3) days of
Investigator’s review or in accordance

with ICON’s reasonable written
instructions, as the case may be. The
Investigator shall be available at

reasonable times during normal business
hours to meet with Study monitors and
answer questions regarding the conduct of
the Study. As ICON must use or access
the Site’s computer systems, it will do so
in accordance with the Site’s instructions
and will only use acquired information for
the purpose of the Study and in
accordance  with  applicable  laws.
Institution and Investigator will comply
with Investigator obligations under ICH

(b)

(©)

Fakultni nemocnice v Motole, XXXXXXXXXXXXX
FGTW2101

jestlize to je potiebné, potizovat si kopie
takovych udajl, zaznamu a vysledk prace,
za predpokladu, ze takové kopie neobsahuji
nepovolené individualn¢ identifikovatelné
informace 0  Subjektu  hodnoceni.
Regitelské centrum je povinno vést uplné a
spravné zaznamy tykajici se Studie a
zaznamy vzniklé ze Studie je povinno
archivovat v souladu s ICH GCP po dobu,
jakou stanovi pfislusné zdkony a pravni
predpisy tj. dvacet pét (25) let pro studii s
pouzitim neplazmatického hodnoceného
ptipravku a ctyficet (40) let pro studii s
pouzitim  plazmatického  hodnoceného
pripravku .

Zadavatel bude informovat Poskytovatele
zdravotnich sluzeb nejpozd€ji 6 meésict
pred uplynutim doby archivace o tom,
jakym zptisobem bude s témito zaznamy a
dokumenty patficimi ke klinickému
hodnoceni nalozeno, v pfipadé, ze
Zadavatel ve stanovené dob¢ Poskytovatele
zdravotnich sluzeb informovat nebude, ma
se za to, ze souhlasi se skartaci. V piipad¢,
7ze bude Zadavatel zadat o prodlouzeni
doby archivace u Poskytovatele
zdravotnich  sluzeb, je Poskytovatel
zdravotnich sluzeb opravnén po Zadavateli
pozadovat umérné zpoplatnéni.

Zkousejici zasle zaznamy CRF spolecnosti
ICON do tii (3) pracovnich dni od revize

Zkousejiciho nebo v souladu s
pfiméfenymi pisemnymi pokyny ICON
podle okolnosti. ZkouSejici bude v

pfiméfenych hodinach v bézné pracovni
dobé¢ k dispozici ke schiizkdm s monitory
Studie a bude odpovidat na jejich otazky
tykajici se provadéni Studie. Protoze musi
ICON  pouzit pocitaCové  systémy
Regitelského centra nebo do nich vstoupit,
ucini tak v souladu s pokyny Resitelského
centra a ziskané informace pouzije pouze
pro Gcely Studie a v souladu s pfislusnymi
pravnimi  pfedpisy.  Poskytovatel a
ZkouSejici budou postupovat v souladu
s povinnostmi vyplyvajicimi z ICH GCP
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(d)

GCP 4.1.4. and 4.9.7. to ensure Study
monitors are granted direct access to
Study Subject original medical records for
verification purposes, including periodic
access to allow comparison of certified
copies of medical records against the
original  records to verify their
authenticity. As remote monitoring is not
authorized for SDV, Site shall provide
Study monitors access to its electronic
medical records system. Site shall ensure
that only Study Subject medical records
shall be disclosed to Study monitor and
shall ensure that no access to non-Study
Subject records is possible. Where this is
not possible, Institution and Investigator
shall ensure certified paper copies are
made available for inspection. The Site
shall ensure sufficient access is granted to
the monitor to enable source data
verification of the Study Subjects.

The Site will promptly notify Sponsor and
ICON if any regulatory authority notifies
the Institution or Investigator of a pending
inspection relating to the Study, and will
promptly forward to Sponsor and ICON
copies of any written communication
received as a result of such inspection
which are related to the Study. The Site
shall also provide to Sponsor and ICON
copies of any documents provided to any
inspector that relate to the Study.

4. CONFIDENTIALITY.

any and of technical,

The Protocol, Study Drug(s), CRFs, and
scientific, operational,

strategic, commercial or other nature, data, reports
or documents disclosed orally, in written or by
electronical mail to or generated by the Site or any

Study

Team members regarding the work

performed under this Agreement (other than subject
medical records) or which otherwise relates to this

(d)

Fakultni nemocnice v Motole, XXXXXXXXXXXXX
FGTW2101

4.1.4. a 49.7. a zajisti monitorovi Studie
poskytnuti pfimého pfistupu k ptivodnim
lékatskym zaznamim Subjektl hodnoceni
za ulelem ovéfeni, vcetné pravidelného
pfistupu ke vzajemnému porovnavani
ovétené kopie zdravotnické dokumentace
proti pivodnim zdznamim, které maji
ovétit jejich pravost. Vzhledem k tomu, ze
pro SDV neni povoleno vzdalené
monitorovani, Resitelské  centrum
poskytne monitorovi Studie ptistup do své
elektronické databaze 1€kaiskych zaznami.
Resitelské centrum  zajisti, aby byly
zptistupnény pouze ty lékarské zaznamy,
které se tykaji Subjektd hodnoceni, a
zajisti, Ze monitor Studie nebude mit zadny
ptistup k dokumentaci, ktera se netyka
Subjektd hodnoceni. Pokud toto neni
mozné, Poskytovatel a ZkouSejici zajisti
ovefené tisténé kopie zaznamii a poskytne
je kdispozici pro kontrolu. Poskytovatel
zajisti dostateCny piistup pro studijniho
monitora za ucCelem kontroly zdrojové

dokumentace studijnich Subjektt
hodnoceni.
Resitelské  centrum bude bezodkladné

informovat Zadavatele a ICON, jestlize
bude néjaky regulacni ufad informovat
Poskytovatel nebo Zkousejiciho o chystané
kontrole nebo auditu tykajiciho se Studie, a
bezodkladné postoupi Zadavateli a ICON
kopie veskerych pisemnych materiald,
které obdrzi v souvislosti s touto kontrolou
a které souviseji se Studii. Resitelské
centrum dale preda Zadavateli a ICON
kopie veskerych dokumentt, které poskytlo
kontroloriim a které se vztahuji ke Studii.

DUVERNOST INFORMACIH.

Protokol, Hodnocené Iléky, piipadové

formulate (Case Report Forms — dale jen ,,CRF*) a
technické, védecké, provozni, strategické, obchodni
nebo jiné povahy, udaje, zpravy nebo dokumenty
zptistupnéné Ustné, pisemné nebo elektronickou

poStou

¢lenové

nebo vytvoii Resitelské centrum nebo
Tymu Studie vsouvislosti s praci

vykonavanou v souladu s touto Smlouvou (kromé

Revised July 2018

Page 7 of 25



Confidential

Czech Republic/ Institution & Investigator Clinical Trial Agreement

Study (“Confidential Information”) belong to
Sponsor and shall not be disclosed by the Site to
any third party or be used for any purpose other
than the performance of the Study without the prior
written consent of Sponsor, during a period of
seven (7) years after the termination of the
performance of the Agreement. The above
obligations of confidentiality shall not apply to the
extent Confidential Information:

(@)

is or becomes, through no fault of the Site,
part of the public knowledge;

(b) the Site can demonstrate was already
lawfully in the Site’s possession on the
date of disclosure to the Site and not
subject to prior confidentiality obligations,
as evidenced by competent written records

(c) is acquired by the Site from any third
party without restrictions on disclosure. In
such case, the Site shall not disclose such
information if it has also been transmitted

by the Sponsor or ICON or

(d) is developed by the Site independently,
without the use or benefit of Confidential
Information, and as evidenced by

competent written records.

Permitted Disclosures. The Site’s obligations of
non-disclosure and non-use of Confidential
Information shall not apply to the extent the Site is
required by law to disclose Confidential
Information, provided the Site promptly notifies
Sponsor of such a requirement prior to disclosure to
allow Sponsor the reasonable opportunity to oppose
the requirement or seek an appropriate protective
order. This Section 4 does not limit the Site’s rights
or obligations under Section 6 Publication.

Fakultni nemocnice v Motole, XXXXXXXXXXXXX

FGTW2101
lIékarskych  zdznam  subjektd) nebo jinak
souvisejicich se Studii (dale jen ,,Divérné
informace), jsou vlastnictvim Zadavatele a

Resitelské centrum neni opravnéno je sd&lovat
jakékoli treti osobé ani pouzivat k jakémukoli
jinému ucelu nez pii plnéni Studie bez piedchoziho
pisemného souhlasu Zadavatele po dobu sedmi (7)
let po ukonceni Smlouvy. Vyse uvedeny zavazek
divérnosti informaci se nevztahuje na Duvérné
informace v rozsahu, v jakém:

(@) jsou nebo budou zvefejnény bez zavinéni
ze strany Resitelského centra;

(b) miize Resitelské centrum prokazat, ze k
datu jejich sdéleni Resitelskému centru jiz
byly legalné Resitelskému centru znamy,
aniz by podléhaly predchozimu zavazku
divérnosti  informaci, jak  dokladaji
ptislusné pisemné zdznamy

(c) je Resitelské centrum ziskalo od né&jaké
treti osoby bez omezeni tykajicich se jejich
sdélovani. V takovém piipadé Resitelské
centrum takové informace nezvefejni,
pokud byly rovnéz ptedany zadavatelem
nebo spolecnosti ICON nebo

(d) je Resitelské centrum vytvofilo nezavisle
na obdrZzeni Duvérnych informaci podle
této Smlouvy, coz lze prokéazat ptisluSnymi
pisemnymi zaznamy.

Povolené vyzrazeni. Povinnosti Poskytovatele
ohledn¢ utajeni a nepouziti Duvérnych informaci
neplati v rozsahu, v jakém mé Resitelské centrum
zakonnou povinnost Duvérné informace vyzradit,
oviem s tim, e pied vyzrazenim ReSitelské
centrum bezodkladné informuje Zadavatele, aby
meél Zadavatel piilezitost se tomuto pozadavku
branit nebo pozddat o vydani pfislusného
ochranné¢ho opatieni. Tento Clanek 4 neomezuje
préva a povinnosti Resitelského centra dle ¢lanku 6
— Zvetejiiovani.
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5. PRIVACY AND DATA PROTECTION.

The parties agree that each will comply
with their respective obligations as required under
applicable privacy and data protection laws,
including but not limited to the Regulation (EU)
2016/679 of the European Parliament and the
Council of 27th of April 2016 pertaining to the
protection of natural persons with regards to the
processing of data privacy personal data and on the
free movement of such data and repelling directive
95/46/EC personal information of EU study
Patients (“EU GDPR”) and its directive 95/46/EC
effective as from 25 May 2018 , and French law
78-17 of 6 January 1978 on information
technology, data files and civil liberties; using
appropriate technical and organizational measures
for the processing, integrity, confidentiality and
security of personal information and Study Data.

e The Institution owns and shall be
responsible for source data (as defined by
ICH GCP).

e Sponsor owns and shall be responsible for
all Study Data (defined under Clause 7).

o Where the Study is in the European Union,
the Sponsor will be the data controller; the
Site and Study Team will be data processor
for Study performance at Institution and
shall act in accordance with instructions
provided by Sponsor or ICON; and ICON
acts as data processor for clinical trial
management and monitoring duties.

ICON will provide a personal information notice
for Study Team members advising them of the
collection, use, processing, holding and transfer of
their personal information to countries other than
their own, that may not have the same level of data
protection as their own country. Institution and
Investigator agree to provide reasonable assistance
to give this notice to members of Study Team. The
parties agree that where a proposed Study Team

Fakultni nemocnice v Motole, XXXXXXXXXXXXX
FGTW2101

5. OCHRANA _ SOOUKROMi A
OSOBNICH UDAJU.

Smluvni strany se dohodly, Ze budou plnit
své prislusné zavazky v souladu s pravnimi
pfedpisy na ochranu soukromi a osobnich udaj,
mimo jiné v¢etné nafizeni Evropského parlamentu
a Rady (EU) 2016/679 ze dne 27. dubna 2016 o
ochrané fyzickych osob v souvislosti se
zpracovanim osobnich udaji a o volném pohybu
téchto Udaji a nafizeni 95/46/ES o odpuzovani
osobnich udaji pacientti ve studii v EU (dale jen
»EU GDPR®) a jeho smérnice 95/46/ES ucinné od
25. kvétna 2018, a francouzského zakona 78-17 ze
dne 6. ledna 1978 o informacnich technologiich,
datové soubory a  obcanské svobody,
prostfednictvim pouzivani odpovidajicich
technickych a organiza¢nich opatieni za ucelem
integrity zpracovani, ddvérnosti a zabezpeCeni
osobnich daji a Udaji Studie.

o Poskytovatel je vlastnikem a je
odpoveédné za zdrojovou dokumentaci
(jak je definovano v ICH GCP).

e Zadavatel je vlastnkem a je
odpovédny za viechny Udaje Studie
(definované v ¢lanku 7).

e Pokud je Studie provadéna v Evropské
unii, Zadavatel bude spravcem uda;ji;
Resitelské centrum a Tym Studie
budou  zpracovateli  udaji  pro
provedeni Studie ve Zdravotnickém
zafizeni a budou jednat v souladu s
instrukcemi poskytnutymi
Zadavatelem nebo ICON; a ICON
jedné jako zpracovatel udaju pro fidici
a kontrolni povinnosti souvisejici
s klinickym hodnocenim.

ICON poskytne ¢lenim Tymu Studie oznameni o
osobnich udajich za ucelem informovani o
shromazd’ovani, pouzivani, zpracovavani, drzeni a
predani jejich osobnich tdaji mimo jejich vlastni
zemi, 1 kdyZ tam neplati stejné predpisy pro
ochranu osobnich dajt, jako v jejich vlastni zemi.
Poskytovatel a Zkousejici souhlasi stim, Zze
poskytnou pfimefenou pomoc pii poskytovani
tohoto oznameni clenim Tymu Studie. Smluvni
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member objects to processing of their personal
data, he/she will not be engaged in the Study.

The Institution and Investigator shall make
available to Sponsor and/or ICON, all information
required to demonstrate and verify compliance with
obligations.

6. PUBLICATION.

Where the Study is conducted in the EEA, Sponsor
is required by law to publically disclose the
performance of the Study and publish the summary
results of the Study within 6 or 12 months
(depending on the type of trial) of its completion at
all sites and will do so without further notice to
Institution and Investigator. Institution and
Investigator hereby consent to allow Sponsor or
ICON to disclose or allow any competent authority
to disclose their name as well as the address of the
Institution and name of the Investigator where the
Protocol will be performed and its results,
following completion, in generally available trial
databases to the extent required by any applicable
laws and regulations.

The Study is part of a multi-site study, and
publication of the results of the Study conducted at
the Site shall not be made before the first multi-site
publication by Sponsor. Once the Sponsor’s multi-
site publication has taken place, the Site shall have
the right to publish its results from the Study,
subject to the notice requirements that follow. If
there is no multi-site publication within eighteen
(18) months after the Study has been completed or
terminated at all Study sites, and all data has been
received, the Site shall have the right to publish its
results from the Study, subject to the following
notice requirements. Prior to submitting or
presenting a manuscript or other materials relating
to the Study to a publisher, reviewer, or other
outside person, the Site shall provide to Sponsor a
copy of all such manuscripts and materials, and
Sponsor shall have sixty (60) days from receipt of
such manuscripts and materials_to review and
comment. At Sponsor’s request the Site shall
remove any Confidential Information (other than

Fakultni nemocnice v Motole, XXXXXXXXXXXXX
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strany se dohodly, Ze pokud navrhovany ¢len Tymu
Studie odmitne zpracovani jeho/jejich osobnich
udaji, nebude do Studie zapojen.

Poskytovatel a Zkousejici poskytnou Zadavateli
a/nebo ICON veskeré informace pozadované pro
prokazani a ovéfeni souladu s jejich povinnostmi.

6. ZVEREJNOVANI.

Pokud bude Studie provadéna v ¢lenské zemi
Evropského hospodatského spolecenstvi (EHS),
Zadavatel je ze zadkona povinen zvefejnit pribch
Studie a zvefejnit souhrnnou zpravu o ukonceni
Studie do 6 nebo 12 mésict (v zavislosti na typu
Studie) po jejim ukonéeni na vsech Resitelskych
centrech a ucini tak bez dalSiho upozornéni
Poskytovatele a Zkousejiciho. Poskytovatel a
Zkousejici timto souhlasi, aby Zadavatel nebo
ICON  zvetejnili nebo povolili jakémukoli
prislusnému tfadu zvefejnéni jejich jména, stejne
jako adresy Poskytovatele a jména Zkousejiciho,
kde bude Studie provedena, a jeji nasledné
zkompletované vysledky v bézné¢ dostupnych
databazich studii v rozsahu pozadovaném podle
platnych zakont a predpist.

Studie je soucasti multicentrického klinického
hodnoceni a zvetejnéni vysledkd Studie provadéné
v Resitelském centru nejsou dovoleny pied prvni
multicentrickou publikaci provedenou
Zadavatelem. Jakmile doSlo k multicentrické
publikaci, Regitelské centrum ma pravo publikovat
své vysledky ze Studie, svyhradou pozadavki
oznameni, kterd budou néasledovat. Nebude-li
multicentrickd publikace vydana do osmnacti (18)
mesiclt po dokonéeni nebo predasném ukonceni
Studie ve vSech Resitelskych centrech, obdrZeni
viech dat a uzavfeni databaze Studie, ma Regitelské
centrum pravo po predchozim pisemném souhlasu
Zadavatele a pod podminkou nize uvedenych
ohlasovacich povinnosti své vysledky Studie
zvefejnit. Pfed predlozenim nebo prezentaci
rukopisu ¢i jinych materialt tykajicich se Studie
vydavateli, lektorovi nebo jiné osobé zvenci je
Resitelské centrum povinno piedlozit Zadavateli
jednu kopii vSech rukopist a materialti k posouzeni
a pripominkovani a Zadavatel ma na prezkum a
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Study results) prior to submitting or presenting the
materials. The Site shall, upon Sponsor’s request,
further delay publication or presentation for a
period of up to one hundred twenty (120) days to
allow Sponsor to protect its interests in any
Sponsor Inventions (as defined below) described in
any such materials.

The other Party acknowledges that the
provider of healthcare services as a state
contributory organization is obliged to provide
information pursuant to Act No. 106/1999 Coll., on
Free Access to Information

7. OWNERSHIP.

All documents, protocols, data, know-how,
methods, operations, formulas, Confidential
Information and Materials (as defined below)
provided to the Investigator pursuant to this
Agreement are and shall remain Sponsor’s
property. The completed CRFs, the final report (if
applicable) and all information and data resulting
from the Study including Study results (“Study
Data”), shall also be owned by Sponsor. The
Investigator assigns (and shall require all Study
Team members to assign) to Sponsor all rights, title
and interest, if any, in and to such Study Data.
Sponsor shall not own subject medical records.

8. INVENTIONS.

The existing inventions and technologies of
Sponsor or the Investigator are their separate
property and are not affected by this Agreement.
The entire right, title and interest in and to any
inventions, discoveries, know-how, copyrights or
other intellectual property rights that are conceived,
developed, or reduced to practice, (including all
improvements or modifications), which (i) rely,
use, or incorporate the Study Drug; (ii) incorporate
or are anticipated by the Protocol; or (iii) rely, use,
or incorporate any Confidential Information, shall
be the exclusive property of Sponsor (collectively
referred to as “Sponsor Inventions”). The

Fakultni nemocnice v Motole, XXXXXXXXXXXXX
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pfipominkovani Sedesatidenni (60) lhitu od jejich
obdrzeni. Na 7adost Zadavatele je Resitelské
centrum povinno pred predloZenim nebo prezentaci
materidlu  zné€ odstranit vSechny Duvérné
informace (kromé vysledki Studie). Na Zzadost
Zadavatele je Resitelské centrum povinno publikaci
nebo prezentaci pozdrzet o dalSich az sto dvacet
(120) dni, aby mohl Zadavatel zajistit ochranu
svych prav k Vynalezim Zadavatele (jak jsou
definovany nize) popsanym v téchto materidlech.

Druhda smluvni strana bere na védomi, ze
poskytovatel zdravotnich sluzeb jakozto statni
ptispévkova organizace, je povinna na dotaz tieti
osoby poskytnout informace podle zakona .
106/1999 Sb., o svobodném pfistupu k informacim.

7. VLASTNICTVI.

Veskeré dokumenty, protokoly, udaje,
know-how, metody, postupy, vzorce, Duavérné
informace a Materialy (jak je definovano nizZe),
které ZkousSejici obdrzi na zakladé této Smlouvy,
jsou anadale zastanou vlastnictvim Zadavatele.
Vlastnictvim Zadavatele jsou i vyplnéné CREF,
zavéreCnd zprava (pokud to pifipadd v tivahu) a
dalii ptipadné vysledky Studie (dale jen ,,Udaje
Studie®). ZkouSejici postoupi Zadavateli (a zajisti,
aby tak udinili vS8ichni ¢lenové Tymu Studie)
veskera ptipadna prava, naroky a podily tykajici se
Udajo Studie. Vlastnictvim Zadavatele nejsou
1€kaiské zpravy subjektd.

8. VYNALEZY.

Stavajici  vynalezy a  technologie
Zadavatele nebo Zkousejiciho zakladaji jejich
samostatné vlastnictvi a Smlouva na né¢ nema
zadny vliv. Kompletni prava, naroky a podily
ohledné veskerych vynalezi, autorskych prav nebo
jinych prav dusevniho vlastnictvi, know-how, které
vzniknou, budou vyvinuty nebo pouzity v praxi,
véetné veskerych zlepSeni nebo uprav, které i)
pouzivaji, vyuzivaji nebo zahrnuji Hodnoceny 1€k;
Ii) jsou zahrnuty nebo piedvidany v Protokolu;
nebo iii)) pouzivaji, vyuzivaji nebo zahrnuji
Duvérné informace, zakladaji vylu¢né vlastnictvi
Zadavatele (spolecn¢ dale jen ,Vynalezy

Revised July 2018

Page 11 of 25



Confidential

Czech Republic/ Institution & Investigator Clinical Trial Agreement

Investigator shall promptly disclose in writing to
Sponsor each such Sponsor Invention and hereby
assigns (and shall ensure that all Study Team
members hereby assign) to Sponsor all rights, title
and interest, if any, in and to each such Sponsor
Invention.  Investigator agrees to provide, at
Sponsor’s expense, reasonable assistance to
Sponsor to enable Sponsor to perfect and enforce
its rights in such Sponsor Inventions. The
Investigator shall have exclusive ownership of any
inventions or discoveries conceived or reduced to
practice solely by the Investigator that are not
Sponsor Inventions.

9. MATERIAL TRANSFER; RETURN OF
MATERIALS; EQUIPMENT.

(@) During the Study, Sponsor or Sponsor’s
designee shall provide to the Site, at
Sponsor’s expense, the Study Drug,
placebo and other compounds, or agents
for the performance of the Study
(collectively, the “Materials”) to its
hospital pharmacy located at Prague 5, V
Uvalu 84, 150 06, Czech Republic. The
shipment shall be marked to attention of a
responsible pharmacist who will be
informed about it at least three (3)
working days in advance. The responsible
pharmacist will check (such as other
shipments, in particular the quality,
guantity and any other requirements, for
example the transport or packaging
requirements), and acknowledge receipt.
The Investigator will pick up the Materials
from the Institution's pharmacy upon the
pharmacy’s request and will be
responsible for the Materials following the
pick up..All pharmacy activities will take
place during standard business hours of
Institution (Monday - Friday 7:30-16:00).
The Materials will be used only by the
Site for performance of the Study in
accordance with the Protocol and this
Agreement. The Site shall handle, store,
and ship or dispose of Materials in
accordance with the Protocol and any
reasonable written instructions provided
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Zadavatele®). ZkousSejici je povinen bezodkladné
pisemné informovat Zadavatele o kazdém takovém
Vynalezu Zadavatele a pfevede (a bude pozadovat
na vSech ¢lenech Tymu Studie, aby pievedli) na
Zadavatele veskera prava, naroky a podily tykajici
se kazdého jednotlivého Vynalezu Zadavatele.
Zkousejici se zavazuje poskytnout Zadavateli na
jeho naklady ptfiméfenou pomoc, aby mohl
Zadavatel smluvné zajistit a vykonavat sva prava
na takové Vynalezy Zadavatele. ZkouSejici ma
vylucény vlastnicky titul ke vSem vynalezim nebo
objeviim, které vzniknou nebo budou pouzity v

praxi vyhradn€¢ zasluhou Zkousejiciho, které
nenalezi Zadavateli.
9. PREVODY A VRACENI
MATERIALU, VYBAVENI.
(@ V prubéhu Studie, Zadavatel nebo
zmocnénec Zadavatele poskytnou
Resitelskému  centru, na  naklady

Zadavatele, Hodnoceny 1€k, placebo nebo
jiné smesi ¢i chemické latky k provedeni
Studie (spole¢né dale jen ,,Materialy*) do
jeho nemocni¢ni 1ékarny na adrese Praha 5,
V Uvalu 84, 150 06, Ceska republika.
Zasilka bude oznaCena  jménem
odpovédného lékarnika, ktery o ni bude
informovan nejméné tii (3) pracovni dny
pfedem. Odpoveédny lékarnik pfi prevzeti
zasilku zkontroluje (jako jiné =zasilky,
zejména jakost, mnozstvi a ptipadné dalsi
pozadavky na naptiklad transport ¢i baleni)
a prevzeti potvrdi. Z 1ékarny Poskytovatele
zdravotnich sluzeb si Materialy bude
vyzvedavat Zkousejici oproti zadance a po
vyzvednuti za né¢ bude dale odpovédny.
Veskeré aktivity 1ékarny se budou provadét
béhem  standardni  pracovni  doby
Poskytovatele (Pondéli — Patek, 7:30 —
16:00). Resitelské centrum bude Materialy
vyuzivat vyhradné pii provadéni Studie v
souladu s Protokolem a touto Smlouvou.
Resitelské centrum bude s Materidlem
nakladat, skladovat jej a zasilat nebo
likvidovat v souladu s Protokolem a

pfiméfenymi pisemnymi pokyny
ptedanymi  Zadavatelem (nebo jeho
zmocnéncem) a v souladu se vSemi
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(b)

(©)

(d)

by Sponsor (or Sponsor’s designee), and
in compliance with all applicable, local
and national laws, rules and regulations
including, but not limited to, those
governing hazardous substances.

Unless otherwise agreed by the parties, in
the event that the Protocol for a Study
requires the collection of blood, tissue or
other biological materials from subjects
(“Biological Materials”) the Investigator
agrees that the use of such Biological
Materials shall be limited to those tests,
analyses or procedures identified in the
Protocol and informed consent as
approved by the IRB/EC.

Upon completion or termination of the
Study, all Materials furnished to the Site
by Sponsor or Sponsor’s designee shall be
promptly returned or destroyed as directed
by ICON. Shipping costs relating thereto
will be paid by ICON.

If Sponsor provides equipment to the Site,
a separate Loan Agreement shall be
executed.

10. TERM; TERMINATION.

(@)

(b)

This Agreement shall commence on the
Date of last signature below, subject to the
approval of the Study by the State Institute
for Drug Control, the Multicentric Ethics
Committee and the Local Ethics
Committee, and shall continue in force
until the Study has been completed at the
Institution with an approximate timeframe
from January 2025 till November 2027.
Copies will be filed at the Institution by
the Investigator with the Study conduct
documentation.

This Agreement may be terminated by
ICON at any time and for any reason upon
thirty (30) days written notice, or
immediately upon written notice by any

(b)

(©)

(d)

10.

(a)

(b)

Fakultni nemocnice v Motole, XXXXXXXXXXXXX
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platnymi mistnimi a vnitrostatnimi zakony,
pravidly a pfedpisy, v€etné mimo jiné
pfedpisi  upravujicich  zachdzeni s
nebezpecnymi latkami.

Jestlize  neni  smluvnimi  stranami
dohodnuto jinak, odbér krve, tkan¢ nebo
jiného biologického materidlu od subjektii
(dale jen ,Biologicky material“) bude
probihat  vsouladu sProtokolem a
Zkousejici se zavazuje, Ze odbéry
Biologického materidlu budou limitovany
na testy, analyzy nebo procedury v souladu
s Protokolem a se souhlasem schvalenym
etickou komisi (dale jen ,,ETK®).

Po ukonceni nebo zruSeni Studie musi byt
vSechny  Materialy, které  obdrzelo
Regitelské centrum od Zadavatele nebo
jeho zmocnénce, vraceny v souladu s
instrukcemi ICON. Pfislusné piepravni
naklady uhradi ICON.

Poskytuje-li Zadavatel Resitelskému centru
vybaveni, bude uzaviena samostatna
smlouva o vypijcce.

PLATNOST SMLOUVY, UKONCENI
SMLOUVY.

Tato Smlouva vstoupi v platnost ke dni
podpisu posledni smluvni stranou.,
pokud Studii schvali Statni ustav pro
kontrolu 1é¢iv, Multicentrickd eticka
komise a mistni eticka komise, a plati az do
dokonceni Studie u Zadavatele v ramci
pfiblizného ¢asového ramce v trvani od
ledna 2025 do listopadu 2027. Kopie
ziskanych schvalovacich dokumentt ulozi
Zkous$ejici u Poskytovatele spole¢né s
dokumentaci k provadéni Studie.

ICON je opravnéna vypoveédét tuto
Smlouvu kdykoli a z jakéhokoli diivodu na
zakladé pisemné odivodnéného oznameni
ve lhuté triceti (30) dnti nebo kterakoli
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party for health or safety reasons.

(c) Upon the effective date of termination of
this Agreement, an accounting shall be
conducted by the Site, subject to
verification by ICON. Following ICON’s
receipt of adequate documentation, ICON
will pay for:

i) all services properly rendered and
monies properly expended by the
Site, through the effective date of
termination which have not yet
been paid by ICON; and

ii)  non-cancelable obligations properly
incurred for the Study by the Site
prior to receipt of notice of
termination.

(d) If the Site has been paid any amounts
which have not been earned hereunder as
of the date of termination, the Institution
shall promptly return to ICON all such
unearned funds within 30 days.
Immediately upon receipt of a notice of
termination, the Investigator shall stop
screening and enrolling subjects into the
Study and shall, as directed by ICON,
cease conducting Study procedures on
subjects already enrolled in the Study, to
the extent medically permissible, and to
cease, to the extent reasonably feasible,
from incurring any additional Study
expenses.

(€)

11. INSURANCE.

The parties hereto acknowledge that
Sponsor has obtained and will maintain during the
conduct of the Study an insurance policy
according to the applicable laws and regulations
on clinical trials.

Institution declares that it possesses and
maintains § 45 par. 2 sec. n) of Act no. 372/2011

Fakultni nemocnice v Motole, XXXXXXXXXXXXX
FGTW2101

smluvni strana je opravnéna tuto Smlouvu
zruSit s okamzitou platnosti na zakladé
pfiméfenych divodii ochrany zdravi nebo
bezpecnosti.
(c) K Datu ucinnosti zruSeni této Smlouvy
provede Regitelské centrum vyuétovani,
které oveéfi ICON. Jakmile ICON obdrzi
prislusnou dokumentaci, zaplati
Poskytovateli:

i za veSkeré poskytnuté sluzby a
Castky, které Resitelské centrum
fadné¢ vynalozi do data zaniku

Smlouvy, které ICON doposud
neuhradila; a
ii. nezrusSitelné zavazky, které

Regitelskému centru fadné vznikly
v souvislosti s provadénim Studie
pfed tim, nez mu byla dorucena
vypoved.
(d) Jestlize Resitelské centrum obdrzelo néjaké
zalohy, které nebyly do data zaniku fadné

vyuzity, Poskytovatel  veSkeré  tyto
nevyuzité zalohy bezodkladné vrati ICON
do 30 dnti.

(e) Okamzité po obdrzeni vypovédi Zkousejici
zastavi screening a nabor subjekti do
Studie a, jak je nafizeno ICON, piestane s
provadénim  studijnich  procedur na
subjektech jiz zafazenych do Studie v
I¢katsky piipustném rozsahu a prestane v
pfiméfené proveditelném rozsahu vytvaret
jakékoli dalsi naklady na Studii.

11. POJISTENI.

Smluvni strany berou na védomi, Ze si
Zadavatel sjednal a bude udrzovat v prib&hu
provadéni studie pojistnou smlouvu v souladu

splatnymi zdkony a piredpisy o klinickych
hodnocenich.
Poskytovatel zdravotnich sluzeb

prohlasuje, ze ma dle § 45 odst. 2 pism. n) zdkona
¢. 372/2011 Sb., o zdravotnich sluzbach, ve znéni
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Coll., On health services, as amended, covered by
insurance a contract for liability insurance for
damage caused in the provision of health care.
According to § 45 (2) (a) n) of Act No. 372/2011
Coll., on health services, as amended regulations,
the insurance must be taken out for the entire
period during which the Institution provides health
care. Institution shall maintain such coverage for
the duration of this Agreement.

12. LIABILITY.

The Institution is and shall remain liable
for any harm, claims, actions or expenses
(including legal expenses) resulting from or
connected with the negligence, omission or fault on
the part of the Institution, Investigator or any Study
Team members.

The indemnification responsibilities between
and among Sponsor and Institution are
addressed in a separate agreement: Letter of
Indemnification (“LOI™).

13. STATUS OF SPONSOR.

Sponsor is an intended third-party
beneficiary to this Agreement. To the extent
applicable law does not allow vesting of any rights
directly in Sponsor under this Agreement, such
rights will vest in ICON, on Sponsor’s behalf.

14. REGISTER OF CONTRACTS

Sponsor and ICON acknowledge that the Institution
shall publish the redacted version of this
Agreement in the Register of Contracts. This
redacted version will be approved in advance by
both Parties and provided to Institution by ICON in
machine-readable format (pdf). In the redacted
version all confidential information, all personal
data of all individuals, and trade secrets will be
blinded. ICON will be informed about the
publication via e-mail XXXXXXXXXXXXXX.

Fakultni nemocnice v Motole, XXXXXXXXXXXXX
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pozdgjsich predpisli, uzavienu pojistnou smlouvu
na pojisténi odpoveédnosti za Skodu zplisobenou pii
poskytovani zdravotni péce. Dle § 45 odst. 2 pism.
n) zékona €. 372/2011 Sb., o zdravotnich sluzbach,
ve znéni pozdgjsich predpisl, musi byt pojiSténi
uzavieno po celou dobu, po kterou Poskytovatel
zdravotnich sluzeb poskytuje zdravotni péci.
Poskytovatel zdravotnich sluzeb bude mit takové
pojisténi uzaviené po celou dobu ucinnosti této
Smlouvy.

12. ODPOVEDNOST.

Poskytovatel je a bude zodpovédné za
veskeré skody, naroky, zaloby nebo vydaje (véetné
soudnich vydaji) vyplyvajici nebo souvisejici se
zanedbanim, opomenutim nebo pochybenim na

strané  Poskytovatele,  Zkousejiciho  nebo
kteréhokoliv ¢lena Tymu Studie.
Zadavatel a Poskytovatel zdravotnich

sluzeb uzaviou mezi sebou separatni Dohodu o
odskodnéni v niz budou definovany podminky
odskodnéni (,,LOI*).

13. STATUT ZADAVATELE.

Zadavatel je zamyslenou tfeti osobou, jiz
tato Smlouva svéd¢i. V rozsahu, v jakém platné
predpisy nedovoluji, aby Zadavatel na zaklad¢ této
Smlouvy pfimo nabyval prav, nabyva téchto prav
Vv zastoupeni Zadavatele ICON.

14. REGISTR SMLUV

Zadavatel a ICON berou na védomi, Ze
Poskytovatel ~ zdravotnich  sluzeb  uvefejni
redigovanou verzi této Smlouvy v Registru smluv.
Tato redigovana verze bude predem schvélena
obéma smluvnimi stranami a poskytnuta
spole¢nosti ICON  Poskytovateli ve strojoveé
Citelném formatu (pdf). V redigované verzi budou
znecitelnény veskeré divérné informace, veskeré
osobni udaje vSech fyzickych osob a obchodni
tajemstvi. Spolecnost ICON bude o uvefejnéni
informovana prostfednictvim emailové adresy:
XXXXXXXXXXXXX.
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15. CERTIFICATIONS.

a)

b)

The Institution and the Investigator hereby
individually certify that they have not
been debarred or disqualified from
participating in clinical research under any
laws or regulations. If during the term of
this Agreement, the Institution or the
Investigator (i) becomes debarred or
disqualified or (ii) receives notice or threat
of an action with respect to its debarment
or disqualification, the Institution and/or
the Investigator, as the case may be, shall
notify ICON immediately.

The Institution and the Investigator hereby
individually certify that they have not and
will not use in any capacity the services of
any individual or entity which has been
debarred or disqualified from participating
in clinical research under any laws or
regulations. In the event that the
Institution or the Investigator becomes
aware of the debarment, threatened
debarment, disqualification or threatened
disqualification of any such individual or
entity, the Institution and/or the
Investigator, as the case may be, shall
notify ICON immediately.

The Institution  and Investigator
individually warrant and promise that, in
connection with this Agreement, (i)
it/he/she has not and will not (directly or
indirectly) make any improper payment or
offer (or authorizing another to pay or
offer) money or anything of value to a
government official or any other person
connected with the provision of services
under this Agreement, in order to
improperly influence any act or decision
of such official or person, to induce such
official or person to do or omit to do any
act in violation of his or her relevant duty,
to obtain any improper advantage, to
procure improper performance of a
function or activity associated with this

15.

(a)

(b)

(©)

Fakultni nemocnice v Motole, XXXXXXXXXXXXX
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POTVRZENI.

Poskytovatel a  Zkousejici  timto
individualné potvrzuji, Ze nebyli zadnym
pravnim ani jinym piedpisem zbaveni
prava ani  prohldSeni  nezptsobilym
provadét klinickd hodnoceni. Jestlize po

dobu platnosti této Smlouvy bude
Poskytovateli nebo  Zkousejicimu )
zastavena ¢innost nebo bude

diskvalifikovan, nebo ii) obdrzi oznameni
0 zalobé nebo hrozbé zbaveni prava nebo
prohlaseni za nezpusobilé, Poskytovatel
a/nebo Zkousejici o tom bude bezodkladne
informovat ICON.

Poskytovatel a Zkousejici timto potvrzuji,
7ze nevyuzivali ani nebudou vyuzivat v
zadném ohledu jakékoli sluzby jednotlivct
nebo sdruZeni, které jsou zbaveny prava
nebo prohlaseny za nezplsobilé provadét
klinickd hodnoceni na zakladé jakychkoli
zakonu ¢i predpisu. Jestlize se Poskytovatel
nebo Zkousejici dozvi o skuteéném nebo
hrozicim zbaveni prava nebo o skute¢ném
¢i  hrozicim prohlaseni nezptlisobilosti
n¢kterych  jednotlived nebo  sdruzeni,
bezodkladné o tom bude informovat ICON.

Poskytovatel a Zkousejici kazdy za sebe
prohlasuji a slibuji, ze v souvislosti s touto
Smlouvou i) neposkytli ani neposkytnou,
nenabidli ani nenabidnou (pfimo ani
nepiimo) zadnou nedovolenou platbu (ani
nedovoli jinym osobam, aby ji poskytly
nebo nabidly), penize ani jiné hodnotné
plnéni statnimu Gfednikovi nebo jiné osobé
spojené s poskytovanim sluzeb podle této
Smlouvy s cilem nedovolené ovlivnit ukon
nebo rozhodnuti takové ufedni nebo jiné
osoby, pfimét tfedni nebo jinou osobu, aby
V rozporu se svymi povinnostmi provedla
urCity ukon nebo se jej zdrzela, ziskat
neopravnénou vyhodu, vyvolat
neopravnény vykon funkce nebo ¢innost
souvisejici  stouto  Smlouvou anebo
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Agreement or in the case of a government
official, to induce such official to use his
or her influence improperly to affect or
influence any act or decision of a
government and (ii) it/he/she has not and
will not (directly or indirectly) request,
accept or receive money or anything of
value to procure improper performance of
a function or activity associated with this
Agreement.

16. ASSIGNABILITY.

Site may not assign any of its rights or
delegate any performance under this Agreement,
voluntarily or involuntarily, whether by merger,
consolidation, dissolution, operation of law, or any
other manner except with the prior written consent
of ICON, and any purported assignment or
delegation without ICON’s written consent is void.

17. NOTICES.

With the exception of Study funds paid by
ICON pursuant to Section 2 hereof, all notices
required or permitted to be given under this
Agreement shall be in writing and shall be (a)
delivered personally, (b) sent by certified mail, or
(c) sent by a nationally-recognised courier
guaranteeing next-day delivery, to the recipients
below. The parties agree that changes to the
addresses below for receipt of notices under this
Section may be effected by a letter signed by the
relevant party and does not require an amendment
to this Agreement signed by all parties:

If to ICON:

ICON Clinical Research Limited

South Conty Business Park Leopardstown
Dublin 18

Ireland

Attention: XXxXxx

Fakultni nemocnice v Motole, XXXXXXXXXXXXX
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podnitit statniho ufednika k nedovolenému
pouziti jeho vlivu ke zmén¢ nebo ovlivnéni
ukonu nebo rozhodnuti statniho organu a
i) nemaji a nebudou (pifimo ¢i nepiimo)
pozadovat, pfijimat nebo dostidvat penize
nebo cokoli hodnotného k vyvolani
neopravnéného vykonu funkce nebo
¢innosti spojené s touto Smlouvou.

16. POSTUPITELNOST.

Resitelské  centrum neni  opravnéno
postoupit svd prava ani delegovat néjaké vykony
dobrovolné ¢i nedobrovolné, at’ jiz na zakladé fuze,
slouceni, zruseni, ptisobenim prava nebo jakymkoli
jinym zplsobem vyjma s predchozim pisemnym
souhlasem ICON, a jakékoli domné&lé postoupeni
nebo delegovani bez pisemného souhlasu ICON je
neplatné.

17. OZNAMOVANI.

S wvyjimkou prostfedki na provadéni
Studie, které uhradi ICON v souladu s ¢lankem 2
této Smlouvy, musi byt veskera oznameni, ktera
maji nebo mohou byt podavana podle této
Smlouvy, v pisemné form¢ a musi byt a) doruceny
osobné, b) zaslany postou jako doporucena zasilka
nebo c¢) zaslany celostatné uznavanou kuryrni
sluZzbou zarucujici doruceni nasledujiciho dne, a to
pfijemcum uvedenym nize. Smluvni strany se
dohodly, Ze zmeény adres uvedenych nize pro
pfijem oznameni dle tohoto ¢lanku mohou byt
sdéleny dopisem podepsanym ptislusnou smluvni
stranou a nevyzaduji dodatek k této Smlouve
podepsany vSemi smluvnimi stranami:

Pokud jsou uréeny pro ICON:
ICON Clinical Research Limited
South Conty Business Park Leopardstown
Dublin 18
Irsko
K rukam: XXXXXXXXXXXXXXXXXXXXXXXX

Revised July 2018

Page 17 of 25



Confidential

Czech Republic/ Institution & Investigator Clinical Trial Agreement

If to the Institution:

Fakultni nemocnice v Motole
V tvalu 84, Praha 5, 150 06
Czech Republic

Attention: XXXXXXXX

If to the Investigator:
Fakultni nemocnice v Motole
XXXXXXXXXX

V tvalu 84, Praha 5, 150 06
Czech Republic

Attention XXXXXXXXXXXX,

If to the Sponsor:

LFB Biotechnologies

ZA de Courtaboeuf — 3,
Avenue des Tropiques — 91940
LES ULIS

France

Attention: XXXXXXXX

18. USE OF NAMES.

The Institution and Investigator shall not
use the name, symbols and/or trademarks of ICON
or the Sponsor in any form of publicity in
connection with the Study unless explicitly
approved by ICON or the Sponsor in advance.
Institution and Investigator agree that, in
accordance with applicable law, Sponsor may make
public the amount of funding provided hereunder
for the conduct of the Study and may identify
Institution and Investigator as part of this
disclosure.

19. INFORMATION TECHNOLOGY
SECURITY AND SYSTEMS

19.1. The Institution and Investigator shall
maintain IT and organisational
security measures sufficient to protect
the personal information, when in
their possession and whilst being
transferred to ICON, Sponsor or other
third parties.  The Institution and
Investigator shall ensure that all Study

Fakultni nemocnice v Motole, XXXXXXXXXXXXX
FGTW2101

Pokud jsou uréeny pro Poskytovatele:
Fakultni nemocnice v Motole

V uvalu 84, Praha 5, 150 06

Ceska republika

K rukam: XXXXXXXXXXXXXXX

Pokud jsou uréeny pro Zkousejiciho:
Fakultni nemocnice v Motole
XXXXXXXXXXXXXXXXX

V uvalu 84, Praha 5, 150 06

Ceska republika

K rukdm: XXXXXXXXXXXXXXXXXX,

Pokud jsou urceny pro Zadavatele:
LFB Biotechnologies

ZA de Courtaboeuf — 3,

Avenue des Tropiques — 91940
LES ULIS

Francie

K rukam: XXXXXXXXXXXXXX

18. UZIVANI NAZVU.

Poskytovatel a Zkousejici nejsou opravnéni
pouzivat v jakékoli formé publicity v souvislosti se
Studii nazev, symboly, piipadné ochranné znamky
ICON nebo Zadavatele, pokud to vyslovné predem
ICON nebo Zadavatel neschvali. Poskytovatel a
Zkousejici souhlasi s tim, ze v souladu s platnymi
predpisy mize Zadavatel zvefejnit vysi prostiedkl
poskytnutych na provadéni Studie na zakladé této
Smlouvy a v ramci tohoto zvefejnéni muze
identifikovat Poskytovatel a Zkousejiciho.

19. BEZPECNOS’I: A SYSTEM ]
INFORMACNICH TECHNOLOGII.

19.1 Poskytovatel a Zkousejici budou spravovat
informacni technologie a zajisti organiza¢né
bezpe€nostni  opatfeni  dostateCna  pro
ochranu osobnich udajii, ktera jsou v jeho
vlastnictvi a zaroven jsou postoupena ICON,
Zadavateli nebo jinym tietim stranam.
Poskytovatel zajisti, aby vsichni c¢lenové
Resitelského tymu postupovali v souladu
S povinnostmi, které jsou ukladané platnymi
zakony na ochranu osobnich udaji a
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Team members comply with the
obligations imposed upon them by
applicable data protection laws and
specifically, the removal of subject
personal identifiers from any
communications external to the site
unless necessary for safety purposes
or required by law.
19.2  If this Agreement is signed electronically,
Institution and Investigator shall ensure
that they have adequate software in place
for such signature to create a legally
binding Agreement.
19.3  Mobile health (mHealth) applications,
where used in the pursuit or provision of
the services, shall comply with applicable
electronic security requirements, medical
device legislation, if applicable and all
applicable data protection laws to ensure
the security of all confidential and subject
personal information transmitted in this
manner. Study data obtained through
mobile applications shall be securely
stored as long as required by applicable
legislation and regulations.

19. WAIVER; SEVERABILITY.

No waiver of any term or condition of this
Agreement whether by conduct or otherwise in any
one or more instances shall be deemed to be or
construed as a further or continuing waiver of such
term or condition, or of any other term or condition
of this Agreement. If any terms or conditions of
this Agreement are held to be invalid, illegal or
unenforceable the remaining terms and conditions
contained herein shall not be affected.

Fakultni nemocnice v Motole, XXXXXXXXXXXXX
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konkrétné s témi, které se tykaji odstranéni
osobnich identifikatort Subjektu hodnoceni
z jakékoliv externi komunikace mimo
Regitelské centrum, pokud to neni nezbytné
z bezpecnostnich divodi, nebo vyzadované
zakonem.

19.2. Pokud je tato Smlouva podepsana
elektronicky, Poskytovatel a Zkousejici
zajisti vyuziti adekvatniho softwaru pro
vytvoteni takového podpisu za tucelem
pravné platné a zavazné Smlouvy.

19.3  Aplikace Mobilni zdravi (Mobile health -
mHealth), v pfipad¢, ze byly vyuzity v ramci
poskytovani sluzeb, musi byt v souladu
splatnymi  elektronickymi  bezpecnostnimi
pozadavky, legislativou  souvisejici  se
zdravotnickymi  prostfedky,  pokud  je
aplikovatelna, a vSemi platnymi zakony na
ochranu osobnich udajt, tak aby byla zajisténa
bezpecnost vSech davérnych a osobnich
informaci  subjekti  prfedavanych  timto
zptsobem. Udaje Studie obdrzené pies mobilni
aplikace musi byt bezpe¢né ulozeny v souladu
S platnymi pravnimi predpisy a nafizenimi.

19. VZDANI SE PBAV,
ODDELITELNOST USTANOVENI.

Z4adné  prominuti  splnéni  nékterych
podminek nebo ustanoveni této Smlouvy, at’ uz
jednanim nebo jinak, se nepovazuje nebo nebude
vykladano jako dalsi nebo trvalé prominuti
takovych podminek nebo jinych podminek dle této
Smlouvy. V piipadé Ze nékteré podminky nebo
nalezitosti této Smlouvy se stanou neplatnymi,
nezakonnymi nebo  nevynutitelnymi, potom
platnost, zékonnost a vynutitelnost zbyvajicich
podminek a nalezitosti obsazenych v této Smlouvé
nebude dotcena nebo timto naruSena.
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20. ENTIRE AGREEMENT; EXHIBITS;
COUNTERPARTS.

This Agreement, including the Exhibits
attached hereto, constitutes the full understanding
of the parties with respect to the subject matter
hereof and a complete and exclusive statement of
the terms of their agreement, and no terms,
conditions, understanding or agreement purporting
to amend, modify, vary or waive the terms of this
Agreement shall be binding unless made in writing
and signed by an authorised representative of each
party hereto. This Agreement and any amendment
hereto shall be executed in three counterparts
which together shall constitute one and the same
instrument with one copy being received by each
Party. The priority language of this Agreement will
be Czech.

21. CONTINUING OBLIGATION;
SURVIVAL OF PROVISIONS.

Except as otherwise specifically provided
herein, termination of this Agreement shall not
relieve any party hereto from any obligation under
this Agreement that accrued or arose from facts and
circumstances in existence prior thereto. In
addition, the provisions of this Agreement that by
their nature contemplate continuing obligations
shall survive expiration or termination of this
Agreement.

22. GOVERNING LAW; DISPUTE
RESOLUTION.

(a) This Agreement and any non-contractual
obligations arising out of or in connection
with it are governed by and must be
construed in accordance with Czech law.

(b) Mutual rights and obligations of the
parties that are not expressly provided for
in this Agreement shall be governed by
the civil code.

Any and all disputes arising from this Agreement
shall be resolved by the courts of the Czech
Republic.

Fakultni nemocnice v Motole, XXXXXXXXXXXXX
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20. UPLNOST SMLOUVY, PRILOHY,

VYHOTOVENI.

Tato Smlouva, v¢etné ptiloh, zaklada
uplnou dohodu smluvnich stran ohledné predmétu
Smlouvy a uplné vyjadieni podminek jejich
ujednani a Zadné podminky, ujedndni ani dohody, o
kterych se ma za to, Zze dopliiuji, méni, upravuji
nebo promijeji podminky této Smlouvy, nejsou
platné, ledaze jsou v pisemné formé a podepsané
zmocnénymi zastupci smluvnich stran. Tato
Smlouva a veskeré jeji dodatky budou vyhotoveny
ve tfech stejnopisech, které spolecné zakladaji
jeden a tentyZz dokument, pricemz kazda smluvni
strana obdrzi jeden vytisk. Rozhodnym jazykem
této Smlouvy bude Cesky jazyk.

21. TRVALE ZéVAZKY
USTANOVENI.

PLATNOST

Pokud neni v této Smlouvé konkrétné
uvedeno jinak, zanikem této Smlouvy neni zadna
smluvni strana osvobozena od svych zavazki podle
této Smlouvy, které vznikly nebo vyplynuly ze
skute¢nosti a okolnosti existujicich pfed jejim
zanikem. Mimo to, ustanoveni této Smlouvy, které
ze své povahy doplnuji pretrvavajici zavazky, plati
i po uplynuti platnosti nebo po zaniku této
Smlouvy.

22. ROZHODNE RESENI

SPORU.

PRAVO,

a) Tato Smlouva i jakékoli mimosmluvni
povinnosti z ni nebo v souvislosti s ni
vyplyvajici se Tidi a musi byt
vykladany v souladu s Ceskym pravem.

b) Vzijemna prava a povinnosti Stran

vyslovné neupravené touto Smlouvou
se tidi obcanskym zakonikem.

Veskeré spory z této Smlouvy budou feSeny soudy
Ceské republiky.
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Fakultni nemocnice v Motole, XXXXXXXXXXXXX
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IN WITNESS WHEREOF, the parties A DUKAZ TOHO fadné zmocnéni
have caused this Agreement to be executed by their zastupci smluvnich stran podepsali tuto Smlouvu
duly authorised representatives on the date(s) dne, jak je uvedeno dale, ale s uéinnosti pro
indicated below, but effective for all purposes as of vSechny tcely k Datu G¢innosti.
the Effective Date. /

Revised July 2018 Page 21 of 25



Confidential Czech Republic/ Institution & Investigator Clinical Trial Agreement

ICON Clinical Research Limited

By/Podepsal:
Authorised Signature / podpis zmocnéného zastupce

Name/Jméno:
Title/Funkce:

Date/Datum:

INSTITUTION /POSKYTOVATEL

By/Podepsal:
Authorised Signature/ podpis zmocnéného zastupce

Name/JTméno: XXXXXXXXXXXXXXXXXXXX

Title/Funkce:

Date/Datum:

INVESTIGATOR/ZKOUSEJICi

By/Podepsal:

Name/Jméno:
Title/Funkce:  Principal Investigator / Hlavni zkousejici

Date/Datum:

Fakultni nemocnice v Motole, XXXXXXXXXXXXX

FGTW2101

Revised July 2018
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Fakultni nemocnice v Motole, XXXXXXXXXXXXX
FGTW2101

EXHIBIT A / PRILOHA A
PAYMENT TERMS / PLATEBNI PODMINKY

XXXXX
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Fakultni nemocnice v Motole, XXXxxxx
FGTW2101

EXHIBIT B/ PRILOHA B
BUDGET / ROZPOCET

BUDGET FOR INSTITUTION / ROZPOCET PRO POSKYTOVATELE

XXXXX
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Fakultni nemocnice v Motole, xxxxxxxx.D
FGTW2101

BUDGET FOR INVESTIGATOR / ROZPOCET PRO ZKOUSEJICIiHO

XXXXX
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