SMLOUVA O ZABEZPECENj KLINICKEHO
HODNOCENI

(1) August Researchs.r.o., .
se sidlem Stérkova 242, 252 26 Kosof, CR, jednajici
prostiednictvim Gergany Kukundjievy — jednatele.

ICO: 02265150
DIC: CZ02265150
dale jen “CRO”

a

(2) Fakultni nemocnice Brno,

se sidlem Jihlavska 20, 625 00 Brno, Ceska republika,
jednajici prostfednictvim prof. MUDr. Jaroslava
Stérby, Ph.D. - feditele

ICO 652 69 705

DIC: CZ 652 69 705

Bankovni spojeni: CNB

¢.0.: 712 346 21/0710

IBAN: CZ34 0710 0000 0000 7123 4621
SWIFT: CNBACZPP

dale jen ,,poskytovatel zdravotnich sluZzeb*

a

3)

trvalym pobytem , Ceska republika
Datum nar.:

dale jen “zkousejici”

a

(4) CeleCor Therapeutics Inc., spole¢nost ze statu
Delaware

se sidlem 1155 Camino Del Mar Suite 481, CA 92014

Del Mar, USA, jednajici prostiednictvim Roberta S.

Hillmana, Prezidenta & CEO.

dale jen ,,zadavatel*

dale jednotlivé jako ,,smluvni strana“ a spolecn¢ jako
“smluvni strany”
uzaviraji tuto smlouvu (dale jen ,,smlouva‘)

I
Predmét a ucel smlouvy

1) Predmétem smlouvy je klinické hodnoceni
humanniho Ié¢ivého piipravku RUC-4 (dale jen
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AGREEMENT ON CLINICAL STUDY

(1) August Research s.r.o.,

with its registered address at Sterkova 242, 252 26
Kosor, Czech Republic, represented by Gergana
Kukundjieva - managing director.

Company ID no.: 02265150
Tax ID no.: CZ02265150
further, “CRO”

and

(2) Fakultni nemocnice Brno,

with its registered address at Jihlavska 20, 625 00
Brno, Czech Republic

represented by prof. MUDr. Jaroslav Stérba, Ph.D. -
Director.

Company ID no.: 652 69 705

Tax ID no.: CZ 652 69 705

Bank information: CNB

Acct. no.: 712 346 21/0710

IBAN: CZ34 0710 0000 0000 7123 4621
SWIFT/BIC: CNBACZPP

further, the “Medical Facility”

And

) I

permanent residence at [ Bll. Czech Republic

pos: I

further, the “Investigator”

and

(4) CeleCor Therapeutics a Delaware
corporation

with its registered address at 1155 Camino Del Mar

Suite 481, CA 92014 Del Mar, USA, represented by

Robert S. Hillman, President & CEO.

further, the “Sponsor”

Inc.,

each a “Party” and collectively “the Parties”
conclude this agreement (“Agreement”):

l.
Subject and purpose of the Agreement

1) The subject of the Agreement is the clinical
evaluation of RUC-4 (further, the “Study
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2)

3)

4)

5)
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“hodnocené 1é¢ivo”) dle protokolu (definice nize)
u poskytovatele zdravotnich sluzeb (dale jen
“Kklinické hodnoceni”), které provadi CRO jako
nezavisly subjekt ve prospéch farmaceutické
spolecnosti zadavatele, ktera je vyrobcem léciva,
zastoupené vramci Evropské unie spolec¢nosti
Diagram B.V. se sidlem Dokter Stolteweg 96,
8025AZ Zwolle, Nizozemi (dale jednotlivé i
souhrnné jen “zadavatel”) podle protokolu ¢.
CEL-03 (CELEBRATE) S nazvem:

” (dale
»protokol), ktery podrobné popisuje ¢innosti

jen

provadéné v radmci klinického hodnoceni a
rozdeéleni zodpovédnosti mezi smluvni strany.

UGelem smlouvy je stanovit podminky k
provedeni klinického hodnoceni a vymezit prava
a povinnosti smluvnich stran pro pribéh a
provedeni  klinického  hodnoceni  nejvyse
profesiondlnim zptisobem (v€etné vcasného
poskytovani vSech dat a informaci tykajicich se
klinického hodnoceni, a CRF — Case Report
Forms poskytovatelem zdravotnich sluzeb a
zkousejicim, poptipadé elektronickych CRF, tzv.
e-CRF).

Poskytovatel zdravotnich sluzeb prohlasuje, ze jak
on tak i zkousSejici maji zkuSenosti, schopnosti, v
péci pfimefeny pocet odpovidajicich subjektii a
zdroje, vCetné persondlu a vybaveni, aby mohli
piesné, Ucelné a veas provést klinické hodnoceni
profesiondlnim a kvalifikovanym zptisobem a ze
tyto zdroje budou trvale pouzivat tak, aby klinické
hodnoceni takto provedli.

Zkousejici prohlasuje, Ze neni zaméstnancem
nebo zastupcem CRO.

V piipadé jakéhokoli rozporu ¢€i neshody mezi
nalezitostmi obsazenymi V protokolu a v této
smlouvé budou smluvni podminky urcujici pro
plnéni pravnich zavazkli smluvnich stran, zatimco
protokol bude urcéujici pro zplsob vedeni tohoto
klinického hodnoceni.

2)

3)

4)

5)

Drug”) pursuant to the Protocol (defined below)
at the Medical Facility (further, the “Clinical
Study”), which CRO is conducting as an
independent contractor for the benefit of Sponsor
which is the producer of the Study Drug, being
represented within the European Union by
Diagram B.V. located at Dokter Stolteweg 96,
8025AZ Zwolle, the Netherlands (further

individually and collectively, the “Sponsor”)
pursuant to Protocol CEL-03 (CELEBRATE)
and

title:

”(the
which describes in detail the activities conducted
in the Clinical Study and the division of
responsibilities among Parties.

“Protocol”),

The purpose of the Agreement is to set out
conditions for conducting the Clinical Study and
to provide the rights and obligations of the
Parties for conducting the Clinical Study, in
highly professional manner (which shall include
but not be limited to, Medical Facility’s and
Investigator’s submitting all data and other
information related to the Clinical Study to CRO
or Sponsor in a timely manner, including all case
report forms (CRFs), or electronic CRFs, also
called e-CRFs).

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

The Investigator declares that he/she is not
employee or agent of CRO.

an

If there is any discrepancy or conflict between
the terms contained in the Protocol and this
Agreement, the terms of the Agreement shall
govern and control with regards to legal
obligations of the Parties and the Protocol shall
govern and control with regards to the conduct of
the Clinical Study.
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1)

2)

1)

2)

3)

4)
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1.
Zahajeni klinického hodnoceni

Klinické hodnoceni bude zahijeno na zakladé
povoleni Statniho ustavu pro kontrolu 1écCiv,
souhlasného stanoviska pfislusné lokalni etické
komise a pfislusné multicentrické etické komise
(dale souhrnng jen ,, SUKL/etické komise).

Kopie rozhodnuti a souhlasného stanoviska podle
odst. 1 budou wulozeny u poskytovatele
zdravotnich sluzeb u zkousejiciho v dokumentaci
o provedeni klinického hodnoceni.

Misto a doba provedeni klinického hodnoceni a

FeSitelské centrum
Klinické hodnoceni bude provedeno na
poskytovatele zdravotnich sluzeb
(déle jen ,FeSitelské centrum®), v cele se
zkousejicim jako hlavnim zkouSejicim a dal$imi
povéienymi zaméstnanci poskytovatele
zdravotnich sluzeb (dale jen ,,Studijni tym*).

Ke zméné fesitelského centra a ve jmenovani ¢i
doplnéni povétenych pracovnikti mize dojit jen
po dohodé¢ CRO, nebo zadavatele, poskytovatele
zdravotnich sluzeb a zkouSejiciho. Pisemny
doklad o takové dohodé¢ musi byt ulozen v
dokumentaci o provedeni klinického hodnoceni.

Klinické hodnoceni nebude v feSitelském centru
zahéjeno dfive, nez vejde v platnost tato smlouva
a budou splnény dal$i podminky vyzadované
pfislusnymi  prdvnimi  pfedpisy. Zatazovani
subjekti hodnoceni do klinického hodnoceni
mezinrodné za¢ne v | 2 predpokiada
se, ze nabér bude ukonéen piiblizn¢ v

a 7ze klinické hodnoceni potrva ptiblizné do
. Doba  provadéni  klinického

hodnoceni mtize byt v jeho prib&hu prodlouzena
nebo  zkracena. CRO  pisemné¢  oznami
poskytovateli zdravotnich sluzeb a zkousejicimu

ptipadné  zmény v pfedpokladaném  Case
potiebném k fadnému provedeni klinického
hodnoceni. Zmény doby trvani klinického

hodnoceni neni nutno provadét prostiednictvim
dodatku této smlouvy.

Klinické hodnoceni subjekti nebude zahajeno

II.
Commencement of the Clinical Study

1) The Clinical Study will be commenced on the

2)

basis of a permit from the State Institute for
Drug Control, the concurring opinion of the
relevant local ethics committee and the relevant
multi-center  ethical  committee  (further
collectively, the “Regulatory Authority/Ethics
Committees®).

Copies of the decision and of the concurring
opinion pursuant to par. 1 will be filed at the
Medical Facility, with the Investigator, in the
documentation about the conduct of the Clinical
Study.

I1I.

Place and term of conducting the Clinical Study

1)

2)

3)

4)

and the Study Site

The Clinical Study shall be conducted at

of the Medical Facility (further, the
“Study Site”), headed by the Investigator as the
principal investigator and other authorized
employees of Medical Facility (further, the
“Study Team™).

Changes in the Study Site and appointment or
addition of authorized employees can be made
only after Agreement between CRO or Sponsor,
the Medical Facility and the Investigator. A
written document about such Agreement must be
filed in the documentation about the conduct of
the Clinical Study.

The Clinical Study will not be started in the
Study Site before this Agreement becomes valid
and other conditions required by relevant legal
regulations are fulfilled. Study subject
enrolment will begin internationally in
B -1 corolment is expected to be
completed on or about [l and that the
Study will be completed on or about
B 1hc tcrm of the Clinical Study may
be extended or shortened during its course.
CRO will inform the Medical Facility and the
Investigator of any changes related to the
expected term of the conduct of the Clinical
Study. Changes of the term of the Clinical
Study will not necessitate an amendment hereto.

No patient treatments will be initiated prior to
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5)

1)

drive, nez bude obdrZen souhlas vSech piislusnych
etickych komisi a jakékoliv dal$i povoleni, ktera
jsou nezbytna k provadéni tohoto klinického
hodnoceni.

Ukaze-li se v priabéhu klinického hodnoceni, Ze
nebude mozné jej ukoncit v€as v predpokladaném
terminu, zkouSejici je tuto skutecnost povinen
neprodlen¢ oznamit CRO.

V.
Zikladni podminky pro provadéni klinického
hodnoceni
Zkousejici provede klinické hodnoceni pfi

dodrzeni prislusnych pravnich ptedpisii, vcetné,
nikoliv v8ak vylu¢né zejména zdkona ¢. 378/2007
Sb., o léCivech, ve znéni pozdé€jSich ptedpisi,
zakona ¢. 372/2011 Sb., o zdravotnich sluzbach,
ve znéni pozdéjSich predpist, vyhlasky ¢.
226/2008 Sb., kterou se stanovi spravna klinicka
praxe a bliz§i podminky klinického hodnoceni
1€civ, ve znéni pozdéjsich predpist a zasadami
stanovenymi:

a) v protokolu klinického hodnoceni vydaném
zadavatelem a v souladu s pozadavky vsech
ptislusnych etickych komisi. Pfipadné zmény
protokolu lze provést jen s pisemnym
souhlasem zadavatele a vSech smluvnich
stran, na zaklad¢ ohlaseni Statnimu ustavu pro
kontrolu 1éCiv, popf. schvaleni Statnim
ustavem pro kontrolu 1é¢iv a souhlasného
stanoviska etické komise, ledaze je to
nezbytné k odvraceni akutniho nebezpeci
hroziciho subjektiim klinického hodnoceni.
Zkousejici se =zavazuje na dukaz svého
souhlasu postupovat podle protokolu piedat
CRO podepsanou stranu 2 protokolu
nazvanou Signature page.

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

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

5)

receipt of approval of all relevant Ethics
Committees and any other approvals required to
conduct the Clinical Study.

If, during the Clinical Study, it becomes apparent
that the Clinical Study will not be completed on
schedule, the Investigator has to notify CRO
immediately.

Iv.

Basic conditions for conducting the Clinical Study

1)
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While conducting the Clinical Study, the
Investigator shall comply with all applicable
legal regulations, including in particular, but not
limited to Act no. 378/2007 Coll. on
Pharmaceuticals, as amended, Act no. 372/2011
Coll. on Medical Services, as amended, Decree
no. 226/2008 Coll. on the Good Clinical Practice
and Detailed Conditions for Clinical Studies of
Pharmaceuticals, as amended, and in accordance
with:

a) the Protocol of the Clinical Study issued by
the Sponsor and in strict accordance with the
requirements of all relevant Ethics
Committees. The Protocol can be changed
only with the written consent of Sponsor and
all Parties, on the basis of a notification to
the State Institute for Drug Control or an
approval from the State Institute for Drug
Control, and the concurring opinion of the
Ethics Commission, unless to eliminate an
immediate hazard to Clinical Study subjects.
The Investigator agrees, as an evidence of
his consent to follow the Protocol, to deliver
to CRO the signed page 2 of the Protocol
titled Signature page.

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

¢) the permit to conduct the Clinical Study
issued by the State Institute for Drug
Control, in cases where such permit is
required, and the concurring opinion of the
Ethics Committee as specified in art. II. of
the Agreement.
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2)

3)

4)

5)

6)
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Klinické hodnoceni bude provedeno ve shodé s
etickymi normami Ceské lékaiské komory,
spravnou  klinickou  praxi, podminkami
vychazejicimi z Helsinské deklarace Svétové
asociace lékard, jakoz 1 smérnici o Spravné
klinické praxi (Guideline for Good Clinical
Practice) stanovenou mezinarodni konferenci pro
harmonizaci technickych pozadavki pro registraci
humannich 1é¢ivych pfipravkd (International
Conference for Harmonization of Technical
Requirements  for  the  Registration  of
Pharmaceuticals for Human Use), (dale jen ,,ICH
GCP  Guidelines®), americkym federalnim
zdkonem o jidle, léCivech a kosmetickych
prosttedcich (U.S. Federal Food, Drug and
Cosmetic Act), vplatném znéni, americkymi
ptedpisy FDA, ¢lanek 21, ustanoveni 50, 54, 56 a
312, je-li to aplikovatelné, americkym zakonem o
zahrani¢nich korupcnich praktikach, britskym
zakonem o TUplatkaistvi a dalSimi pfislusnymi
obecné zavaznymi dokumenty.

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

Zkousejici se dale zavazuje predat CRO tadné
vyplnény a podepsany formulai FDA 1572, je-li
tento zadavatelem pozadovan.

Piislusné zaznamy tykajici se tohoto klinického
hodnoceni, véetné zaznami o identifikaci subjektl
hodnoceni, klinickych pozorovanich,
laboratornich testech, pfijeti 1€kt a jejich pfedani,
budou nalezit¢ vedeny tak, aby zkousSejici a
poskytovatel zdravotnich sluzeb byli schopni
poskytnout zadavateli hodnoceni uplné a presné
informace o vSech aspektech a vysledcich tohoto
klinického hodnoceni. CRO a/nebo zadavateli
nebo jeho povéfenym zastupcim bude po
pfiméfeném avizu umoznéno tyto studijni
zaznamy (vCetné vySe uvedenych) provéfovat a
auditovat.

Poskytovatel zdravotnich sluzeb zajisti spravné
zachazeni s hodnocenym 1é¢ivem a jinym léCivem
pouzivanym v souladu s provadénim klinického
hodnoceni (v€etné placeba), pouze v souladu
s Protokolem, spravnou lékarenskou praxi a

2) The Clinical Study shall be conducted in

3)

4)

5)

6)

accordance with the ethical standards of the
Czech Medical Association, good clinical
practice, conditions under the World Medical
Association’s Declaration of Helsinki and the
Guideline for Good Clinical Practice set by the
International Conference for Harmonization of
Technical Requirements for the Registration of
Pharmaceuticals for Human Use (further the
“ICH GCP Guidelines”), the U.S. Federal
Food, Drug and Cosmetic Act, as amended, and
regulations of the FDA, Title 21 parts 50, 54, 56
& 312, if applicable, the US Foreign Corrupt
Practices Act, the UK Bribery Act and other
generally accepted applicable documents.

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

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

Adequate records with respect to the Clinical
Study shall be maintained, including without
limitation  records relating to  subject
identification, clinical observations, laboratory
tests, and drug receipt and disposition, in all
cases sufficient to enable the Investigator and
Medical Facility to furnish the Sponsor with
complete and accurate information regarding all
aspects and results of the Clinical Study. CRO
and/or Sponsor or Sponsor’s designees shall be
allowed to inspect and audit the records
(including without limitation records relating to
subject identification, clinical observations,
laboratory tests, and drug receipt and
disposition) and other Clinical Study related
information upon reasonable advance notice.

The Medical Facility will secure proper handling
of the Study Drug and any related medication
used in the Clinical Study (including placebo),
only in accordance with Protocol, Good
Pharmaceutical Practice and Decree no.
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vyhlaskou ¢. 226/2008 Sb. Postup nakladani
S hodnocenym léc¢ivem a jeho skladovani bude
blize upfesnén monitorem ur¢enym zadavatelem.

V.

Vybér subjektii hodnoceni pro klinické hodnoceni

1)

2)

3)

4)

5)
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a informovany souhlas

226/2008 Coll. Procedures for handling the
Study Drug will be communicated by a Sponsor-
designated monitor.

V.

Selection of trial subjects for Clinical Study and

informed consent

The enrolment of Clinical Study subjects will be

Nabor subjektd  klinického hodnoceni bude 1)

rovadét a nabor je done b
kompetitivni.

Zatazeni subjektt klinického hodnoceni do 2)

klinického hodnoceni bude mozné:

a) jen s pisemnym informovanym souhlasem
podle § 51 odst. 2 pism. h) zak. ¢. 378/2007
Sb., ve znéni pozdégjSich predpisi, a § 8
vyhlasky ¢ 226/2008 Sb., d) véetné pftilohy,
ve znéni pozdéjsich predpist, a po fadném
pouceni; popf.

b) vsouladu s pozadavky stanovenymi v § 52
zak. ¢. 378/2007 Sb., ve znéni pozdéjsich
predpist.

Inicialni zkraceny pisemny informovany souhlas
bude od subjektl klinického hodnoceni ziskéavat
.
pfi zafazovani, uplny pisemny informovany
souhlas bude ziskavat od subjektd klinického
hodnoceni zkousejici v prabéhu hospitalizace na
fesitelském centru.

Pfi  zpracovani, vyzddani a  uchovani
informovaného souhlasu jsou CRO, zadavatel,
zkousejici 1 poskytovatel zdravotnich sluzeb
povinni dbat pfislusSnych pravnich predpisit a
doporuceni uvedenych zejména v ¢l IV. této
smlouvy. V klinickém hodnoceni nebude pouzit
zadny formulaf informovaného souhlasu, ktery
nebyl nejprve schvalen zadavatelem nebo
V zastoupeni zadavatele.

Doklad tykajici se tohoto souhlasu zkousejici
uchova dle internich pfedpist svého poskytovatele
zdravotnich sluzeb. Zadny subjekt klinického
hodnoceni pfi tom nemiize byt zafazen do
klinického hodnoceni bez ziskdni tohoto
informovaného souhlasu.

Pokud zkousejici v pribéhu klinického hodnoceni
zjisti, Zze subjekt hodnoceni zafazeny do

3)

4)

5)

in the
Clinical Study is competitive.

The Clinical Study subjects may be included in
the Clinical Study only:

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

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

The initial shortened written informed consent
will be obtained from clinical trial subjects by
the

during enrollment, full written informed consent
will be obtained from clinical trial subjects by
the Investigator during hospitalization at the
Study Site.

When drafting, requesting and filing the
informed consent, CRO, Sponsor, the
Investigator and the Medical Facility have to
comply with the relevant legal regulations and
recommendations mentioned, in particular, in art.
IV. of this Agreement. No informed consent
document will be filed or used in the Clinical
Study unless it has been approved by Sponsor or
on behalf of Sponsor.

The Investigator will retain such consenting
document according to the policies of the
Medical Facility. No subject may be enrolled in
the Clinical Study until such informed consent
has been obtained.

If the Investigator discovers during the course of
the Clinical Study that a study subject included
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6)

1)

2)

3)

4)
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klinického hodnoceni nevyhovuje kritériim pro
zatazeni,  vsouladu s protokolem  subjekt
hodnoceni z klinického hodnoceni vytadi a
okamzité o tom v souladu s protokolem informuje
CRO resp. po dohodé s CRO, v ptipadé vyjimky,
postupuje v souladu s touto smlouvou a vyjimkou.

ZkousSejici, poskytovatel zdravotnich sluzeb,
zadavatel 1 CRO jsou povinni v prabehu
klinického hodnoceni i po jeho ukonceni dbat
ptislusnych pravnich ptedpisii o ochrané osobnich
udajii a informaci o subjektech zatazenych do
klinického hodnoceni.

VI.
Sledovani (monitorovani) a kontrola priubéhu
klinického hodnoceni

Pribéh a provadéni klinického hodnoceni budou
kontrolovany a sledovany ve smyslu pravnich
piedpisii a doporuceni uvedenych zejména v ¢l.
IV. odst. 1 této urené monitory Zadavatele,
kterym poskytovatel zdravotnich sluzeb i
zkousejici umozni pfistup ke vSem informacim
ziskanym v ramci klinického hodnoceni i k
vysledkiim laboratornich testil, vysetfeni a jinych
zaznamu o subjektech zatazenych do klinického
hodnoceni.

Pribeh klinického hodnoceni a jeho vysledky
mohou byt kontrolovany také auditory CRO ¢i
zadavatele; tim neni dotCeno pravo kontroly
pfisluinych statnich organi CR a zahrani¢nich
kontrolnich 0fadd. Poskytovatel zdravotnich
sluzeb a zkouSejici se zavazuji poskytnout
zminénym auditordm veskera klinicka data
zapsand do CRF (case report form) jakoz i dalsi
relevantni informace, vCetné¢ generovanych jako
vysledky provadéného klinického hodnoceni.

Obdrzi-li poskytovatel zdravotnich sluzeb nebo
zkousejici oznameni o tom, Ze misto provadéni
klinického hodnoceni bude pfedmétem Setfeni ¢i
auditu jakéhokoli statniho ¢i kontrolniho organu,
takovéd smluvni strana o tom neprodlen¢ uvédomi
CRO. Jestlize takova smluvni strana neobdrzi
takové oznameni o Setfeni ¢i auditu predem,
uvédomi CRO pfi prvni vhodné pfilezitosti.

Kazdy ze subjektt klinického hodnoceni musi byt
poucen podle ¢l. V. odst. 2 této smlouvy a

in the Clinical Study does not meet its entry
criteria, he shall in accordance with the Protocol
remove the study subject from the Clinical Study
and immediately in accordance with the Protocol
inform CRO or, as an exception, after Agreement
with CRO leave the study subject in the Clinical
Study in accordance with this Agreement and
exception.

6) The Investigator, the Medical Facility, Sponsor

and CRO are required, during the Clinical Study
and after it is completed, pursuant to the
applicable legal regulations, to ensure protection
of personal data and information about the
subjects included in the Clinical Study.

VL
Monitoring and inspection of the conduct of the
Clinical Study

1) The conduct of the Clinical Study shall be

inspected and monitored in accordance with the
legal regulations and recommendations stated, in
particular, in art IV. par. 1 of this Agreement by
Sponsor’s designated monitors, to whom the
Medical Facility and the Investigator shall permit
access to all information acquired in the Clinical
Study and to all results of laboratory tests,
examinations and other records about the
subjects included in the Clinical Study.

2) The conduct and results of the Clinical Study

may also be inspected by CRO’s or the
Sponsor’s auditors; this does not affect the right
of inspection of the relevant authorities of the
Czech Republic and foreign inspection offices.
The Medical Facility and the Investigator agree
to provide to the above-mentioned auditors all
clinical data recorded in the CRF (case report
form) as well as other relevant information,
including information generated as results of the
conducted Clinical Study.

3) In the event that the Medical Facility or

Investigator receives notice that the Study Site
shall be the subject of an investigation or audit
by any governmental or regulatory authority, the
Party receiving such notice shall inform CRO
immediately. In the event that the Party does not
receive prior notice of such investigation or
audit, the Party shall notify CRO at the first
available opportunity.

4) Each of the Clinical Study subjects must be

instructed pursuant to art. V. par. 2 of this
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informovan také o tom, Ze udaje ziskané o ném v
prabéhu klinického hodnoceni mohou byt pro

ucely kontroly pouzity a predloZzeny také
pfislusnym  kontrolnim  organim v Ceské
republice i mimo ni a vramci Evropského

hospodaiského spolecenstvi.

VII.
Jina ustanoveni

Zadavatel poskytne prostiednictvim  svych
zmocnéncl poskytovateli zdravotnich sluzeb a
zkousSejicimu veskery materidl (vcetné, nikoliv
vsak vylucné, hodnoceného 1éciva, poskytnutého
vybaveni, apod.) vymezeny Vv  protokolu
klinického hodnoceni, ktery je nezbytny k
provadéni klinického hodnoceni tak, aby mohly
byt dodrzeny podminky klinického hodnoceni
uvedené v ¢l. I1II. této smlouvy.

Hodnocené 1éCivo i ostatni material poskytnuté
zadavatelem nebo jeho jménem, jejichz
specifikace je uvedena v protokolu o klinickém
hodnoceni (¢l. IV. odst. 1 pism. a) této smlouvy)
pouzije fesitelské centrum a zkousSejici pouze pro
provadéni  klinického  hodnoceni.  VSechny
hodnotici materidly, které nebudou pouzity v
ramci  klinického hodnoceni, vrati feSitelské
centrum a zkousejici dle instrukci zadavatele nebo
jménem zadavatele.

Hodnocené 1é¢ivo nesmi byt poskytnuto jiné tieti
0sob¢& mimo osob piesné stanovenych v protokolu
a musi byt pouZito pouze v souladu s podminkami
protokolu.

Zkousejici a poskytovatel zdravotnich sluzeb se
zavazuji uschovat veskerou dokumentaci o
provedeni klinického hodnoceni i dokumentaci
vztahujici se k subjektim klinického hodnoceni
po dobu 15 let od data ukonceni klinického
hodnoceni. Pro piipad, Ze prvotni tdaje budou
dostupné pouze v elektronické podob€, zavazuje
se zkousejici pro ucely jejich ovefeni poftidit
vytisky téch dat, ktera se tykaji subjektd
klinického hodnoceni a jsou vyznamna pro
klinické hodnoceni. Tyto vytisky budou opatfeny
datem a podpisem zkousejiciho a fadné uchovany.

Zadavatel bude opravnén uchovavat originaly
vSech CRF (Case Report Forms) (nebo e-CRF),
které budou zaroven jeho vlastnictvim. Originaly
vSech dalSich zédznami a materidld budou
uchovany poskytovatelem zdravotnich sluzeb a

1)

2)

3)

4)

5)

Agreement and also informed that the data
acquired about him/her in the course of the
Clinical Study may be used and submitted to the
appropriate inspection authorities for purposes of
inspection both inside and outside of the Czech
Republic and the European Economic
Community.

VII.
Other provisions

Sponsor, through its designees, shall provide the
Medical Facility and the Investigator with all
materials (including Study Drug, provided
equipment, etc.) specified to be provided by the
Clinical Study Protocol, which are necessary to
conduct the Clinical Study, so that the terms of
the Clinical Study provided in art. III. of this
Agreement can be met.

The Study Site and the Investigator shall use the
Study Drug and other material provided by or on
behalf of Sponsor, the specifications of which
are provided in the Clinical Study Protocol (art.
IV par. 1 (a) of this Agreement), only for
conducting the Clinical Study. The Study Site
and the Investigator shall return all evaluation
materials, which are not used in the Clinical
Study as instructed by or on behalf of Sponsor.

The Study Drug may not be transferred to any
third party except as specifically provided in the
Protocol, and may be used only in accordance
with the Protocol.

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

The Sponsor will be entitled to keep originals of
all case reports forms (CRFs) (or e-CRFs), which
will be the property of the Sponsor. The originals
of all other records and materials will be
maintained by the Medical Facility and will be
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bude snimi nakladano dle platnych zakond a
nafizeni. Na vyzadani budou kopie téchto
dokumentt poskytnuty zadavateli.

Poskytovatel zdravotnich sluzeb a zkouSejici se
zavazuji, ze pokud pouziji k provedeni analyzy
pro ucely klinického hodnoceni jakoukoliv externi
laboratof, zajisti, aby tato laboratof byla zpisobila
k provedeni takové prace podle zasad spravné
laboratorni a klinické praxe. Zpusobilost externi
laboratote se prokazuje pfislusnym certifikatem
udélenym laboratofi k provadéni takovychto
analyz.

Zkousejici a poskytovatel zdravotnich sluzeb se
zavazuji, ze nebudou pouzivat nazvu ani vyrobkl
CRO ¢i zadavatele souvisejicich s provadénim
tohoto klinického hodnoceni za tcelem jakékoli
propagace ¢i reklamy bez jejich predchoziho
souhlasu.

CRO se zavazuje neuvadét vefejné jméno
zkouSejictho v souvislosti s  provadénim
klinického hodnoceni nad ramec stanoveny v
¢lanku X. odst. 4 této smlouvy.

IT Bezpecnost — Zadavatel prohlasuje, ze do dne
podpisu smlouvy vznesl v§echny pozadavky na IT
vybaveni, vcetné¢ systémovych a pristupovych
prav, potvrzuje jejich funkcénost a v budoucnu
nebude vyzadovat dalsi pozadavky a podminky.
Zadavatel si je védom, ze pii pripadnych
budoucich pozadavcich mu nemusi byt ze strany
poskytovatele zdravotnich sluzeb vyhovéno.

VIII.
NeZadouci prihody v pribéhu klinického
hodnoceni

Zkousejici je povinen bezodkladné sdélit CRO
a/nebo jinému zmocnénci zadavatele dle mozného
pisemného pozadavku zadavatele telefonicky,
faxem ¢i elektronickou postou jakoukoliv
zavaznou nezadouci piihodu, jakoz i1 zavazny
nezadouci a neocekavany nezadouci Uc¢inek, ke
kterym dojde v prubéhu klinického hodnoceni.

Nezadouci a zavazné nezadouci piihody jakoz i
zavazné nezadouci ucinky a neo¢ekavané zavazné
nezadouci ucinky jsou definovany v § 3 odst. 4-6
zakona ¢. 378/2007 Sb., ve znéni pozdéjsich
pfedpist, a podléhaji zaznamenani a hlaseni
zkousejicim dle tohoto zékona jakoz i v souladu s
ICH GCP Guidelines.

6)

7)

8)

9)

held in accordance with all applicable laws and
regulations. A copy of such materials will be
provided to the Sponsor upon request.

The Medical Facility and the Investigator agree
that if any external laboratory is used to perform
analyses for the purposes of the Clinical Study,
they will ensure that the laboratory is qualified
to perform such work pursuant to the principles
of good laboratory and clinical practice. The
qualification of the external laboratory shall be
proved by the appropriate certificate issued to
the laboratory to perform such analyses.

The Investigator and the Medical Facility agree
not to use the name or products of CRO or
Sponsor connected with the Clinical Study for
purposes of promotion or advertising without
their prior consent.

CRO agrees not to make public the name of the
Investigator connected with the Clinical Study
other than as provided in article X. par. 4 of this
Agreement.

IT Security — The Sponsor declares that by the
date of signing the contract it has raised all
requirements for the IT equipment, including
system and access rights, confirms their
functionality and will not require further
requirements and conditions in the future. The
Sponsor is aware that any future requirements
may not be met by the Medical Facility.

VIII.

Adverse events in the course of the Clinical Study

1)

2)

The Investigator shall, without delay, inform
CRO and/or such other Sponsor designee as
Sponsor may request in writing by telephone, fax
or electronic mail of any serious adverse events
or serious adverse drug reactions and unexpected
adverse drug reactions, which occur during the
Clinical Study.

Adverse events and serious adverse events as
well as serious adverse drug reactions and
unexpected serious adverse drug reactions are
defined in § 3 par. 4-6 of Act no. 378/2007 Coll.,
as amended, and are to be recorded and reported
by the Investigator pursuant to the above Act and
pursuant to the ICH GCP Guidelines.
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IX.
Pojisténi a odSkodnéni

1) Zadavatel, v souladu s ust. § 52 zak. ¢. 378/2007

2)

Sb. v platném znéni, zajistii na celou dobu
provadéni  klinického  hodnoceni  pojisténi
odpovédnosti za Skodu pro zkousSejiciho,
poskytovatele zdravotnich sluzeb a zadavatele,
jehoz prostiednictvim je zajisténo i odskodnéni v
ptipad¢ smrti subjektu klinického hodnoceni nebo
v pfipadé Skody vzniklé na zdravi subjektu
klinického hodnoceni v dasledku provadéni
klinického hodnoceni.

Pojisténi v odst. 1) se nevztahuje na ptipady, kdy
doslo k zatazeni subjektu klinického hodnoceni do
klinického hodnoceni bez ziskani informovaného
souhlasu ¢i ujmé na zdravi subjektu klinického
hodnoceni na zékladé nedbalosti zkousejiciho ¢i
jiného Cclena fesitelského centra, porusenim
Protokolu ¢i instrukci predanych feSitelskému
centru CRO zadavatelem ¢i jakymkoliv jinym
zmocnéncem zadavatele.

3) Poskytovatel zdravotnich sluzeb prohlasuje, Ze ma

4)

5)

1)

dle § 45 odst. 2 pism. n) zakona ¢. 372/2011 Sb., o
zdravotnich sluzbach uzavienu pojistnou smlouvu
na pojisténi odpovédnosti za Skodu zptsobenou pii
poskytovani zdravotni péce. Tato pojistna smlouva
je uzaviena v zakonem pozadovaném rozsahu a
neobsahuje pojisténi odpovédnosti za Skodu
zpisobenou pii provadéni klinického hodnoceni.
Dle § 45 odst. 2 pism. n) zakona ¢. 372/2011 Sb.
musi byt pojisténi uzavieno po celou dobu, po
kterou poskytovatel zdravotnich sluzeb poskytuje
zdravotni péci.

Zkousejici a poskytovatel zdravotnich sluzeb se
zavazuji pisemné informovat CRO a zadavatele o
jakémkoli ptipadu reklamace vad hodnocenych
l1éciv a dalSich vyrobkt pouzitych pii klinickém
hodnoceni, které poskytnul zadavatel, nebo byly
poskytnuty jeho jménem.

Smluvni strany se zavazuji pln¢ spolupracovat pii
feSeni pifipadi uvedenych v tomto clanku IX.
smlouvy.

X.
Ochrana divérnych informaci

Dlvémymi informacemi se pro ucely této
smlouvy rozumi veskeré informace tmyslné nebo

CEL-03_Czech Rep_CTA tripartite Agreement_07Jul2021_FN Brno_ -

2)

3)

5)

IX.
Insurance and indemnification

1) The Sponsor, in accordance with par. 52 of Act
No. 378/2007 Coll. as amended, has arranged
liability insurance for the Investigator, the
Medical Facility and the Sponsor for the entire
duration of the Clinical Study, through which
compensation in the event of death or in the
event of injury to the health of the Clinical Study
subjects as result of conducting the Clinical
Study is covered.

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

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

4) The Investigator and the Medical Facility agree to

inform CRO and Sponsor in writing about any
instance of recall of Study Drug or other
products used in the Clinical Study provided by
or on behalf of the Sponsor

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

X.
Protection of Confidential Information

1)

Confidential information for purposes of this
Agreement means any information provided by
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5)
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opomenutim poskytnuté zadavatelem nebo jeho
jménem nebo generované poskytovatelem
zdravotnich sluzeb nebo zkousejicim vztahujici se
ke klinickému hodnoceni nebo jeho dokumentaci
(dale jen ,diavérné informace™); zahrnuji
zejména informace o  struktufe, slozeni,
ingrediencich, vzorcich, know-how, technickych
postupech a procesech, jakoz i jiné informace
ttebaze nejsou oznacené vyslovené jako davérné.
Diivérnost  vlastnickych informaci, publikaci,
publikac¢nich prav, prav z dusevniho vlastnictvi a
odskodnéni pretrvava i po ukonceni klinického
hodnoceni

Za daveérné informace se nepovazuji informace,
které jsou v dobé predani povazovany za
dlouhodobé znamé mezi odbornou vefejnosti nebo
byly publikovany.

Poskytovatel zdravotnich sluzeb a zkousSejici
nesmi diveérné informace zptistupnit téeti osobe,
nebo je pouzivat pro ucel jiny, nez uréeny Vv
instrukcich danych zadavatelem nebo jeho
jménem. Divérné informace budou ve vylu¢ném
vlastnictvi zadavatele a/nebo jeho zmocnénce a
budou drzeny poskytovatelem zdravotnich sluzeb
a zkousSejicim v tajnosti a na misté pro takové
informace ureném, vyjma pripadd, kdy
poskytovatel zdravotnich sluzeb nebo zkousejici
prokdzou, ze se jednd o informace vefejné
ptistupné.

Pokud je ze zakonem stanovenych ddvodi nutné
davérné informace zpfistupnit (napfiklad na
zaklad¢ Zzadosti prislusného soudu, pfislusného
spravniho ufadu ¢i jiné vladni instituce),
poskytovatel zdravotnich sluzeb nebo zkousejici
toto neodkladné pisemné oznami CRO. Smluvni
strany se zavazuji zvefejnit divérné informace v
zakonem stanovenych piipadech opravnénym
subjektim popf. etické komisi a osobam
povétenym CRO pouze v nezbytné nutném
rozsahu.

CRO, poskytovatel zdravotnich sluzeb a
zkousejici se zavazuji informovat vSechny osoby
zicastnéné na tomto klinickém hodnoceni a
osoby, jimz je diveérnd informace zptistupnéna, o
povinnosti mléenlivosti v souladu s touto
smlouvou; takové osoby jsou pak vazany stejnou
povinnosti ml¢enlivosti.

Poskytovatel zdravotnich sluzeb a zkouSejici se
zavazuji pfedat CRO po ukonceni klinického
hodnoceni vSechny jim svéfené materidly,

2)

3)

4)

5)

6)

or on behalf of the Sponsor or generated by
Medical Facility or Investigator relating to the
Clinical Study or its  documentation
(“Confidential Information”); it includes, in
particular, information about the structure,
composition, ingredients, samples, know-how,
technical procedures and processes, as well as
other information, even if it is not expressly
identified as confidential. —Confidentiality of
proprietary information, publication, publicity
rights, intellectual property rights and
indemnification shall survive the completion of
this Clinical Study.

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

The Medical Facility and the Investigator may
not make the Confidential Information available
to third parties, or use it for a purpose other than
as specified in instructions given by or on behalf
of Sponsor.  Confidential Information shall
belong exclusively the Sponsor and/or its
designees, and shall be maintained in secrecy by
the Medical Facility and the Investigator at a
place assigned for such information, except in
cases where the Medical Facility or the
Investigator prove that the information is
publicly available.

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

CRO, the Medical Facility and the Investigator
agree to inform all persons participating in the
Clinical Study and persons to whom Confidential
Information is made available about the duty of
secrecy in accordance with this Agreement; such
persons are then bound by the same duty of
secrecy.

The Medical Facility and the Investigator agree

to deliver to CRO, after completion of the
Clinical Study, all materials, documents and
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7)

dokumenty a informace s vyjimkou pfipadi
stanovenych zékonem.

Smluvni strany se zavazuji uschovavat veskeré
dokumenty a informace tykajici se financnich
vyrovnani mezi smluvnimi stranami ddvérné.

XI.

Vlastnictvi vysledku klinického hodnoceni, jeho

1)

2)

3)

4)

1)
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ochrana a publikovani vysledki

Vysledky klinického hodnoceni jsou vyluénym
vlastnictvim zadavatele. Pripadné patentové
zadosti k vyndlezim ¢i vylepSenim stavajicich
1é¢ebnych postupt vytvorenych v pribehu nebo z
vysledkt klinického hodnoceni budou pisemné
oznameny zadavateli, pfevedeny na zadavatele a
ptihladseny na jméno zadavatele, bez dalsi potfeby
kompenzace poskytovatele zdravotnich sluzeb
nebo zkousejiciho zadavatelem.

Vysledky klinického hodnoceni nebo jejich cast
nebudou poskytovatelem zdravotnich sluzeb ¢i
zkousejicim  publikovany bez  predchoziho
pisemného souhlasu zadavatele. Rozhodnuti o
moznostech publikace je v plné zodpovédnosti
zadavatele. Poskytovatel zdravotnich sluzeb a
zkouSejici se zavazuji, Ze projednaji se
zadavatelem publikaci praci ¢i Ustnich prezentaci
vcetné odbornych rukopisii, abstraktd, plakati a
obrazovych praci o pruibéhu ¢&i vysledcich
klinického hodnoceni nejméné Sedesat (60) dni
pted ptedanim publikace do tisku.

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

Poskytovatel zdravotnich sluzeb a zkousSejici
berou na védomi, ze nesmé&ji vydat Zzadnou
odbornou publikaci k vynalezim nebo objevim
generovanym  béhem  provadéni  klinického
hodnoceni ¢i publikaci k 1é¢ivu diive, nez
zadavatel poda patentovou piihlasku, pokud
vzhledem k povaze wvysledki klinického
hodnoceni bude podani takové ptihlasky prichazet
v uvahu.

XIlI.
Trestni bezihonnost

Zkousejici prohlaSuje a zaruCuje, Ze jemu a podle
jeho nejlepsich védomosti ani zadnému jinému

7)

1)

2)

3)

4)

1)

information received from CRO, except for cases
provided by law.

The Parties agree to keep all documents and
information concerning the financial
arrangements between the Parties confidential.

XI.
Ownership, protection, and publication of
Clinical Study results

The results of the Clinical Study are owned
exclusively by the Sponsor.  Any patent
applications to inventions or improvements of
existing medical procedures discovered in the
course of or from the results of the Clinical
Study will be disclosed in writing to Sponsor,
assigned to Sponsor, and registered in the name
of Sponsor without any further compensation by
Sponsor to Medical Facility or Investigator.

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

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

The Medical Facility and the Investigator take
note of the fact that they may not issue any
expert manuscript about the inventions or
discoveries made in the performance of the
Clinical Study or related to the Study Drug
before the Sponsor applies for patent
registration, if, given the nature of the Clinical
Study results, such application is possible.

XII.
Clean criminal records
The Investigator represents and warrants that

neither he nor, to the best of his knowledge, any
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1)
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3)

)

2)

1

2)
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Clenu fesitelského tymu nebyl nikdy vysloven
zakaz Cinnosti ani nebyl trestdn za spachani
trestného ¢inu, za ktery muze byt lékafi zakaz
¢innosti ve zdravotnictvi ulozen.

Zkousejici prohlasuje a zaruCuje, Ze on ani zadny
z Clent feSitelského tymu nikdy nebyl v
souvislosti s provadénim klinického hodnoceni
obvinén, vySetfovan ani odsouzen.

XII1.
Reseni spori a smirci Fizeni

Smluvni strany se dohodly, ze pravni vztahy a
poméry vzniklé ztéto smlouvy se fidi platnymi
zakony a predpisy Ceské republiky.

Smluvni strany se zavazuji pfi provadéni
klinického hodnoceni si vzijemné pomahat a
ptipadné spory a rozdilnost nazord na postup a
zpusob praci fesit smirnym jednanim obvyklym u
smluvnich stran.

Smluvni strany berou na védomi a souhlasi, Ze k
projednani a rozhodovani piipadnych spord, které
nebudou vyfeSeny smirem podle odst. 2, jsou
prislugné soudni organy Ceské republiky.

XIV.
Finan¢ni vyrovnani

Zadavatel, prostiednictvim svého povéteného
platce bude poskytovat finanéni podporu
uvedenou Vv ptiloze ¢. 1 této smlouvy za Gcelem
provadéni  klinického hodnoceni v souladu
s podminkami Protokolu.

Zdravotnické zatfizeni a zkouSejici timto berou na
védomi a souhlasi s tim, Ze platby splatné v ramci
této dohody maji byt zaplaceny prostfednictvim
povéteného platce zadavatele. Zadavatel vykona
priméfené usili k zajisténi v€asného dodani téchto
plateb.

XV.
Doba platnosti smlouvy

Tato smlouva se uzavird na dobu provadéni
klinického hodnoceni.

V nasledujicich  pfipadech je
zdravotnich  sluzeb, zadavatel,

poskytovatel
nebo CRO

1) The

other member of the study team, was ever
prohibited from practicing or was sentenced for a
crime for which a doctor may be prohibited from
practicing in the medical field.

2) The Investigator declares that neither he/she nor

any member of the study team has ever, in
connection with the conduct of a Clinical Study,
been accused, investigated or convicted.

XIIIL.
Dispute resolution and conciliation proceedings

Parties have agreed that the legal
relationships arising under this Agreement shall
be governed by the valid laws and regulations of
the Czech Republic.

2) The Parties agree to assist each other in

conducting the Clinical Study and to resolve any
disputes or differences of opinion about work
procedures and methods through their usual
negotiations.

3) The Parties take note of and agree that any

disputes which are not settled through
cooperation pursuant to par. 2 shall come under
the jurisdiction of the courts of the Czech
Republic.

XIV.
Financial provisions

1) Sponsor through Sponsor’s designated payer will

provide the financial support set out in Appendix
no. 1 attached to this Agreement for the conduct
of the Clinical Study in accordance with the
terms of the Protocol.

2) The Medical Facility and Investigator hereby

acknowledges and agrees that payments due
under this Agreement are to be paid through
Sponsor’s designated payer. Sponsor shall
exercise reasonable efforts to ensure timely
delivery of such payments.

XV.
Term of the Agreement

1) This Agreement is concluded for the duration of

the Clinical Study.

2) In the following situations Medical Facility,

Investigator, Sponsor, or CRO with Sponsor’s
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s pfedchozim pisemnym souhlasem zadavatele
kterakoliv ze smluvnich stran opravnéna ukoncit
tuto smlouvu pisemnou vypoveédi, ktera je ¢inna
po uplynuti tficeti (30) dnti ode dne nésledujiciho
po doruceni smluvnim stranam:

a) pokud néktera smluvni strana neplni nékteré z
ustanoveni této smlouvy a pokud nebude
sjednana naprava do uplynuti tficeti (30) dnu;

b) pokud bude rozhodnuto, Ze je néktera smluvni
strana v upadku podle insolvenéniho zakona
¢. 182/2006 Sb., ve znéni pozdéjsich predpist;

¢) pokud n&ktera smluvni strana pozbude
opravnéni k pisobeni v dané oblasti;

d) bude-li riziko pro subjekty klinického
hodnoceni neumérné zvyseno;

e) pokud potiebné opravnéni, ohlaseni, povoleni
nebo souhlas nezbytné k provedeni klinického
hodnoceni  jsou revokovany, pozbydou
platnosti bez  pfislusného  prodlouzeni,
klinické hodnoceni je pozastaveno, zakazano,
nebo neni zahijeno ve stanovené dobé od
vzniku opravnéni;

f) v piipadé, Zze vhodné subjekty nejsou do
klinického hodnoceni zatazeny vcas, takze je
ohroZen dohodnuty ¢asovy rozvrh;

g) v piipadé, Zze celkovy nabor subjektu
v multicentrickém klinickém hodnoceni dle
protokolu byl dosazen; nebo

h) vpiipadé, ze se  zkouSejici  stane
nedivéryhodnym ¢i bude diskvalifikovan z
provedeni klinického hodnoceni (debarment
and disqualification) a bude zafazen na tzv.
,cernou listinu®“ vedenou FDA v souladu
s Generic Drug Enforcement Act z roku 1992,
a nebude urcen nahradni zkousSejici v priabéhu
Sedesati (60) dni a ten nebude odmitnut
zadavatelem.

CRO ma dale pravo ukoncit své pisobeni jako
smluvni strana této smlouvy pisemnou vypoveédi
ucinnou po uplynuti tficeti (30) dnii ode dne
nasledujiciho po doruCeni zkouSejicimu a
poskytovateli zdravotnich sluzeb:

a) zjakychkoliv divodd uvedenych v ¢lanku

3)

prior written consent, may terminate this
Agreement by giving thirty (30) days written
notice, which begins to run on the day after the
notice is delivered to the Parties:

a) if any Party fails to fulfil any of the
provisions of this Agreement unless cured
within the aforesaid thirty (30) day period;

b) if it is declared that any Party to this
Agreement is in bankruptcy proceedings
according to the insolvency Act no.
182/2006 Coll., as amended;

c) if any Party loses its authorization to practice
in the given field;

d) if the risk for Clinical Study subjects
increases disproportionately;

e) if a necessary authorization, notification,
permit or consent necessary for conducting
of the Clinical Study is revoked, its validity
expires without appropriate extension, the
Clinical Study is suspended, prohibited or is
not commenced within the statutory time
period from the date that the authorization
arose;

f) in the event of an inadequate rate of adding
suitable subjects to the Clinical Study which
endangers the agreed time schedule;

g) if the enrolment for the overall multicenter
trial pursuant to the Protocol has been met;
or

h) if the Investigator is debarred or disqualified
under the Generic Drug Enforcement Act of
1992 and is added to the “Black list”
maintained by FDA, and a substitute
investigator cannot be located within sixty
(60) days unless waived by the Sponsor.

CRO may remove itself as a party to this
Agreement by giving thirty (30) days written
notice, which begins to run on the day after the
notice is delivered to the Investigator and the
Medical Facility for the following reasons:

a)  for any of the reasons set forth in Sections
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XV. 2 a) az XV. 2 ¢) této smlouvy;

b) pisemnou dohodou mezi CRO a,

zadavatelem; nebo

€) Vpfipadé ukonceni smlouvy o provedeni
sluzeb pro toto klinické hodnoceni
(“MCSA”) wuzaviené mezi CRO a
zadavatelem,

v takovych pfipadech jsou zévazky CRO
Vv zastoupeni zadavatele piebirany zadavatelem
nebo jim uvedenym nastupcem. Odpovédnost
CRO na zakladé této smlouvy v zadném piipadé
nepiekro¢i opravnéni udélené CRO na zikladé
MCSA. V ptipade, Ze béhem doby této smlouvy
dojde ke zméné rozsahu opravnéni CRO
udéleného na zikladé MCSA, bude provedena
odpovidajici iprava rozsahu opravnéni na zakladé
této smlouvy. V takovém pifipadé piejde
odpovédnost v tom rozsahu, ve kterém ji uz po
upraveé neponese CRO, na zadavatele nebo uréeny
subjekt a jakékoli zavazky poskytovatele
zdravotnich sluzeb viici CRO se stanou zavazky
vici zadavateli nebo uréenému subjektu.

4) okamzité po obdrzeni Zadosti o ukonceni,

a) zastavi poskytovatel zdravotnich sluzeb a
zkousejici v 1ékarsky pripustném rozsahu
doprovodné procedury podstupované
pacienty, kteti jiz do klinického
hodnoceni vstoupili, a v mozné mife
omezi vznik dodate¢nych nakladd a

vydaji;

b) Poskytovatel zdravotnich sluzeb piedlozi
vyuctovani k proplaceni podle pokyni
zadavatele nebo CRO, které je v souladu
s ¢astkami stanovenymi piilohou €. 1 této
smlouvy a dale:

i) Seznam poskytnutych sluzeb a
uhrazenych vydaji poskytovatele
zdravotnich sluzeb za provedeni
klinického hodnoceni pred datem
ukonéeni, pficemz tyto Castky jesté
nebyly zaplaceny; a

i)  Veskeré polozky nakladt
poskytovatele zdravotnich
sluzeb/zkousejiciho, které¢ nelze

zrusit (v souladu s ptilohou €. 1) pred
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4)

XV. 2 a) through XV. 2 ¢) hereof;

b) by agreement, in writing, between CRO
and;or

c) if the agreement between CRO and
Sponsor regarding the performance of
services for this Study (the “MCSA”) is
terminated,

in which event all responsibilities undertaken by
CRO on Sponsor’s behalf hereunder shall
become the responsibility of Sponsor or its
designee. In no event will CRO’s responsibility
under this Agreement exceed the authority
granted to CRO under the MCSA. To the extent
CRO’s authority under the MCSA is modified
during the term of this Agreement, such
authority shall likewise be modified under this
Agreement in which event those responsibilities
no longer undertaken by CRO pursuant to such
modified  authority  shall  become the
responsibility of Sponsor or its designee and any
obligations of Medical Facility with respect to
CRO shall be obligations with respect to Sponsor
or its designee.

Immediately upon receipt of a notice of
termination,

a) the Medical Facility and the Investigator
shall cease conducting procedures to the
extent medically permissible on subjects
already entered into the Clinical Study, and
refrain from incurring additional costs and
expenses to the extent possible;

b) Medical Facility shall submit an account
statement as directed by Sponsor or CRO for
the remuneration, consistent with the rates
specified in Appendix no. 1 hereof, of:

i) services supplied and amounts disbursed
by Medical Facility for performing the
Study before the termination date, when
these amounts have not yet been paid;
and

i1) all non-cancelable obligations properly
incurred by Medical Facility/Investigator
(in accordance with Appendix no. 1)
before the effective termination date.
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6)

7)

8)

1)

2)
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datem ukonceni.

Pokud CRO ¢i zadavatel ziska v obdobi plnéni
této smlouvy informace, které zpochybnuji
bezpecnost ¢i Ucinnost studijniho 1éc¢iva nebo
souvisejicitho produktu, anebo pokud bude
studijni 1é¢ivo schvaleno FDA, smluvni strany
Cestné vyjednaji modifikaci této smlouvy, jez se
bude tykat (a) sniZzeni poctu studovanych
subjekt, (b) ukonceni klinického hodnoceni
a/nebo (c) upravy jakychkoli dalsich pfislusnych
ustanoveni vyplyvajicich z této smlouvy.

Po dokonceni ¢i predéasném ukonceni klinického
hodnoceni jsou poskytovatel zdravotnich sluzeb
a/nebo zkousejici povinni ptedlozit CRO nebo
zmocnénci, kterého mize zadavatel zmocnit
zavéreCnou zpravu zahrnujici vSechny pfislusné
informace tykajici se klinického hodnoceni tak,
jak je popsano v Protokolu, v¢etné vSech dat a
vysledkd klinického hodnoceni a rovnéZz jsou
povinni navratit vSechny daveérné informace
zadavatele ¢i CRO jejich ptislusnému majiteli.

Po dokonceni ¢i pred¢asném ukonceni klinického
hodnoceni bude veskeré nepouzité studijni 1écivo,
vybaveni a pfislusné materialy klinického
hodnoceni poskytnuté poskytovateli zdravotnich
sluzeb a/nebo zkousejicimu CRO ¢i zadavatelem
vraceny zadavateli nebo jeho zmocnénci.

Clanek XVI.
Etické chovani

Poskytovatel zdravotnich sluzeb/zkousejici se
zavazuji, ze nebudou, at’ pifimo ¢i nepiimo
prostfednictvim jakékoli tieti strany, poskytovat,
nabizet nebo slibovat zadnou platbu, dar nebo
jinou cennou véc zadné osobé&, aby tak tuto osobu
nepatiicné ovlivnili nebo aby tato osoba byla
poskytovateli zdravotnich sluzeb/zkousejicimu,
CRO nebo zadavateli napomocna pii ziskavani
necestného zvyhodnéni.

Poskytovatel zdravotnich sluzeb/zkouSejici se
zavazuji, ze nebudou, at piimo ¢i nepiimo
prostfednictvim jakékoli tieti strany, pfijimat,
schvalovat, ziskavat ¢i pozadovat zadnou platbu,
dar nebo jinou cennou véc od zaddné osoby, které
jim budou nabidnuty ¢i predany jako odména za
nepatficné ovlivnéni nebo se zamérem nepatiiéné
ovlivnit poskytovatele zdravotnich
sluzeb/zkousejiciho, CRO nebo zadavatele.

6)

7)

8)

1)

2)

Notwithstanding anything herein to the contrary,
if during the term of this Agreement, information
becomes available to CRO or Sponsor which
places the safety or efficacy of the Study Drug or
related product in doubt or if the Study Drug is
approved by FDA, the Parties shall negotiate, in
good faith, a modification of this Agreement to
(i) reduce the number of subjects to be studied,
(i) terminate the Clinical Study, and/or (iii)
modify any other relevant provision of this
Agreement.

Upon completion of the Clinical Study or earlier
termination therecof, Medical Facility and/or
Investigator shall prepare and forward a final
report containing all relevant information for the
Clinical Study as described in the Protocol,
provide all data and Clinical Study results to
CRO or such designee as Sponsor may
designate, and shall return all Confidential
Information, as defined herein, to its respective
owner.

Upon completion of the Clinical Study or early
termination thereof, all unused Study Drug,
compounds, devices and related Clinical Study
materials furnished to Medical Facility and/or
Investigator by or on behalf of Sponsor or CRO
shall be returned to Sponsor or its designee.

XVI.
Ethical Conduct

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

Medical Facility/Investigator undertakes that
Medical Facility/Investigator shall not, directly
or indirectly through any third party, accept,
agree or receive or request any payment, gift or
other thing of value from any person offered or
given as a reward for or with the intention of
improperly influencing Medical
Facility/Investigator, CRO or the Sponsor.
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1)

2)

3)

4)

5)

6)

7)
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XVIL.
Spolecna a zavérecna ustanoveni

Kazda ze smluvnich stran uznédva, ze jakékoli
poruseni prohlaseni ¢i zaruk kdykoli po dobu
platnosti této smlouvy piedstavuje v kazdém
ptipad¢ poruseni této smlouvy se vSemi dlsledky
zakotvenymi v Ceskych pravnich piedpisech pro
pfipad neplnéni zivazkli plynoucich z této
smlouvy pfisluSnou stranou. Porusenim prohlaseni
¢i zéruky se mini, ze toto prohlaseni nebo zaruka
neni pravdiva, uplna nebo spravna.

Vztahy neupravené touto smlouvou se fidi
zakonem ¢. 89/2012 Sh., obcansky zakonik, ve
znéni pozdéjsich predpisil, zakonem &. 378/2007
Sb., o lécivech, ve znéni pozdé€jSich predpist a
vyhlaskou ¢. 226/2008 Sb., kterou se stanovi
spravnd klinicka praxe a bliz§i podminky
klinického hodnoceni 1éCiv, ve znéni pozdéjsich
predpist.

Tato smlouva nabyva platnosti a G¢innosti dnem
podpisu vSemi smluvnimi stranami. Tato smlouva
je zavazna pro smluvni strany, jakoz i pro jejich
pravni nastupce a odsouhlasené postupniky.

Smluvni strany nesmi tuto smlouvu postoupit bez
pfedchoziho pisemného souhlasu ostatnich
smluvnich stran kromé toho, ze zadavatel je
opravnén postoupit tuto smlouvu svému nastupci
v souvislosti s fuzi, akvizici nebo prodejem vSech
nebo vyznamné Casti cennych papirt, aktiv nebo
obchodnich zajmi vztahujicim se k této smlouvé.
Zadavatel bude ostatni smluvni strany o
jakémkoliv takovém nastupci informovat.

Jakékoli vzdani se prava €i shovivavost kterékoli
smluvni strany v souvislosti s porusenim
nekterého ustanoveni této smlouvy neznamena
vzdani se prava v souvislosti s jakymkoli dal§im
porusenim této smlouvy.

Smluvni strany se zavazuji, ze dodrzi vSechna
ustanoveni této smlouvy, kterd trvaji déle nez
platnost smlouvy, i po skoneni tohoto klinického
hodnoceni.

Tato smlouva je vyhotovena ve Ctyfech
stejnopisech, z nichz jeden obdrzi poskytovatel
zdravotnich sluzeb, jeden zkousejici, jeden
zadavatel a jeden CRO.

1)

2)

3)

4)

5)

6)

7)

XVIL
Closing provisions

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

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

This Agreement is valid and effective upon its
signature by all Parties. This Agreement shall be
binding upon the Parties, their successors and
permitted assignees.

This Agreement may not be assigned or
transferred by any of the Parties without the prior
written consent of the other Parties to this
Agreement except that Sponsor may assign this
Agreement to a successor in connection with a
merger, acquisition or sale of all or substantially
all of its securities, business, assets or interest to
which this Agreement relates. Sponsor will
notify the other parties of any such assignment.

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

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

This Agreement is made in four counterparts, of

which the Medical Facility, the Investigator, the
Sponsor and CRO shall receive one.
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8) Zmeény a dopliiky této smlouvy jsou mozné toliko 8) Changes and supplements to this Agreement may
dohodou, a to pisemnym dodatkem ke smlouvé, be made only by written amendment hereto
podepsanym vSemi smluvnimi stranami. executed by all parties.

9) V piipadé¢ jakychkoli rozpori mezi Ceskou a 9) In the case of any discrepancy between the
anglickou verzi smlouvy ma ptednost ¢eska verze. Czech and the English versions of the
Agreement, the Czech version shall prevail.

Na dikaz souhlasu se znénim smlouvy pripojuji In witness of their consent to this Agreement, the
smluvni strany své podpisy. Parties have signed below.

CRO:
Gergana Kukundjieva, jednatel/Managing Director

Datum/date:

Zadavatel/Sponsor:
Robert S. Hillman, President & CEO

Datum/date:

Poskytovatel zdravotnich sluzeb/ Medical Facility: v
prof. MUDr. Jaroslav Stérba, Ph.D., feditel/Director

Datum/date:

Zkousejici/ Investigator:

Datum/date:

Seznam piiloh k této smlouvé (které jsou piilozeny List of appendices to this Agreement(which are
k této smlouvé a zahrnuty odkazem): attached hereto and/or incorporated by reference):

Ptiloha ¢. 1: Rozpis plateb Appendix no. 1:  Payment Schedule

CEL-03_Czech Rep_CTA tripartite Agreement_07Jul2021_FN Brno_- 18/19




Piiloha 1 — Rozpis Plateb Appendix No. 1 — Payment Schedule
Protokol ¢./Protocol no.:

CEL-03

Cely text tykajici se plateb byl odstranén. Whole text re payments was removed.
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