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CLINICAL TRIAL AGREEMENT
Protocol # XBR1001

This Clinical Trial Agreement (“Agreement”) dated
as of the date of last signature and will be effective
as of the date of publication into the Czech Republic
Contract Register (“Effective Date”) between

Syneos Health UK Limited with principal offices
located in the United Kingdom at Farnborough
Business Park, 1 Pinehurst Road, Farnborough,
Hampshire, GU14 7BF, United Kingdom, including
its affiliates, subsidiaries, and specifically its parent
company Syneos Health, LLC (“CRO”)

and

Fakultni nemocnice Brno, with a place of business
at Jihlavska 20, 625 00 Brno, Czech Republic, ID
Number: 65269705, VAT No.: CZ65269705,
representative: MUDr. Roman Kraus, MBA -
director (“Institution”)

and

MUDr. Daniela Vyslouzilova, Ph.D., date of
birthday XXXXXXXXXXXXXXXXXXXXXXXXXXXXXX, With
permanent address
XXXXXXXXXXXXXXXXXXXXXXXXXXXXXX, physician of
Ophtalmology Clinic Fakultni nemocnice Brno
(“Principal Investigator”™).

“Party” means CRO, Institution or Principal
Investigator equally, and “Parties” shall mean all of
them.

BACKGROUND

By separate agreement, Xbrane Biopharma with a
principal place of business at Banvaktsvidgen 22, 171
48 Solna, Sweden (“Sponsor”) has engaged Syneos
Health, LLC, a contract research organization, with a
principal place of business in the United States at
1030 Sync Street, Morrisville, North Carolina 27560
USA acting as an independent contractor, to act on
behalf of Sponsor for the purposes of transferring
certain obligations in connection to this Agreement,
said obligations including but not limited to

SMLOUVA O KLINICKEM HODNOCENI
Protokol ¢islo XBR1001

Tato smlouva o klinickém hodnoceni (déle jen
»smlouva”) ze dne piipojeni posledniho podpisu s
ucinnosti k datu zvetejnéni v registru smluv (,,datum
ucinnosti’) se uzavira mezi

spole¢nosti Syneos Health UK Limited se sidlem
ve Velké Britanii na adrese Farnborough Business
Park, 1 Pinehurst Road, Farnborough, Hampshire,
GU14 7BF, Spojené kralovstvi, vcetné¢ jejich
pobocek, dcefinych spoleCnosti a konkrétné jeji
matetskou spolecnosti Syneos Health, LLC (,,CRO”)

a

Fakultni nemocnice Brno se sidlem Jihlavska 20,
625 00 Brno, Ceska republika, IC: 65269705, DIC:
CZ65269705, jednajici: MUDr. Roman Kraus, MBA
- feditel (,,Zdravotnické zatizeni”)

a

MUDr. Daniela Vyslouzilova, Ph.D., nar.
XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX, bytem
XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXKXXXXXXXXXXX,
lékaika Oc¢ni kliniky Fakultni nemocnice Brno
(,,hlavni zkousejici™).

»Smluvni strana“ znamena rovnocenné¢ spolecnost
CRO, zdravotnické zafizeni nebo hlavniho
zkouSejiciho a ,,smluvni strany* znamenaji vSechny
z nich.

VYCHODISKA

Samostatnou smlouvou Xbrane Biopharma se sidlem
Banvaktsviagen 22, 171 48 Solna, Sweden (dale jen
»zadavatel”) povértil spolecnost Syneos Health, LLC,
smluvni vyzkumnou organizaci se sidlem ve
Spojenych statech na adrese 1030 Sync Street,
Morrisville, North Carolina 27560 USA, pusobici
jako nezavisly smluvni dodavatel, aby jednala
jménem zadavatele pro ucely pfevodu urcitych
zavazkl plynoucich z této smlouvy, pficemz
uvedené zéavazky zahrnuji zejména vyjednani a
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negotiations and execution of the Agreement and
payment administration for services performed and
described hereunder.

Sponsor wishes to support a clinical trial with
Sponsor Drug (hereinafter defined) Xlucane
(ranibizumab), encoded XBR1001 entitled “Xplore:
A Phase III Double-Blind, Parallel Group,
Multicenter Study to Compare the Efficacy and
Safety of Xlucane versus Lucentis® in Patients with
Neovascular Age-Related Macular Degeneration”
(“Protocol”) to be conducted at Institution (“Trial”)
to involve patients participating in the Trial (“Trial
Subjects”™).

The Parties agree as follows:

1. Investigators and Research Staff.

1.1. Principal _ Investigator. =~ The  Principal
Investigator, being an employee of the Institution,
will be responsible for the direction of the Trial in
accordance with applicable Institution policies.
The Trial will be conducted under the supervision
of the Principal Investigator at Fakultni
nemocnice Brno, Jihlavska 20, 625 00 Brno,
Czech Republic.

1.2. Subinvestigators _and  Research  Staff.
Institution and Principal Investigator will ensure
that only individuals who are appropriately
trained and qualified assist in the conduct of the
Trial as subinvestigators or research staff
(subinvestigators and research staff collectively
referred to as “Research Staff’). Principal
Investigator may  delegate  duties and
responsibilities to Research Staff only to the
extent permitted by Applicable Law (hereinafter
defined) governing the Trial conduct, as described
below. Principal Investigator is responsible for
timely study specific training of research staff.

1.3. Obligations of Institution and Principal
Investigator. Institution and Principal Investigator
will ensure that Research Staff is informed of and
agree to abide by all terms of this Agreement

uzavieni smlouvy a spravovani plateb za sluzby
provadéné a popsané nize.

Zadavatel si pifeje podporit klinické hodnoceni
hodnoceného 1éCivého piipravku (definovaného
nize) Xlucane (ranibizumab) s kodovym oznacenim
XBR1001 nazvanym ,Xplore: Dvojite¢ zaslepena,
multicentricka  studie faze III s paralelnimi
skupinami k porovnani ucinnosti a bezpecnosti
pripravku Xlucane oproti pfipravku Lucentis® u
pacienti s neovaskularni vékem podminénou
makularni degeneraci““(dale jen ,protokol”), které
bude provadéno ve zdravotnickém zatizeni (dale jen
,klinické hodnoceni”’) a budou do n¢ =zatazeni
pacienti (dale jen ,,subjekty klinického hodnoceni”).

Strany se dohodly takto:

1. ZkouSejici a vyzkumny personal

1.1. Hlavni zkouSejici. Hlavni zkousSejici jako
zaméstnanec  zdravotnického  zafizeni bude
odpovédny za vedeni klinického hodnoceni v
souladu s platnymi predpisy zdravotnického
zatizeni. Klinické hodnoceni bude provadéno pod
vedenim hlavniho zkousSejiciho ve Fakultni
nemocnici Brno, Jihlavska 20, 625 00 Brno,
Czech Republic.

1.2. SpoluzkouSejici a vyzkumny persondl.
Zdravotnické zatfizeni a hlavni zkouSejici zajisti,
aby se na provadéni klinického hodnoceni jako
spoluzkousejici a vyzkumny persondl podilely
pouze osoby s odpovidajicim vzdélanim a
kvalifikaci (spoluzkousSejici a vyzkumny personal
jsou spolecné oznacovani jako ,,vyzkumny
personal”). Hlavni zkouSejici mulze delegovat
povinnosti a odpovédnosti na vyzkumny personal
pouze vrozsahu povoleném platnymi zakony
(definované¢  nize) upravujicimi  provadeéni
klinického hodnoceni, jak je uvedeno nize. Hlavni
zkousejici je odpovédny za vcasné vyskoleni
vyzkumného personalu odpovidajici pozadavkim
na provedeni studie.

1.3. Povinnosti _ zdravotnického  zafizeni a
hlavniho zkouSejiciho. Zdravotnické zafizeni a
hlavni zkouSejici zajisti, aby byl vyzkumny
personal informovadn o veSkerych podminkach
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applicable to the activities they perform.
Institution and Principal Investigator will assume
all those responsibilities assigned under all
applicable laws, rules, regulations, guidelines and
standards including, without limitation, all
relevant International Conference on
Harmonization Good Clinical Practice (“ICH
GCP”) guidelines and standards and the World
Medical Association declaration of Helsinki
“Ethical Principles for Medical Research
Involving Human Subjects” (2013), all applicable
laws and guidance relating to clinical trials of
medicines and all applicable laws relating to
human rights, supply of medicines legislation,
legislation relating to human tissue and biological
samples, and all applicable laws relating to the
confidentiality, privacy and security of Trial
Subject information inclusive but not limited to
the EU General Data Protection Regulation -
GDPR (“Applicable Law™).

1.4. No Substitution. Institution and Principal
Investigator may not reassign the conduct of the
Trial to a different Principal Investigator without
prior written authorization from Sponsor. Any
replacement Principal Investigator will be
required to agree to the terms and conditions of
this Agreement in a separate writing. In the event
Sponsor does not approve a replacement Principal
Investigator, Sponsor or CRO may terminate this
Agreement in accordance with the Termination
provisions below.

2. Protocol. Institution and Principal Investigator
will conduct the Trial in accordance with the
Protocol and Applicable Law.

2.1. Amendments. The Protocol may be modified
only by a written amendment (“Protocol
Amendment”), signed by Sponsor and the
Principal Investigator. If applicable, the Parties
acknowledge that Protocol Amendments are also
subject to approval by the responsible
Independent Ethics Committee (“IEC”) and/or
Regulatory Authority (“RA”). Sponsor may
instruct a deviation from the Protocol on an
emergency basis for the safety of the Trial

této smlouvy platnych pro vykonavané ¢innosti a
souhlasil s nimi. Zdravotnické zafizeni a hlavni
zkousejici  prevezme  vSechny  povinnosti
vyplyvajici ze vSech platnych zakont, predpist,
pokynl a norem, véetné zejména vSech platnych
pokynli a standardii Mezindrodni konference o
harmonizaci spravné klinické praxe (International
Conference on Harmonization Good Clinical
Practice, ICH GCP) a Helsinské deklarace
Svétové lékarské asociace ,,Etické zasady pro
lékarsky vyzkum za ucasti lidskych subjektd*
(2013), vSech platnych zdkoni a pokynt
upravujicich  klinickd  hodnoceni  IéCivych
ptipravktl a vSech platnych zdkond upravujicich
lidska prava, legislativy upravujici dodavky 1éku,
legislativy upravujici otazky vzorku tkané a
biologickych vzorkd, a vSech platnych zikonl
tykajicich se zachovani davérnosti, ochrany
osobnich 1udaji a bezpeCnosti informaci o
subjektu hodnoceni, véetné¢ Obecného nafizeni
EU na ochranu osobnich udaji — GDPR (,,platné
zakony*).

1.4. Zakaz zastupovani. Zdravotnické zafizeni a
hlavni zkouSejici nesmi postoupit provadeéni
klinického hodnoceni na jiného hlavniho
zkousejictho  bez  predchoziho  pisemného
schvéleni spolecnosti CRO. Nahradni hlavni
zkousSejici bude muset vyjadfit souhlas
s podminkami této smlouvy v pisemném
dokumentu. V ptipadé, Ze zadavatel neschvali
nahradniho  hlavniho  zkouSejiciho,  mulze
zadavatel nebo spolecnost CRO v souladu s dale
uvedenymi  podminkami ukonceni platnosti
smlouvy smlouvu ukoncit.

2. Protokol.  Zdravotnické zafizeni a hlavni
zkousSejici povedou klinické hodnoceni v souladu
s protokolem a platnymi zakony.

2.1. Dodatky. Protokol se mlize upravovat pouze
formou pisemného dodatku (,,Dodatek
k protokolu®)  podepsaného  zadavatelem a
hlavnim zkousSejicim. Je-li to relevantni, strany
jsou si védomy skuteCnosti, ze dodatky k
protokolu musi schvalit také prislusnd nezavisla
etickd komise (,NEK*) a/mebo regulacni ufad
(,RU%). V akutnim piipadé k zajiténi
bezpecnosti muze zadavatel vydat pokyn k
odchyleni se od protokolu. Zdravotnické zatizeni
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Subjects. Institution and/or Principal Investigator
will notify the responsible IEC and/or RA as soon
as practicable but, in any event, no later than
five (5) business days after the deviation is
implemented. Any emergency deviation will be
followed by written Protocol Amendment.

2.2. Emergency Deviations/Urgent Safety
Measures. If the Principal Investigator determines
that it is necessary to deviate from the Protocol on
an emergency basis for the safety of the Trial
Subjects, Institution and/or Principal Investigator
will notify Sponsor and the responsible IEC
and/or RA as soon as practicable but, in any
event, no later than five (5) business days after
the deviation is implemented.

3. IEC and RA. The Parties will ensure that the Trial
is initiated only after both the Trial and the informed
consent form (“ICF”) are approved by an IEC and/or
RA that complies with all Applicable Law. The
Parties will further ensure that the Trial is subject to
continuing oversight by the IEC and/or RA
throughout its conduct.

4. Sponsor Drug. Sponsor will provide Institution
with sufficient quantities of the Sponsor product that
is being studied (“Sponsor Drug”) to conduct the
Trial at no cost to the Institution and Principal
Investigator. If required by the Protocol and unless
otherwise agreed, Sponsor will also provide placebo
or comparator drug (“Comparator Drug”) at no cost
to the Institution and Principal Investigator.

4.1. Custody and Dispensing. Institution and
Principal Investigator will adhere to Applicable
Law requiring careful custody and dispensing of
Sponsor Drug or Comparator Drug, as well as
appropriate documentation of such activities.

4.2. Control. Institution and Principal Investigator
will maintain appropriate control of supplies of
Sponsor Drug or Comparator Drug and will not
administer or dispense it to anyone who is not a
Trial Subject, or provide access to it to anyone
except Research Staff.

a/nebo hlavni zkousejici informuji odpovédnou
NEK a/nebo RU co nejdiive, v kazdém piipads
vSak nejpozdéji pét (5) pracovnich dnli po
uplatnéni odchylky. Kazdéa akutni odchylka musi
byt nasledn€¢ zachycena v pisemném dodatku k
protokolu.

2.2. Akutni  odchylky/urgentni  bezpecnostni
opatieni Jestlize hlavni zkousSejici dojde k zavéru,
7ze je nutné se v akutnim pfipadé k zachovani
bezpecnosti  subjektti  klinického hodnoceni
odchylit od protokolu, zdravotnické zafizeni
a/nebo hlavni zkouSejici uvédomi zadavatele a
piislusnou NEK a/nebo RU co nejrychleji, v
kazdém ptipad¢€ nejpozdéji do péti (5) pracovnich
dnti po uplatnéni této odchylky.

3.NEK a RU. Smluvni strany zajisti, Ze klinické
hodnoceni bude zahajeno az po schvaleni klinického
hodnoceni a formulafe informovaného souhlasu,
které jsou v souladu s platnymi zakony, nezavislou
etickou komisi a/mebo RU. Smluvni strany dale
zajisti, aby po celou dobu jeho provadéni bylo
klinického hodnoceni pod trvalym dohledem NEK
a/nebo RU.

4. Hodnoceny 1éCivy ptipravek. Zadavatel poskytne
zdravotnickému zafizeni a hlavnimu zkousSejicimu
dostatecné ~ mnozstvi  hodnoceného  léCivého
pripravku (dale je “hodnoceny 1écivy pripravek”) k
provedeni klinického hodnoceni. Pokud to pozaduje
protokol a pokud neni dohodnuto jinak, zadavatel
rovnéz zdarma poskytne placebo nebo srovnavaci
1€k (dale jen “srovnavaci 1€k™).

4.1. Uchovavani a vydavéni léku. Zdravotnické
zatizeni a hlavni zkouSejici musi dodrzovat platné
zakony vyzadujici peclivé uchovavani a vydavani
hodnoceného 1é¢ivého ptipravku nebo
srovnavaciho 1éku, vcetné patiicné dokumentace
téchto ¢innosti.

4.2. Kontrola. Zdravotnické zafizeni a hlavni
zkousejici musi vykonavat dostate¢nou kontrolu
nad zasobami hodnoceného lécivého piipravku a
srovnavaciho 1éku a nepoda ani nevyda ptipravek
osobé, ktera neni ucastnikem klinického
hodnoceni, a neumozni pfistup k piipravku
nikomu s vyjimkou vyzkumného personalu
klinického hodnoceni.
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4.3. Use. Institution and Principal Investigator
will use Sponsor Drug or Comparator Drug only
as specified in the Protocol. Any other use of
Sponsor Drug or Comparator Drug constitutes a
material breach of this Agreement.

4.4. Ownership of Sponsor Drug. Sponsor Drug is
and remains the property of Sponsor. Sponsor
grants Institution and Principal Investigator no
express or implied intellectual property rights in
the Sponsor Drug or in any methods of making or
using the Sponsor Drug.

4.5. Payment for Sponsor Drug or Comparator
Drug. Institution and Principal Investigator will
not charge a Trial Subject or third-party payer for
Sponsor Drug or Comparator Drug or for any
services reimbursed by Sponsor or its designee
under this Agreement.

5. Financial _Arrangements. Compensation for
services provided under this Agreement will be
made by way of payments in accordance with
Attachment A (Payment Terms) and Attachment B
(Financial Arrangements Worksheet). All Parties
acknowledge that amounts set forth in Attachment B
represent fair market value of the services provided
by Institution and Principal Investigator for
conducting the Trial to the best of their knowledge.
All amounts are inclusive of all direct, indirect,
overhead and other costs, including laboratory and
ancillary service charges, and will remain firm for
the duration of the Trial, unless otherwise agreed in
writing by the Parties. Neither the Institution nor the
Principal Investigator will directly or indirectly seek
or receive compensation from Trial Subjects or third-
party payers for any material, treatment or service
that is required by the Protocol and provided or paid
by Sponsor or its designee, including, but not limited
to, Sponsor Drug, Comparator Drug, Trial Subject
screening, infusions, physician and nurse services,
diagnostic  tests, and Sponsor Drug and/or

4.3. Pouziti. Zdravotnické zafizeni a hlavni
zkousejici budou pouzivat hodnoceny [éCivy
ptipravek nebo srovnavaci 1€k pouze zplsobem
uvedenym v protokolu. Jakékoliv jiné pouziti
hodnoceného 1é¢ivého ptipravku nebo
srovnavaciho 1éku ptedstavuje zdvazné poruseni
této smlouvy.

4.4. Vlastnictvi hodnoceného 1é¢ivého piipravku.

Hodnoceny 1éCivy pripravek je a zlstava
vlastnictvim zadavatele. Zadavatel neud€luje
zdravotnickému zatizeni ani hlavnimu

zkousejicimu zadna vyslovna ani predpokladana
prava duSevniho vlastnictvi k hodnocenému
lé¢ivému ptipravku nebo k jakymkoliv metodam
vyroby nebo pouzivani hodnoceného lécivého
ptipravku.

4.5. Platba za hodnoceny 1éCivy pripravek nebo
srovnavaci 1ék. Zdravotnické zatizeni a hlavni
zkousejici  nebudou  subjektim  klinického
hodnoceni ani platcim tfetich stran Gctovat zadné
Castky za hodnoceny I1éCivy pfipravek nebo
srovnavaci 1€k ani za jakékoliv sluzby, které¢ mu
podle této smlouvy proplaci zadavatel nebo jeho
zastupce.

5. Finanéni  ujednani. Odmeéna za  sluzby
poskytované dle této smlouvy bude vyplacena
prostiednictvim thrad v souladu s pfilohou A
(platebni podminky) a pfilohou B (zdznam
finan¢niho ujednani). VSechny strany berou na
védomi, ze Castky uvedené v priloze B predstavuji
spravedlivou trzni hodnotu sluzeb poskytovanych
zdravotnickym zafizenim a hlavnim zkouSejicim pii
provadéni klinického hodnoceni dle jejich nejlepsiho
védomi. VSechny Ccastky zahrnuji vSechny pfimé,
nepiimé, rezijni a dal$i naklady, vcetné néakladi na
laboratorni a pomocné sluzby a ziistanou pevné po
dobu trvani klinického hodnoceni, pokud se strany
pisemné nedohodnou jinak. Zdravotnické zafizeni
ani hlavni zkousSejici nebudou piimo ani nepiimo
vyzadovat ani pfijimat odménu od subjekt
klinického hodnoceni nebo platct tietich stran za
materialy, 1écbu nebo sluzby vyzadované podle
protokolu a poskytnuté nebo zaplacené zadavatelem
nebo jeho zastupcem, véetné zejména hodnoceného
1é¢ivého pripravku, srovnavaciho 1éku, screeningu
subjektl klinického hodnoceni, infuzi, sluzeb 1¢kait
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Comparator Drug administration. Once the
designated payees have been paid for the
performance of the Trial, neither CRO nor Sponsor
shall have any further obligation or liability

whatsoever to pay Principal Investigator or
Institution.

6. Reporting  Obligations. Principal Investigator
acknowledges that various laws, statutes,

regulations, directives, and/or industry requirements
(collectively, “Reporting Laws”) require certain
companies in the pharmaceutical/healthcare industry
to disclose and report information regarding
payments made and agreements entered into with
healthcare professionals or other individuals and
entities carrying out activities in certain countries.
Accordingly, where such Reporting Laws are
applicable, Principal Investigator acknowledges and
agrees that information, including but not limited to:
(i) name, address, qualifications and medical
specialties, registration number; (ii) information
regarding the Agreement; and (iii)) information
concerning all payments or benefits (in cash or in
kind) made to Principal Investigator under the
Agreement may be disclosed by CRO to Sponsor
and/or to the relevant responsible authority for
publication of such information publicly in
accordance with the relevant Reporting Laws. The
right of Principal Investigator to object to data
collection and data processing pursuant to applicable
privacy laws may not apply where the disclosure
obligation results from a statutory requirement.
Execution of this Agreement serves as Principal
Investigator’s consent to the data collection,
processing and disclosure of the information set
forth herein for the purposes stated.

7. Trial Subject Enrollment. Institution and Principal
Investigator have agreed to use their best efforts to
meet the agreed subject randomization target in the
Trial in accordance with the Protocol and in
accordance with IEC and/or RA approval and
acknowledge that the recruitment is competitive.
Sponsor may discontinue Trial Subject enrollment if
the total enrollment needed for a multi-center Trial
has been achieved, if applicable.

a sester, diagnostickych testt a podavani
hodnoceného 1écivého pripravku a/nebo
srovnavaciho  1éku. Jakmile bude uréenym

pfijemctim plateb uhrazeno provadéni klinického
hodnoceni, spolecnost CRO ani zadavatel nebudou
dale jakymkoliv zpiisobem povinni ¢i odpovédni za
platby hlavnimu zkousSejicimu nebo zdravotnickému
zafizeni.

6. Vykazovaci povinnosti. Hlavni zkousSejici bere na
védomi, Ze razné zakony, zakoniky, predpisy,
smérnice a/nebo odvétvové pozadavky (spolecné
dale jen “zakony o vykazovani”) vyzaduji, aby
nekteré spolecnosti ve farmaceutickém/zdravotnim
odvétvi zvefejiiovaly a vykazovaly informace o
provedenych platbach a uzavienych smlouvach se
zdravotnickymi odborniky nebo jinymi osobami ¢i
subjekty vykonavajicimi ¢innosti v ur€itych zemich.
V souladu s tim bere pii platnosti téchto zakonti o
vykazovani hlavni zkousejici na védomi a souhlasi,
ze informace, zejména: (i) jméno, adresa, kvalifikace
a lékarské specializace, registracni Cislo, (ii)
informace tykajici se smlouvy a (iii) informace o
vSech platbach nebo vyhodach (v hotovosti nebo v
naturdliich) vyplacenych hlavnimu zkousejicimu dle
této smlouvy mohou byt spole¢nosti CRO sdé€leny
zadavateli a/nebo ptisluSnému odpovédnému uradu
ke zvefejnéni téchto informaci v souladu s
prisluSnymi zakony o vykazovani. Pravo hlavniho
zkouSejicitho odmitnout shromazd’ovani udaji a
zpracovani udajii dle platnych zdkoni o ochrané
osobnich udaji se nemusi vztahovat na ptipady, kdy
zvefejiiovaci povinnost vyplyva ze zakonného
pozadavku. Uzavieni této smlouvy slouzi jako
souhlas hlavniho zkousSejiciho se shromazd’ovanim,
zpracovavanim a zvefejiiovanim udaji uvedenych v
této smlouve pro zminéné ucely.

7. Zatazeni  subjekti  klinického  hodnoceni.
Zdravotnické zatizeni a hlavni zkousejici se dohodli
vyvinout maximalni Usili ke splnéni dohodnutého
cile sohledem na zafazeni subjektld klinického
hodnoceni do klinického hodnoceni v souladu s
protokolem a souhlasy NEK a/nebo RU, pii¢emz
berou na védomi, ze se jednad o kompetitivni nébor.
Po dosazeni celkového poctu subjektli potiebného
pro  provadéni  multicentrického  klinického
hodnoceni miize zadavatel zastavit dalsi zarazovani
subjektl do klinického hodnoceni.
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8. Informed Consent. Principal Investigator shall
ensure that the ICF approved by Sponsor, IEC and/or
RA is signed by the Trial Subject or when applicable
signed by the legally authorized representative or
parent or guardian on behalf of each Trial Subject
before the first Trial related procedure starts for the
Trial Subject.

9. Reporting  Adverse Events and ICH GCP

8. Informovany souhlas. Hlavni zkousSejici je
povinen zajistit, ze pied zahdjenim prvnich postupt
klinického hodnoceni u subjektu klinického
hodnoceni bude kazdym subjektem hodnoceni a
v piipadé potfeby zakonnym zastupcem nebo
rodicem ¢i opatrovnikem jménem kazdého subjektu
klinického hodnoceni podepsan formular
informovaného souhlasu schvaleny zadavatelem,
NEK a/nebo RU.

9. Hlaseni nezadoucich ptihod a poruseni ICH GCP.

Breaches. Institution and Principal Investigator will
report adverse events experienced by Trial Subjects
at any time in accordance with instructions in the
Protocol and Applicable Law.

10. Personal Data Protection and Privacy. The
Parties recognize a common goal of securing all
personal data and holding such information in
confidence and protecting it from unauthorized
disclosure. The Parties represent and warrant that
they will comply with the provisions of Applicable
Law relating to the confidentiality, privacy and
security of such personal data. In addition, the
Institution and Principal Investigator shall comply
with the following provisions:

10.1. Authorization to Use and Disclose Health
Information. Institution and Principal Investigator
shall provide an appropriate privacy notice to
each Trial Subject and obtain a written privacy
authorization from each Trial Subject, complying
with  Applicable Law, which will enable
Institution and Principal Investigator to provide
Sponsor and other persons and entities designated
by Sponsor access to completed case report forms
(“CRFs”), source documents and all other
information required by the Protocol. If such an
authorization is separate from the ICF, Institution
and Principal Investigator will only use the
authorization that is approved by Sponsor, IEC
and/or RA (if applicable).

10.2. Use of Trial Subject Personal Data.
Institution and Principal Investigator will use the

Zdravotnické zafizeni a hlavni zkousSejici nahlasi
kdykoliv nezadouci ptihody subjektl klinického
hodnoceni v souladu s pokyny protokolu a platnymi
zékony.

10. Ochrana osobnich udajii a soukromi. Strany jsou
si védomy spoleéného cile zabezpeceni vsech
osobnich udaji a zachovani jejich davérnosti a
ochrany pfed neopravnénym zvefejnénim. Strany
prohlasuji a zarucuji, Ze budou dodrzovat vSechna
ustanoveni Platnych Zakont upravujicich divérnost,
ochranu soukromi a zabezpeceni téchto osobnich
udaju. Dale budou zdravotnické zafizeni a Hlavni
Zkousejici dodrzovat nasledujici ujednani:

10.1. Opravnéni Pouzivat a Sdé€lovat Zdravotni

Informace. Zdravotnické Zafizeni a Hlavni
Zkousejici  poskytnou  kazdému = Subjektu
Klinického hodnoceni pfislusné ozndmeni o

ochrané osobnich udaji a od kazdého Subjektu
Klinického hodnoceni ziskaji v souladu s
Platnymi Zakony pisemny souhlas k poskytnuti
osobnich udajt, ktery Zdravotnickému Zatizeni a
Hlavnimu ZkouSejicimu umozni poskytnout
zadavateli a dalSim osobam a subjektim urcenym
zadavatelem piistup k vyplnénym formulaiim
zaznamu subjektti hodnoceni (,,CRF*), zdrojovym
dokumentim a vSem dalSim informacim
pozadovanym dle Protokolu. Neni-li tento souhlas
uzavien jako soucast formulafe informovaného
souhlasu, Zdravotnické Zafizeni a Hlavni
Zkousejici pouziji pouze souhlas, ktery je
schvalen zadavatelem, NEK a/nebo kontrolnim
ufadem (pokud je to vhodné).

10.2. Pouziti Osobnich Udaji Subjektu
Klinického Hodnoceni. Zdravotnické Zafizeni a
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personal data obtained from the Trial Subjects in
connection with the Trial for no purposes other
than outlined in the Protocol and shall manage
such personal data in accordance with Applicable
Law.

10.3. Disclosure of Trial Subject Personal Data.
Institution and Principal Investigator shall not
disclose personal data to CRO or the Sponsor
except as is required to satisfy the requirements of
the Protocol, for the purpose of monitoring or
adverse event reporting, or in relation to a claim
or proceeding brought by a Trial Subject in
connection with the Trial. In all such cases of
disclosure, the Institution and Principal
Investigator shall respect the “data minimization”
principle of privacy, including but not limited to
the following example: actual Trial Subject
names shall not be included on any invoices for
payment submitted by the designated payees.

10.4. Personal Data of the Principal Investigator,
the Research Staff and other

Hlavni ZkousSejici budou pouzivat osobni udaje
ziskané od subjektd klinického hodnoceni v
souvislosti s klinickym hodnocenim a nebudou je
pouzivat pro zadné jiné ucely, nez které jsou
uvedeny v protokolu, a s takovymi udaji budou
nakladat v souladu s Platnymi Zakony.

10.3. Zptistupnéni Osobnich Udajti _Subjektu
Klinického Hodnoceni. Zdravotnické Zatizeni a
Hlavni Zkousejici nepfedlozi osobni udaje
spole¢nosti CRO ani zadavateli, pokud to neni
nutné ke splnéni pozadavka protokolu nebo pro
ucely monitorovani nebo hlaseni nezadoucich
piihod nebo ve vztahu knaroku nebo fizeni
vznesenému ¢i zahdjenému subjektem klinického
hodnoceni ve spojeni s klinickym hodnocenim. V

takovych  pfipadech  zpfistupnéni  budou
Zdravotnické Zatizeni a Hlavni ZkousSejici
dodrzovat princip ,,minimalizace udaju“ pfi
zachovani  dliv€rnosti, mimo jiné¢ vcetné

nasledujiciho piikladu: skute¢na jména subjektl
klinického hodnoceni nebudou zahrnuta na
zadnych fakturach k platbam predlozenych
ptisluSnymi platci.

10.4. Osobni  Udaje Hlavniho Zkousejiciho,
Pracovniki. Vyzkumu a dalSich Zameéstnancu /

employees/contractors of the Institution or of the

Smluvnich Partnertt Zdravotnického Zarizeni

Principal Investigator and Personal Data of

nebo Hlavniho Zkousejiciho a Osobni Udaije

CRO’s employees/contractors.

a. Both prior to and during the course of the
Trial, the Institution, the Principal Investigator,
the Research Staff and other
employees/contractors of the Institution or of
the Principal Investigator may be called upon
to provide personal data about the Principal
Investigator, the Research Staff and other
employees/contractors of the Institution or of
the Principal Investigator to the Sponsor and
other third parties involved in the conduct of
the Trial, including CRO. Such personal data
may include names, contact information, work
experience and professional qualifications,
publications, resumes, educational background
and/or information relating to payments made
pursuant to this Agreement. The Institution
and Principal Investigator shall provide the
information reasonably requested by Sponsor

Zaméstnancu / Smluvnich Partnert Spole¢nosti
CRO.

a. Pred zahdjenim a v pribéhu klinického
Hodnoceni mohou byt Zdravotnické Zatizeni,
Hlavni ZkouSejici, Pracovnici Vyzkumu a
dalsi zaméstnanci / smluvni partnefi
Zdravotnického Zatizeni nebo Hlavniho
Zkousejiciho vyzvani, aby poskytli osobni
udaje o Hlavnim Zkousejicim, Pracovnicich
Vyzkumu a DalSich Zaméstnancich /
Smluvnich partnerech Zdravotnického
Zatizeni nebo  Hlavniho  Zkousejiciho
zadavateli a dal$im tfetim stranam zapojenym
do provadéni klinického hodnoceni, vcetné
spolec¢nosti CRO. Takové osobni udaje mohou

zahrmovat  jména, kontaktni  informace,
pracovni zkuSenosti a profesni kvalifikace,
publikace,  zivotopisy, vzdélani  a/nebo

informace o platbaich hrazenych dle této
Smlouvy. Zdravotnické Zatizeni nebo Hlavni
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and/or CRO and shall authorize the processing
and storage of certain personal data about the
Principal Investigator, the Research Staff and
other employees/contractors of the Institution
or of the Principal Investigator to the extent
permitted by Applicable Law for the following
purposes:

(1) the conduct of clinical trials;

(2) verification by  government  or
regulatory agencies, the Sponsor, CRO, and
their agents and affiliates;

(3) compliance with legal and regulatory
requirements;

(4) publication on www.clinicaltrials.gov
and other websites and/or databases that
serve a comparable purpose;

(5) storage in databases to facilitate the
selection of investigators for future clinical
trials; and

(6) anti-corruption compliance.

Institution or Principal Investigator shall give
an appropriate privacy notice and obtain
consent as required from the Research Staff
and other employees/contractors of the
Institution or of the Principal Investigator for
the processing of their personal data under
Applicable Law.

b. Institution and the Principal Investigator
shall process personal data relating to CRO’s
employees/contractors only to the extent, and
in such a manner as is necessary for the
purposes of this Agreement. The Institution
and the Principal Investigator shall not transfer
personal data  relating to CRO’s
employees/contractors to a third party without
the prior written consent of CRO.

c. Each Party warrants that it will take

Zkousejici musi  poskytnout informace
divodné pozadované =zadavatelem a/nebo
spole¢nosti CRO a musi schvalit zpracovani a
uchovéni urcitych osobnich tdaji o Hlavnim
Zkousejicim, Pracovnicich Vyzkumu a dalSich
zaméstnancich /  smluvnich  partnerech
zdravotnického  zafizeni nebo  hlavniho
zkousSejiciho v rozsahu pfipustném Prislusnym
Zakonem, a to pro nasledujici ucely:

(1) provadeni klinickych hodnocenti;

(2) ovéfeni ze strany statnich nebo
kontrolnich ufadd, zadavatele, spolecnosti
CRO a jejich zastupct a ptridruzenych osob;

(3) dodrzovani zakonnych a regulatornich
pozadavkd;

(4) zvetejnéni v databazi
www.clinicaltrials.gov a dalsich
internetovych strankach a/nebo databazich,
které slouzi srovnatelnému ucelu;

(5) uchovani v databazich k wusnadnéni
vybéru zkousejicich pro budouci klinicka
hodnoceni; a

(6) dodrzovani protikorup¢nich predpist.

Zdravotnické Zatizeni nebo Hlavni Zkousejici
musi poskytnout nélezité oznadmeni o ochrané
osobnich udajii a ziskat potiebny souhlas od
Pracovnikli Vyzkumu a dalSich zaméstnanct /
smluvnich partner zdravotnického zafizeni
nebo Hlavniho ZkouSejiciho ke zpracovani
jejich osobnich udajii dle Piislusnych Zakond.

b. Zdravotnické Zatizeni a Hlavni Zkousejici
budou  zpracovavat osobni udaje o
zaméstnancich /  smluvnich  partnerech
spole¢nosti CRO pouze v rozsahu a zptisobem,
které jsou nezbytné pro naplnéni ucelu této
smlouvy. Zdravotnické Zatizeni a Hlavni
Zkousejici tyto osobni udaje zaméstnanct /
smluvnich partnert spolecnosti CRO bez
pfedchoziho pisemného souhlasu spolecnosti
CRO nepteda zadné treti stran€.

c. Kazdd smluvni Strana zarucuje, Ze pfijme
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technical and organizational measures against
unauthorized or  unlawful  processing,
accidental loss, destruction, and/or damage of
personal data from another Party.

11. Confidential Information. During the course of
the Trial, Institution and Principal Investigator may
receive or generate information that is confidential to
Sponsor or a Sponsor affiliate.

11.1. Definition. Except as specified below,
confidential information (“Confidential
Information™) includes all information provided
by Sponsor or CRO, or developed for Sponsor or
CRO, Inventions (hereinafter defined) and all data
collected during the Trial, including without
limitation results, reports, technical and economic
information, the existence or terms of this or other
Trial agreements with the Sponsor or CRO,
commercialization and Trial strategies, trade
secrets and know-how disclosed by Sponsor to
Institution or Principal Investigator directly or
indirectly, whether in writing, electronic, oral or
visual transmission, or which is developed under
this Agreement.

11.2. Exclusions. Confidential Information does
not include information that is in the public
domain prior to disclosure by Sponsor or CRO;
becomes part of the public domain during the
term of this confidentiality obligation by any
means other than breach of this Agreement by
Institution or Principal Investigator; is already
known to Institution or Principal Investigator at
the time of disclosure and is free of any
obligations of confidentiality; or is obtained by
Institution or Principal Investigator, free of any
obligations of confidentiality from a third party
who has a lawful right to disclose it.

11.3. Obligations of Confidentiality. Unless
Sponsor  provides prior written consent,
Institution and Principal Investigator may not use
Confidential Information for any purpose other
than that authorized in this Agreement, nor may
Institution or Principal Investigator disclose
Confidential Information to any third party except

technickd a organizaéni opatfeni proti
neopravnénému nebo nezédkonnému
zpracovani, nahodné ztraté, zniceni a/nebo
poskozeni osobnich tdaji druhé Strany.

11. Davérné informace. V prubéhu klinického
hodnoceni mohou zdravotnické zafizeni a hlavni
zkousSejici ziskavat nebo vytvaret informace, které
jsou divérnymi informacemi zadavatele nebo jeho
pridruzené strany.

11.1. Definice. S vyjimkou nize uvedenych
omezeni zahrnuji divémé informace (,,Duvérné
informace*) vSechny informace poskytnuté
zadavatelem nebo spolecnosti CRO nebo
vytvoifené pro zadavatele nebo pro spolecnost
CRO, vynalezy (definované niZe) a vSechny udaje
shromazdéné v pribéhu klinického hodnoceni,
zahrnujici zejména vysledky, zpravy, technické a
ekonomické informace, existenci podminek této
smlouvy o klinickém hodnoceni nebo jinych
smluv  uzavienych se zadavatelem nebo
spolecnosti CRO, komercializaci a strategii
studie, obchodni tajemstvi a know-how ptfedané
zadavatelem zdravotnickému zafizeni nebo
hlavnimu zkouSejicimu pfimo nebo nepiimo,
v pisemné, elektronické, ustni nebo obrazové
formé, nebo vzniklé v ramci této smlouvy.

11.2. Vyjimky. Diivérné informace nezahrnuji
informace, které jiz byly vefejné pristupné pred
jejich predanim zadavateli nebo spole¢nosti CRO,
staly se vefejn¢ piistupnymi v prabéhu trvani
tohoto zavazku divérnosti jinym zpluisobem nez
porusenim této smlouvy zdravotnickym zatizenim
nebo hlavnim zkouSejicim, jsou jiz znamy
zdravotnickému  zafizeni nebo  hlavnimu
zkousejicimu v okamziku jejich pfedani a
nepodléhaji  zavazkim ddvémosti nebo je
zdravotnické zafizeni nebo hlavni zkousSejici
ziskali bez zavazkd dliveérnosti od tfeti strany,
kterd ma zakonné pravo na jejich zverejnéni.

11.3. Zavazky zachovani davérnosti informaci.
Bez ptedchoziho pisemného schvaleni zadavatele
nesmi zdravotnické zatizeni a hlavni zkouSejici
pouzivat divérné informace pro jakékoliv jiné
ucely, nez k jakym ho opraviiuje tato smlouva, a
nesmi je sdélovat tfetim strandm kromé ptipada,
ke kterym ho opraviiuje tato smlouva nebo které
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as authorized in this Agreement or as required by
Applicable Law. Required disclosure of
Confidential Information to the IEC and/or RA is
specifically authorized.

11.4. Disclosure Required by Law. If disclosure
of Confidential Information beyond that expressly
authorized in this Agreement is required by
Applicable Law, that disclosure does not
constitute a breach of this Agreement so long as
Institution and Principal Investigator notify
Sponsor in writing as far as possible in advance of
the disclosure so as to allow Sponsor to take legal
action to protect its Confidential Information,
discloses only that Confidential Information
required to comply with the legal requirement,
and continues to maintain the confidentiality of
this Confidential Information with respect to all
other third parties.

11.5. Survival of Obligations. For Confidential
Information other than Trial Data (hereinafter
defined) and Biological Samples (hereinafter
defined) analysis data, these obligations of nonuse
and nondisclosure survive termination of this
Agreement and continue for a period of five (5)
years after termination. Permitted uses and
disclosures of Trial Data are described in
Section Error! Reference source not found.
(Publications) of this Agreement.

11.6. Return of Confidential Information. If
requested by Sponsor or CRO in writing,
Institution and Principal Investigator will return
all Confidential Information, at Sponsor’s
expense, except that required to be retained at the
Institution by Applicable Law. However,
Institution and Principal Investigator may retain a
single archival copy of the Confidential
Information for the sole purpose of determining
the scope of obligations incurred under this
Agreement.

12. Trial Data, Biological Samples, and Records.

12.1. Trial Data. During the course of the Trial,
Institution and Principal Investigator will collect
and submit certain data to Sponsor or its agent, as
specified in the Protocol. This includes CRFs (or

jsou vyzadovany platnymi zdkony. Vyzadana
zvetejnéni divérnych informaci NEK a/nebo RU
jsou vyslovné schvalena.

11.4. Sdéleni divérnych informaci vyZadované ze
zakona. Jestlize je ze zdkona vyZadovano sdéleni
davérmnych informaci nad ramec toho, co je
vyslovné schvaleno v této smlouve, takové
sdéleni nepfedstavuje poruseni smlouvy, pokud o
ném zdravotnické zafizeni a hlavni zkousejici
pisemné¢ informuji zadavatele v co mozna
nejvétsim  predstihu, aby zadavatel mohl
podniknout zakonné kroky k ochrané¢ svych
davérnych informaci, sdéli pouze davémé
informace nutné ke splnéni zdkonného pozadavku
a zachova divérost téchto divémych informaci
ve vztahu ke vSem ostatnim tfetim strandm.

11.5. Platnost zavazki po ukoncéeni smlouvy.
Tyto zdvazky nepouzivat a nezvetejiovat diverné
informace, s vyjimkou udaji o klinickém
hodnoceni (definovanych nize) a tidaji z analyz
biologickych  vzorkGi  (definovanych nize),
zlstanou v platnosti pét (5) let po ukoncCeni této
smlouvy. Povolené pouziti a zvefejnéni tdaji o
klinickém hodnoceni je popsano vbodé 15
(Publikace) této smlouvy.

11.6. Vraceni duvérnych informaci. Pokud o to
zadavatel nebo spolecnost CRO pisemn¢ pozada,
zdravotnické zafizeni a hlavni zkouSejici na
naklady zadavatele vrati vSechny divérné
informace s vyjimkou informaci, které musi podle
platnych zdkont zlstat ve zdravotnickém
zatizeni. Zdravotnické zatizeni a hlavni zkouSejici
si vSak mohou ponechat jednu archivni kopii
davérnych informaci vyhradné za ucelem
stanoveni rozsahu povinnosti v ramci této
smlouvy.

12. Udaje klinického hodnoceni, biologické vzorky a
zdznamy

12.1. Udaje klinického hodnoceni. V priibéhu
klinického hodnoceni mohou zdravotnické
zafizeni a hlavni zkouSejici shromazdovat a
predavat urcita data zadavateli nebo jeho zastupci,

PI: MUDr. Daniela Vyslouzilova | Institution: Fakultni nemocnice Brno| Xbrane Biopharma | XBR1001

Doc Name: CZE Tripartite CTA (CRO) | Doc Final: 10/Jul/2019

11/31




Confidential | Davérné

their equivalent) or electronic data records, as
well as any other documents or materials created
for the Trial and required to be submitted to
Sponsor or its agent, such as X-ray, magnetic
resonance imaging (“MRI”), or other types of
medical images, electrocardiogram (“ECG”),
electroencephalography (“EEG”), or other types
of tracings or printouts, or data summaries
(collectively, “Trial Data”). Institution and
Principal Investigator will ensure accurate and
timely collection, recording, and submission of
Trial Data.

a. Ownership of Trial Data. Subject to
Institution’s and/or Principal Investigator’s
right to publish any Trial Data and the non-
exclusive license that permits certain uses,
Sponsor is the exclusive owner of all Trial
Data.

b. Non-Exclusive License. Sponsor grants
Institution and Principal Investigator a royalty
free non-exclusive license, with no right to
sublicense, to use Trial Data for internal
research or educational purposes.

c. Medical Records. Medical records relating
to Trial Subjects that are not submitted to
Sponsor may include some of the same
information as is included in Trial Data;
however, Sponsor makes no claim of
ownership to those documents or the
information they contain.

12.2. Biological Samples. If so specified in the
Protocol, Institution and Principal Investigator
may collect and provide to Sponsor or its
designee  Biological Samples (“Biological
Samples”).

a. Use. Institution and Principal Investigator
will not use Biological Samples collected
under the Protocol in any manner or for any
purpose other than that described in the
Protocol.

jak je uvedeno v protokolu. Patii sem formulare
CRF (nebo jejich ekvivalent) nebo elektronické
zaznamy udaja a dale vSechny dalsi dokumenty a
materialy vytvotrené pro klinické hodnoceni, které
musi byt pfedlozeny zadavateli nebo jeho
zastupci, napi. rentgenové snimky, snimky
magnetické rezonance (,,MR*) nebo jiné typy
zdravotnich snimku, elektrokardiogram (,,EKG*),
elektroencefalografie (,,EEG*) nebo jiné typy
zaznaml nebo vytiskil vySetfeni nebo souhrny
udaji  (spolecné¢ jako ,udaje  klinického
hodnoceni). Zdravotnické zafizeni a hlavni
zkousejici zajisti presné a v¢éasné shromazd'ovani,
zaznamenani a predkladani wdaja klinického
hodnoceni.

a. Vlastnictvi 0daji  klinického hodnoceni.
S vyhradou prava zdravotnického zatfizeni
a/nebo hlavniho zkouSejiciho na publikaci
udajii  klinického hodnoceni a nevyhradni
licenci, ktera povoluje nékterd pouziti, je
vyhradnim vlastnikem vSech udaji klinického
hodnoceni zadavatel.

b. Nevyhradni licence. Zadavatel ud¢luje
zdravotnickému  zafizeni a  hlavnimu
zkouSejicimu nevyhradni bezplatnou licenci
bez prava na udé€lovani dil¢ich licenci na
pouzivani udaji klinického hodnoceni pro
interni vyzkumné nebo vzdéelavaci tcely.

c. Zdravotni zdznamy. Zdravotni zaznamy
subjektii  klinického hodnoceni, které se
nepiedkladaji zadavateli, mohou obsahovat
stejné informace, jaké jsou obsazeny v udajich
klinického hodnoceni. Zadavatel si na tyto
dokumenty ani informace, které obsahuji,
necini vlastnicky narok.

12.2. Biologické vzorky. Zdravotnické zatizeni a
hlavni  zkouSejici mohou shromazdovat a
poskytovat zadavateli nebo osobé jim urcené
biologické vzorky (,,Biologické vzorky*), pokud
tak stanovi protokol.

a. Pouziti. Zdravotnické zafizeni a hlavni
zkouSejici  nepouziji  biologické  vzorky
odebrané podle protokolu Zadnym jinym
zpusobem nebo pro zadny jiny ucel, nez jak je
uvedeno v protokolu.
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b. Sample Data. Sponsor or its designees will
test Biological Samples as described in the
Protocol. Unless otherwise specified in the
Protocol, Sponsor will not provide the results
of such tests (“Sample Data”) to the Institution
or Principal Investigator or Trial Subject.
Sample Data will be treated as Trial Data;
therefore, if Sponsor provides Sample Data to
the Institution or Principal Investigator, that
data will be subject to the permitted use of
Trial Data as outlined in this Agreement.

12.3. Records.  Imstitution and  Principal
Investigator will retain all records and documents
pertaining to the Trial under storage conditions
conducive to their stability and protection, for the
longest of: (i) fifteen (15) years after termination
of the Trial unless Sponsor authorizes, in writing,
earlier destruction; or (ii) as otherwise required by
Applicable Law. Institution and Principal
Investigator further agree to permit Sponsor to
ensure that the records are retained for a longer
period if necessary, at Sponsor’s expense, under
an arrangement that protects the confidentiality of
the records (e.g., secure off-site storage).

13. Inspections and Audits.

13.1. Access. Upon reasonable request, Sponsor,
authorized representatives of Sponsor, and/or
authorized representatives of the RA may, during
and after the Trial, during regular business hours:
(i) examine and copy: all CRFs and other Trial
records (including Trial Subject records and
medical charts, Trial Subject ICF documents, and
Sponsor Drug and Comparator Drug receipt and
disposition logs); (ii) examine and inspect the
facilities and other activities relating to the Trial
or the IEC; and (iii) observe the conduct of the
Trial.

b. Vysledky vzorkli. Zadavatel nebo osoba jim
uréena provede testy biologickych vzorku, jak
je uvedeno v protokolu. Pokud protokol
neuvadi jinak, zadavatel neposkytne vysledky
téchto testi (dale jen “vysledky vzorku”)
zdravotnickému  zafizeni nebo hlavnimu
zkouSejicimu  nebo  subjektu  klinického
hodnoceni. S vysledky vzorkti bude nakladano
stejn¢ jako s udaji klinického hodnoceni, a
proto jestlize zadavatel poskytne vysledky
vzorkli  zdravotnickému  zafizeni  nebo
hlavnimu zkousejicimu, budou se na tyto udaje
vztahovat povolené zpusoby pouziti udaji
klinického hodnoceni, jak jsou uvedeny v této
smlouvé.

12.3. Zdznamy. Zdravotnické zafizeni a hlavni
zkousejici  uchovaji  vSechny zaznamy a
dokumenty klinického hodnoceni za skladovacich
podminek podporujicich jejich stabilitu a ochranu
po dobu (i) patnact (15) let po ukonceni
klinického hodnoceni (pokud zadavatel pisemné
poZadovanou platnymi zakony, dle toho, co je
delsi. Zdravotnické zafizeni a hlavni zkousejici se
dale zavazuji, ze zadavateli na jeho naklady
umozni zajistit v ptipadé potieby tschovu na delsi
obdobi asmluvné sjednat ochranu duvérnosti
zaznamu (napt. bezpecnym ulozenim mimo misto
provadéni hodnocenti).

13. Kontroly a audity

13.1. Piistup. Na zaklad¢ pfiméfené zadosti bude
zadavateli, opravnénym zastupcim zadavatele
a/nebo opravnénym zastupcim RU béhem a po
skonceni klinického hodnoceni béhem standardni
pracovni doby umoznéno: (i) nahlizet do vSech
CRF a dalsich zaznamt klinického hodnoceni
(vCetné zaznamii subjektt klinického hodnoceni a
zdravotnich zaznami, formulaia informovaného
souhlasu subjektd klinického hodnoceni, zaznami
prijeti a manipulace s hodnocenym léCivym
ptipravkem a srovnavacim lékem) a pofizovat
jejich kopie; (ii) prohlizet a kontrolovat zafizeni a
dalsi ¢innosti souvisejici s klinickym hodnocenim
nebo NEK a (iii) sledovat provadéni klinického
hodnoceni.
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13.2. Notice.  Institution and/or  Principal
Investigator shall: (i) inform Sponsor and CRO as
soon as practicable of any effort or request by the
government, the RA or other persons to inspect or
contact the Institution, Principal Investigator or
Research Staff with regard to the Trial;
(ii) provide Sponsor and CRO with a copy of any
communications sent by such persons; and
(iii) provide  Sponsor the opportunity to
participate in any proposed or actual responses by
Principal Investigator or Institution to such
communications and to make reasonable efforts
to ensure that Sponsor may be present or
represented during any such visit.

13.3. Cooperation. Institution and Principal
Investigator will ensure the full cooperation of the
Research Staff and IEC members with any such
inspection and will ensure timely access to
applicable records and data. Institution and/or
Principal Investigator will promptly resolve any
discrepancies that are identified between the Trial
Data and the Trial Subject’s medical records. This
cooperation will be free of charge.

14. Inventions. If the conduct of Trial results in any
invention or discovery whether patentable or not
(“Invention”), Institution and Principal Investigator
will promptly inform Sponsor. Institution and
Principal Investigator will assign all interest in any
such Invention to Sponsor, free of any obligation or
consideration beyond that provided for in this
Agreement. Institution and Principal Investigator
will provide reasonable assistance to Sponsor in
filing and prosecuting any patent applications
relating to Invention, at Sponsor’s expense. Sponsor
grants Institution and Principal Investigator a royalty
free non-exclusive license, with no right to
sublicense, to use Inventions for internal research or
educational purposes.

15. Publications. Sponsor does not object to
publication by Institution or Principal Investigator of
the results of the Trial based on information
collected or generated by Institution and Principal
Investigator, whether or not the results are favorable

13.2. Oznameni. Zdravotnické zafizeni a/nebo
hlavni zkousSejici jsou povinni: (i) co nejdiive
uvédomit zadavatele a spole¢nost CRO o pokusu
nebo Zadosti statniho Gtadu, RU nebo jinych osob
o inspekci nebo kontaktovani zdravotnického
zatizeni, hlavniho zkousejiciho nebo vyzkumného
personalu ve véci klinického hodnoceni; (ii)
poskytnout zadavateli a spolecnosti CRO kopie
veskerych sdé€leni zaslanych témito osobami a
(iii) poskytnout zadavateli ptilezitost podilet se na
jakychkoliv navrhovanych nebo uskutecnénych
odpovédich podanych hlavnim zkousejicim nebo
zdravotnickym zafizenim na takova sdéleni a
vynalozit pfiméfené usili, aby mohl byt zadavatel
pritomen nebo zastoupen pfi takové navsteve.

13.3. Spolupréce. Zdravotnické zatfizeni a hlavni
zkousSejici zajisti plnou spolupraci vyzkumného
personalu a ¢leni NEK pii takové kontrole a
vcCasny pristup k prislusnym zaznamiim a udajim.
Zdravotnické zafizeni a/nebo hlavni zkousejici
musi bez odkladu fesit jakékoliv nesrovnalosti
shledané v udajich klinického hodnoceni a

zdravotnich zaznamech subjekti  klinického
hodnoceni. Tato spoluprace bude poskynuta
bezplatng.

14. Vyndlezy. Jestlize  vysledkem  provadéni

klinického hodnoceni bude vynalez nebo objev,
patentovatelny ¢i nikoli (dale jen ,,vynalez"),
zdravotnické zafizeni a hlavni zkouSejici o tom
okamzit¢ informuji  zadavatele. Zdravotnické
zafizeni a hlavni zkousSejici postoupi veskeré naroky
k tomuto vynalezu na zadavatele bez jakychkoliv
dalSich zavazkli nebo uhrad kromé téch, které
zarucuje tato smlouva. Zdravotnické zafizeni a
hlavni zkousejici poskytnou zadavateli na naklady
zadavatele pfiméfenou pomoc pii  podavani
patentovych piihlasek ve vztahu k vynalezu a jejich
uplatiiovani. Zadavatel udé€luje zdravotnickému
zafizeni a hlavnimu zkouSejicimu nevyhradni
bezplatnou licenci bez prava na udé€lovani dil¢ich
licenci na pouzivani vynalezd pro interni vyzkumné
nebo vzdélavaci ucely.

15. Publikace. Zadavatel neméd namitek proti
publikaci vysledki klinického hodnoceni
zdravotnickym zafizenim nebo hlavnim zkousejicim
na zakladé¢ informaci shromazdénych nebo
vytvotenych zdravotnickym zafizenim nebo hlavnim
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to the Sponsor Drug. However, to ensure against
inadvertent disclosure of Confidential Information or
unprotected Inventions, Institution and Principal
Investigator will provide Sponsor an opportunity to
review any proposed publication or other type of
disclosure before it is submitted or otherwise
disclosed. If part of a multi-center trial, Institution
and Principal Investigator agree that the first
publication is to be a joint publication involving all
Trial sites. Principal Investigator is free to decline to
participate or be listed as an author in the joint
publication. If a joint manuscript has not been
submitted for publication within twelve (12) months
of completion or termination of the Trial at all
participating Trial sites, Institution and/or Principal
Investigator are free to publish separately, subject to
the other requirements of this Agreement.

16. Publicity. No Party will use the name of another
Party or any of its employees for promotional or
advertising purposes without written permission
from the other Party. However, Sponsor reserves the
right to identify the Principal Investigator and
Institution in association with a listing of the
Protocol in the National Institutes of Health (NIH)
Clinical Trials Data Bank, other publicly available
listings of ongoing clinical trials, or other patient
recruitment services or mechanisms.

17. Indemnification. Sponsor agrees to indemnify,
defend or cover costs of defense for, and hold
harmless (“Indemnify”) the Trial investigators; any
institution at which the Trial is conducted, its
officers, agents, and employees; and the IEC and/or
RA that approved the Trial (collectively,
“Indemnified Parties”) against any claim filed by a
third party for damages, costs, liabilities and/or
expenses arising out of a Trial Subject Injury
(hereinafter defined), the design of the Trial, or the
specifications of the Protocol and for which the
Sponsor is considered to be legally liable. Trial
Subject Injury means a physical injury or drug-
related psychiatric event caused by administration or
use of the Sponsor Drug required by the Protocol
that the Trial Subject would likely not have received
if the Trial Subject had not participated in the Trial
(“Trial Subject Injury”). Institution and Principal

zkousSejicim bez ohledu na to, zda jsou vysledky
ptiznivé pro hodnoceny 1é¢ivy piipravek nebo ne. Na
ochranu proti neimyslnému zvetejnéni divérnych
informaci nebo nechranénych vynalezi poskytnou
zdravotnické zatizeni a hlavni zkousSejici zadavateli
prilezitost  zkontrolovat  vSechny navrhované
publikace nebo jiné typy zvefejnéni pred jejich
odeslanim nebo jinym zverejnénim Jestlize se jedna
o soucast multicentrické studie, zdravotnické
zafizeni a hlavni zkouSejici se zavazuji, Ze prvni
publikace bude spolecnou publikaci vSech pracovist
klinického hodnoceni. Hlavni zkouSejici miize
odmitnout ucast ve spolecné publikaci nebo jeho
uvedeni jako autora. Jestlize do dvanacti (12) mésict
od skonceni nebo ptedCasného ukonceni klinického
hodnoceni na vSech zuCastnénych pracovistich
klinického hodnoceni nebude piedloZzen spolecny
rukopis pro publikaci, mohou zdravotnické zatizeni
a/nebo hlavni zkouSejici pfi dodrzeni dalSich
pozadavkl této smlouvy publikovat samostatné.

16. Publicita. Zadna ze stran nepouzije jméno druhé
strany ani zadného z jejich zaméstnancti pro ucely
reklamy a propagace bez pisemného svoleni druhé
strany. Zadavatel si vSak rezervuje pravo uvést
hlavniho zkousSejiciho a zdravotnické zafizeni
v souvislosti s uvedenim protokolu v databance
klinickych hodnoceni Narodnich instituti zdravi
(NIH), jinych vefejn¢ dostupnych seznamech
klinickych hodnoceni nebo jinych sluzbach ¢i
mechanismech naboru pacienttl.

17. Zbaveni odpovédnosti. Zadavatel se zavazuje, ze
zbavi odpovédnosti, obhdji, ponese naklady
obhajoby a nebude pozadovat ndhradu Skody (“zbavi
odpovédnosti”) zkouSejici klinického hodnocenti,
zdravotnické zafizeni, v némz se klinické hodnoceni
provadi, jeho ptedstavitele, zastupce a zaméstnance a
NEK a/nebo RU, ktera klinické hodnoceni schvalila
(souhrmné “strany zbavené odpovédnosti”) vuci
veskerym narokiim vznesenym tfeti stranou ohledné
skod, nakladi, odpovédnosti a/nebo vydaji
souvisejicich s ijmou subjektu klinického hodnoceni
(definovano  nize), uspofadanim  klinického
hodnoceni nebo specifikacemi protokolu klinického
hodnoceni a za které je Zadavatel povazovan pravné
zodpovédny. Ujma subjektu klinického hodnoceni
znamena télesnou Ujmu nebo léCivem vyvolanou
psychiatrickou udalost zptisobenou podavanim nebo
pouzivanim  hodnoceného  1éCivého  pfiipravku
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Investigator agree to provide or arrange for prompt
diagnosis and medical treatment of any Trial Subject
Injury. Institution and Principal Investigator further
agree to promptly notify Sponsor of any Trial
Subject Injury.

17.1. Exclusions. Excluded from this agreement
to Indemnify are any claims for damages resulting
from: (a)failure by an Indemnified Party to
comply with the Protocol or written instructions
from Sponsor; (b) failure of an Indemnified Party
to comply with Applicable Law; or (¢) negligence
or willful misconduct by an Indemnified Party.

17.2. Notice and Cooperation. Institution and
Principal Investigator agree to provide Sponsor
with prompt notice of, and full cooperation in
handling, any claim that 1is subject to
indemnification. If so requested by Sponsor,
Institution and Principal Investigator agree to
authorize Sponsor to carry out the sole
management of defense of an indemnified claim.

17.3. Settlement or Compromise. No settlement
or compromise of a claim subject to this
indemnification provision will be binding on
Sponsor without Sponsor’s prior written consent.
Sponsor will not unreasonably withhold such
consent of a settlement or compromise. Neither
Party will admit fault on behalf of the other Party
without the written approval of that Party.

17.4. Limit of Liability of CRO. The Parties agree
that CRO expressly disclaims any and all liability
whatsoever in connection with the Sponsor Drug
or the Protocol except to the extent that such
liability arises from CRO’s negligent act,
omission or willful misconduct.

18. Termination.

pozadovaného protokolem, které by subjekt
klinického hodnoceni pravdépodobné neutrpél,
kdyby se klinického hodnoceni neuéastnil (,,Ujma
subjektu hodnoceni®). Zdravotnické zafizeni a hlavni
zkousSejici se zavazuji, Ze poskytnou nebo zajisti
okamzitou diagnézu a 1éCbu uymy subjektu
klinického hodnoceni. Zdravotnické zatizeni a hlavni
zkoudejici se dale zavazuji, 7e o takové Ujmé
subjektu hodnoceni okamzit¢ uvédomi zadavatele.

17.1. Vyjimky. Ztéto dohody o zbaveni
odpovédnosti jsou vynaty veskeré naroky na
uhradu Skod vzniklych (a) nedodrzovanim
protokolu nebo pisemnych pokynli zadavatele
stranou zbavené odpoveédnosti, (b)
nedodrzovanim  platnych  zdkonl  stranou
zbavenou odpovédnosti nebo (c) nedbalosti nebo
umyslné protipravnim jednanim strany zbavené
odpovédnosti.

17.2. Oznameni _a spolupréce. Zdravotnické
zafizeni a hlavni zkouSejici se zavazuji, ze
zadavateli okamzit¢ oznami jakékoli naroky
podléhajici zbaveni odpovédnosti a budou s nim
plné spolupracovat na jejich feSeni. Pokud o to
zadavatel pozada, zdravotnické zatizeni a hlavni
zkousejici se zavazuji, ze zadavateli prenechaji
vyhradni vedeni obhajoby naroku podléhajiciho
zbaveni odpovédnosti.

17.3. Narovnédni nebo kompromis. Narovnani
nebo kompromisni feSeni naroku podléhajiciho
zbaveni odpovédnosti nebude pro zadavatele
zavazné bez jeho predchoziho pisemného
souhlasu. Tento souhlas s narovnanim nebo
kompromisnim  feSenim nebude zadavatel
nepfiméfend odpirat. Zadna ze stran neuzna
pochybeni jménem druhé strany bez jejiho
pisemného souhlasu.

17.4. Omezeni odpovédnosti spole¢nosti  CRO
Smluvni strany souhlasi s tim, ze spole¢nost CRO
vyslovné  odmitd  jakoukoli  odpovédnost
v souvislosti s hodnocenym 1é¢ivym piipravkem
nebo protokolem s vyjimkou pfipadd, kdy
odpovédnost vznikne na zakladé nedbalého
jednani, opomenuti nebo umyslného
protipravniho jednani spolecnosti CRO.

18. Ukonceni platnosti smlouvy
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18.1. Termination Conditions. This Agreement
terminates upon the earlier of any of the
following events:

a. [EC and/or RA Rejection. If, through no
fault of Institution or Principal Investigator,
the Trial is never initiated because of IEC
and/or RA disapproval, this Agreement can be
terminated by any Party immediately.

b. Trial Completion. For purposes of this
Agreement, the Trial is considered complete
after conclusion of all Protocol-required
activities for all enrolled Trial Subjects; receipt
by Sponsor or CRO of all relevant Protocol-
required data, Trial documents and Biological
Samples; and receipt of all payments due to
either Party.

c. Early Termination of Trial. If the Trial is
terminated early as described below, the
Agreement will terminate after receipt by
Sponsor or CRO of all relevant Protocol-
required data, Trial documents and Biological
Samples and receipt of all payments due to
either Party.

(1) Termination of Trial Upon Notice.
Sponsor reserves the right to terminate the
Trial for any reason upon thirty (30)
calendar days written notice to Institution
and Principal Investigator. Upon receipt of
such notice, Institution and Principal
Investigator agree to promptly terminate
conduct of the Trial, to the extent medically
permissible, for all Trial Subjects.

(2) Immediate Termination of Trial by
Sponsor. Sponsor further reserves the right

18.1. Podminky ukonceni platnosti smlouvy.
Platnost této smlouvy skonci, jakmile nastane
kterakoliv z nasledujicich udalosti:

a. Zamitnuti _ze strany NEK a/nebo RU.
Jestlize bez zavinéni zdravotnického zatizeni
nebo hlavniho zkousejiciho nebude klinické
hodnoceni zahajeno z divodu zamitnuti ze
strany NEK a/nebo RU, kterakoliv ze stran
mize sokamzitou platnosti ukoncit tuto
smlouvu.

b. Ukonceni klinického hodnoceni. Pro ucely
této smlouvy je  klinické  hodnoceni
povazovano za dokoncené po uzavieni vSech
¢innosti  vyzadovanych  protokolem  pro
vSechny  zafazené  subjekty  klinického
hodnoceni a poté, co zadavatel nebo
spolecnost CRO obdrzi vSechny tdaje
vyzadované protokolem, dokumentaci
klinického hodnoceni a biologické vzorky a
obé¢ smluvni strany vyrovnaji vzajemné
platebni zavazky.

c. PfedCasné ukonceni klinického hodnoceni.
Jestlize dojde ve smyslu déale uvedeném
k pred¢asnému ukonceni klinického
hodnoceni, platnost této smlouvy skonci poté,
co zadavatel nebo spole¢nost Syneos obdrzi
vSechny tdaje vyzadované protokolem,
dokumentaci  klinického  hodnoceni a
biologické vzorky a ob¢& smluvni strany
vyrovnaji vzajemné platebni zavazky.

(1) Ukonceni klinického hodnoceni
vypovédi. Zadavatel si vyhrazuje pravo
klinické hodnoceni z jakéhokoliv divodu
ukoncit po podani pisemné vypoveédi s
vypovédni lhitou v délce tiiceti (30) dnil
zaslané  zdravotnickému  zafizeni a
hlavnimu  zkouSejicimu.  Zdravotnické
zafizeni a hlavni zkouSejici souhlasi s tim,
7ze po prijeti takové vypovédi okamzité
ukon¢i provadeéni klinického hodnoceni v
rozsahu, ktery je lékatsky pfijatelny, a to u
vSech subjektd hodnoceni.

(2) Okamzité ukonceni klinického
hodnoceni  zadavatelem. Zadavatel si
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to terminate the Trial immediately upon
written notification to Institution and
Principal Investigator for causes that
include failure to enroll Trial Subjects at a
rate sufficient to achieve Trial performance
goals; material unauthorized deviations
from the Protocol or  reporting
requirements;  circumstances that in
Sponsor’s opinion pose risks to the health
or wellbeing of Trial Subjects; or regulatory
agency actions relating to the Trial or the
Sponsor Drug or Comparator Drug.

(3) Immediate Termination of Trial by
Institution and/or Principal Investigator.
Institution and/or Principal Investigator
reserve the right to terminate the Trial
immediately upon notification to Sponsor
and/or CRO if requested to do so by the
responsible TEC and/or RA or if such
termination is required to protect the health
of Trial Subjects.

18.2. Payment upon Termination. If the Trial is
terminated early in accordance with this
Agreement, Sponsor or its designee will provide a
termination payment equal to the amount owed
for work already performed up to and including
the effective date of termination, in accordance
with Attachment A, less payments already made.
The termination payment will include any non-
cancelable expenses, other than future personnel
costs, so long as they were properly incurred and
prospectively approved by Sponsor, and, only to
the extent such costs cannot reasonably be
mitigated. If the Trial was never initiated because
of disapproval by the IEC and/or RA, Sponsor or
its designee will reimburse designated payees for
IEC fees and for any other expenses that were
prospectively approved, in writing, by Sponsor.

18.3. Return of Materials. Unless Sponsor and/or
CRO instructs otherwise in writing, Institution
and Principal Investigator will promptly return all
materials supplied by Sponsor and/or CRO, at
Sponsor’s expense, for Trial conduct, including

vyhrazuje pravo pisemnou vypoveédi
zdravotnickému  zafizeni a  hlavnimu
zkousejicimu klinické hodnoceni okamzité
ukon¢it z divodl, jako jsou nedostate¢né
rychlé zafazovani subjektd klinického
hodnoceni k mnaplnéni cild klinického
hodnoceni, podstatné neschvalené odchylky
od protokolu nebo pozadavkli na
vykazovani, okolnosti, které podle nazoru
zadavatele predstavuji nebezpeci pro zdravi
nebo pohodu subjekti klinického hodnoceni
nebo opatieni kontrolniho Ufadu ve vztahu
ke klinickému hodnoceni, hodnocenému

lé¢ivému  ptipravku nebo srovnéavaciho
1éku.
(3) Okamzité ukonceni klinického

hodnoceni zdravotnickym zafizenim a/nebo
hlavnim zkouSejicim. Zdravotnické zatizeni
a/nebo hlavni zkousSejici si vyhrazuji pravo
pisemnou vypoveédi zadavateli a/nebo
spole¢nosti  CRO  ukonéit  klinické
hodnoceni s okamzitou platnosti, pokud to
pozaduje NEK a/nebo RU nebo pokud je
ukonceni nutné k ochrané zdravi subjektt
klinického hodnoceni.

18.2. Platba pfi ukonceni. Jestlize dojde
k pred¢asnému ukonceni klinického hodnoceni
v souladu stouto smlouvou, zaplati zadavatel
nebo jeho zastupce posledni platbu rovnajici se
dluzné Castce za jiz provedenou préci az do dne
ucinnosti ukonceni smlouvy v souladu s ptilohou
A, a to po odecteni jiz vyplacenych ¢astek. Platba
pti ukonceni bude zahrnovat vS§echny nezrusSitelné
vydaje tadné¢ vynalozené a piedem schvalené
zadavatelem, s vyjimkou budoucich osobnich
nakladl, v rozsahu, v jakém nelze tyto ndklady
pfiméfené omezit. Jestlize klinické hodnoceni
nebylo zahajeno z divodu odepieni souhlasu
NEK a/mebo RU, zadavatel nebo jim uréena
osoba proplati urCenym pfijemcim plateb
poplatky pro NEK a vSechny dalsi vylohy, které
zadavatel pisemn¢ schvalil.

18.3. Vraceni materidli. Pokud zadavatel a/nebo
spole€nost CRO neudéli jiné pisemné pokyny,
zdravotnické zafizeni a hlavni zkouSejici
okamzit¢ na ndklady zadavatele vrati vSechny
materialy obdrzené od zadavatele a/nebo
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CRFs, and any Sponsor and/or CRO-supplied
Equipment (hereinafter defined). Institution will
return and/or destroy any unused Sponsor Drug or
Comparator Drug, as applicable, at Sponsor’s
expense.

19. Insurance.

19.1. Institution declares that has concluded and it
is valid an insurance in accordance with §45 par.
(2) of Act No. 372/2011 Coll.,, on Health
Services, as amended, and will maintain it for the
entire period of provision of health services, ie.
even during the conduct of the Trial.

19.2. Sponsor ~ shall  ensure  compulsatory
insurance of the Trial in accordance with Section
§52 par. 3 letter f) of Act No. 378/2007 Coll., on
Pharmaceuticals, as amended, as required by
applicable regulatory requirements.

20. Debarment, Exclusion, Licensure and Response.

spole¢nosti  CRO pro provadéni klinického
hodnoceni, véetné¢ formulait CRF a veSkerého
vybaveni poskytnutého zadavatelem a/nebo
spolecnosti CRO (definované nize). Zdravotnické
zafizeni na naklady zadavatele vrati a/nebo znici
veskery hodnoceny lécivy pfipravek nebo
ptipadné srovnavaci 1ék.

19. Pojisténi

19.1. Zdravotnické zafizeni prohlasuje, Ze ma
uzaviené a  platné  pojisténi v souladu
s § 45 (2) zakona ¢. 372/2011 Sb., o zdravotnich
sluzbach, ve znéni pozd¢jsich predpist a bude ho
udrzovat v platnosti po celou dobu poskytovani
zdravotnich sluzeb, tj., i po dobu provadéni
klinického hodnoceni.

19.2. Zadavatel  zajisti  povinné  pojisteéni
klinického hodnoceni v souladu s § 52 (3f)
zakona ¢.378/2007 Sb., o 1éC¢ivech, ve znéni
pozdgjsich predpist, jak pozaduji Platné regulacni
pozadavky.

20. Zakaz ¢innosti, vylouceni, 1ékafské osvédceni a

Institution represents that to the best of its
knowledge that neither it nor any Research Staff or
Principal Investigator are restricted or prevented
under any healthcare or medicines law from taking
part in clinical research activities and the Institution
will not knowingly use in any capacity the services
of any person who is so restricted or prevented under
any such laws with respect to the service being
performed under this Agreement. During the term of
this Agreement and for one (1) year thereafter, the
Institution and  Principal Investigator  will
immediately notify the Sponsor if they become
aware of any such restriction or prevention being
applied to the Principal Investigator or any Research
Staff. Institution represents that it and, to the best of
its knowledge, the Principal Investigator are not the
subject of any past or pending governmental or
regulatory investigation, inquiry, warning or
enforcement action, including a government-
mandated corporate integrity agreement and has not
violated any applicable anti-kickback or false claims
laws or regulations related to its conduct of research
that has not been disclosed to the Sponsor.
Institution will promptly notify Sponsor if it

reakce. Zdravotnické zatizeni dle svého nejlepsSiho
védomi prohlasuje, Ze zdravotnickému zafizeni,
vyzkumnému personalu ani hlavnimu zkousejicimu
nebyla dle zadnych zakonti upravujicich zdravotni
péci ¢i lécivé pripravky omezena nebo zakazana
ucast v klinickém vyzkumu a ze zdravotnické
zafizeni védomé nevyuzije sluzby zadné osoby, které
byly dle téchto zakonl tyto Cinnosti omezeny nebo
zakédzany, pokud jde o sluzby poskytované dle této
smlouvy. V pribé¢hu trvani platnosti této smlouvy a
jeden (1) rok poté zdravotnické zatizeni a hlavni
zkousSejici bez odkladu informuji zadavatele, pokud
se dozvi o jakémkoliv takovém omezeni nebo zdkazu
vztahujicimi se na hlavniho zkouSejiciho, nebo
jakykoliv vyzkumny personal. Zdravotnické zatizeni
prohlasuje, ze samotné zafizeni a dle nejlepsiho
védomi ani hlavni zkouSejici nebyli a nejsou
subjektem zadného vySetfovani ze strany statnich
nebo kontrolnich ufadt, zadného ukonu vysetfovani,
varovani nebo vymahani, vcetn¢ statem nafizené
dohody o firemni integrité, a Ze neporusili zadné
platné zakony nebo pfedpisy upravujici uplatky nebo
neopravnéné naroky v souvislosti s provadénim
vyzkumu, o ¢emz by zadavatel nebyl informovan.

becomes aware of any such action regarding | Zdravotnické zafizeni bez odkladu informuje
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compliance with ethical, scientific or regulatory
standards for the conduct of research if such action
relates to events or activities that occurred prior to or
during the period in which the Trial was conducted.

21. Assignment and Delegation. The Parties agree
that Sponsor may at any time and upon written
notice to Institution and Principal Investigator
assume the obligations and rights of CRO or
substitute CRO with another independent contractor.
None of the rights or obligations under this
Agreement will be assigned or subcontracted by
Institution or Principal Investigator to another
without the prior written consent of Sponsor, and the
express agreement of Institution, Principal
Investigator, CRO, and the requisite new assignee or
subcontractor.  Principal  Investigator  and/or
Institution must notify Sponsor, in advance, prior to
moving to another location. This Agreement will
bind and inure to the benefit of the successors and
permitted assigns of the Sponsor.

22. Equipment. Sponsor may provide, or arrange for
a vendor to provide, certain equipment for use by
Institution and Principal Investigator during the
conduct of the Trial (“Equipment”). If applicable,
Equipment use, ownership and disposition terms will
be further outlined in a separate Loan Agreement
(Equipment Use, Ownership & Disposition).

23. Anti-Bribery  and  Anti-Corruption  Laws.

zadavatele, pokud se dozvi o jakémkoliv takovém
opatfeni souvisejicim s dodrzovanim etickych,
védeckych nebo kontrolnich standardt provadéni
vyzkumu tehdy, pokud se tato opatfeni vztahuji na
udalosti nebo ¢innosti, které nastaly pfed nebo v
prabéhu obdobi provadéni klinického hodnoceni.

21. Postoupeni a delegovani. Smluvni strany
souhlasi s tim, ze zadavatel miize kdykoliv po
pisemném oznameni zdravotnickému zafizeni a
hlavnimu zkouSejicimu pievzit zdvazky a prava
spole¢nosti CRO nebo nahradit spole¢nost CRO
jinym nezadvislym dodavatelem. Zdravotnické
zafizeni nebo hlavni zkouSejici nesmi bez
pfedchoziho pisemného souhlasu zadavatele a
vyslovné dohody mezi zdravotnickym zafizenim,
hlavnim zkouSejicim, spolecnosti CRO a ptislusSnym
novym postupnikem nebo subdodavatelem postoupit
nebo smluvné prevést jakakoliv prava nebo
povinnosti vyplyvajici z této smlouvy. Nez se hlavni
zkousejici a/nebo zdravotnické zatizeni prest¢huji do
nové lokality, musi pfedem informovat zadavatele.
Tato smlouva je zavazna a je uzaviena ve prospéch
nasledniki a  schvalenych nabyvateli  prav
zadavatele.

22. Zatizeni. Zadavatel poskytne, nebo zajisti, Ze
dodavatel poskytne, wurCit¢ zafizeni k uzivani
zdravotnickému zafizeni a hlavnimu zkouSejicimu
béhem provadéni klinického hodnoceni (dale jen
»zarizeni). Podminky pouzivani, vlastnictvi a
nakladani se zafizenim jsou podrobnéji uvedeny v
samostatné smlouvé o vypujcce (Pouzivani zatizeni,
jeho vlastnictvi a nakladani se zatizenim).

23. Zakony proti uplatkarstvi a __ korupci.

Institution and Principal Investigator acknowledge
that Sponsor and CRO are bound by anti-bribery and
anti-corruption laws. As such, Sponsor and CRO
employees, agents, contractors and/or representatives
are prohibited from making or offering payment (or
anything of wvalue), directly or indirectly, to
employees or officials of any foreign government,
public international organization, political Party, or
candidates for political office in order to retain any
business or secure any improper advantage.
Institution and Principal Investigator shall ensure
that neither they nor any of their officers, employees,
collaborators,  directors, consultants, agents,
representatives or sub-contractors take any action

Zdravotnické zatrizeni a hlavni zkouSejici berou na
védomi, Ze jsou zadavatel a spolecnost CRO vazani
zékony proti uplatkafstvi a korupci. V této
souvislosti je zakazano, aby zaméstnanci, zastupci,
smluvni partnefi a/nebo zastupci zadavatele a
spole¢nosti CRO ucinili nebo nabidli platbu (nebo
cokoliv  hodnotného), pfimo ¢i  nepiimo,
zamestnancim nebo ufednikiim zahranicni vlady,
vefejné mezinarodni organizace, politické strany
nebo kandidatim na politickou funkci s cilem ziskat
zakdzku nebo si zajistit nepatficnou vyhodu.
Zdravotnické zafizeni a hlavni zkousejici zajisti, aby
sami nebo jejich vedouci pracovnici, zaméstnanci,
spolupracovnici, teditelé, konzultanti, zmocnénci,
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which could render Sponsor or CRO liable under the
anti-bribery and anti-corruption laws.

24. Sponsor as Third Party Beneficiary. The Parties
to this Agreement recognize and agree that Sponsor
takes the benefit of this Agreement as a third party
beneficiary and agree that Sponsor may enforce such
rights either directly itself or indirectly through
CRO.

25. Survival of Obligations. Obligations relating to
Financial Arrangements, Confidential Information,
Inventions, Records, Publications, Publicity,
Debarment, Exclusion, Licensure and Response, and
Indemnification survive termination of this
Agreement, as do any other provision in this
Agreement or its Attachments that by its nature and
intent remains valid after the term of the Agreement.

26. Entire Agreement. This Agreement contains the
complete understanding of the Parties and will, as of
the Effective Date, supersede all other agreements
between the Parties concerning the specific Trial.
This Agreement may only be extended, renewed or
otherwise amended in writing, by the mutual consent
of the Parties. No waiver of any term, provision or
condition of this Agreement, or breach thereof,
whether by conduct or otherwise, in any one or more
instances will be deemed to be or construed as a
further or continuing waiver of any such term,
provision  or  condition, or any  prior,
contemporaneous or subsequent breach thereof, of
any other term, provision or condition of this
Agreement whether of a same or different nature.

27. Conflict with Attachments. To the extent that
terms or provisions of this Agreement conflict with
the terms and provisions of the Protocol, the terms
and provisions of this Agreement will control as to
legal and business matters, and the terms and
provisions of the Protocol will control as to technical
research and scientific matters unless expressly
agreed in writing between the Parties.

28. Relationship of the Parties. The relationship of
Institution and Principal Investigator to Sponsor is
one of independent contractor and not one of

zastupci nebo subdodavatelé, neucinili tkon, kterym
by vznikla odpovédnost zadavatele nebo spole¢nosti
CRO dle zakont proti uplatkaistvi a korupci.

24. Zadavatel jako obmySlend tfeti strana. Strany
této smlouvy berou na védomi a souhlasi, Ze
zadavateli z této smlouvy nalezi prospéch jako
obmyslené treti stran€, a souhlasi, aby zadavatel tato

prava vymahal pfimo sam nebo nepiimo
prostiednictvim spole¢nosti CRO.

25. Platnost _ zavazkdi po ukonceni smlouvy.
Povinnosti  tykajici se finan¢nich ujedndni,

daveérnych informaci, vynalezli, zdznamu, publikaci,
publicity, zdkazu Ccinnosti, vylouceni, lékatskych
osvédceni a reakci a zbaveni odpovédnosti zlstavaji
v platnosti i po ukonceni této smlouvy, stejné jako
dalsi ustanoveni této smlouvy nebo jejich pfiloh,
které diky svému charakteru a zaméru po ukonceni
smlouvy zastavaji nadale v platnosti.

26. Uplnad smlouva. Tato smlouva obsahuje Gplné
ujednani stran a k datu ucinnosti nahradi vSechny
ostatni smlouvy mezi smluvnimi stranami tykajici se
daného klinického hodnoceni. Tuto smlouvu Ize
prodlouzit, obnovit nebo jinak upravit pouze
pisemnou formou vyjadiujici vzajemnou dohodu
smluvnich stran. Vzdani se prava na dodrZeni
jakékoli podminky nebo ustanoveni této smlouvy,
nebo jejich poruseni na zaklad¢ jednani ¢i jinak v
jednom ¢i vice piipadech, nebude povazovano ani
vykladano jako dalsi nebo pokracujici vzdani se
prava na dodrzeni takové podminky nebo
ustanoveni, ani jeho piedchozi, soucasné nebo
nasledné poruseni, nebo vzdéani se prava na dodrzeni
jakékoli jiné podminky nebo wustanoveni této
smlouvy stejného nebo odlisného charakteru.

27. Rozpor s ptilohami. Pokud jsou podminky a
ustanoveni této smlouvy v rozporu s podminkami a
ustanovenimi protokolu, podminky a ustanoveni této
smlouvy se uplatni v pravnich a obchodnich
zalezitostech a podminky a ustanoveni protokolu se
uplatni na samotny vyzkum a védecké otazky, pokud
nebude pisemnou formou mezi smluvnimi stranami
vyslovné dohodnuto jinak.

28. Vztah mezi stranami. Vztah zdravotnického
zatfizeni a hlavniho zkouSejiciho k zadavateli je
vztahem nezavislého dodavatele, nikoli vztahem
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partnership, agent and principal, employee and
employer, joint venture, or otherwise.

29. Force Majeure. Neither Party will be liable for
delay in performing or failure to perform obligations
under this Agreement if such delay or failure results
from circumstances outside its reasonable control
(including, without limitation, any act of God,
governmental action, accident, strike, terrorism,
bioterrorism, lock-out or other form of industrial
action) promptly notified to the other Party (“Force
Majeure”). Any incident of Force Majeure will not
constitute a breach of this Agreement and the time
for performance will be extended accordingly;
however, if it persists for more than thirty (30)
calendar days, then the Parties may enter into
discussions with a view to alleviating its effects and,
if possible, agreeing on such alternative
arrangements as may be reasonable in all of the
circumstances.

30. Governing Law. Subject to the terms of the Trial
conduct as outlined above, this Agreement shall be
governed by and construed in accordance with the
laws of Czech Republic, without giving effect to
conflict of law provisions.

31. Notices. All notices required under this
Agreement will be in writing and be deemed to have
been given when hand delivered, sent by overnight
courier or certified mail, as follows, provided that all
urgent matters, such as safety reports, will be
promptly communicated via telephone, and
confirmed in writing:

Sponsor / Zadavatel:

Xbrane Biopharma
Banvaktsvigen 22,

171 48 Solna, Sweden
Attention: XXXXXXXXXXXXXXXXX
Telephone: XXXXXXXXXXXXXXXX
Email: XXXXXXXXXXXXXXXXXXXX

With a copy to / Kopie pro:

Syneos Health, LLC

1030 Sync Street

Morrisville, North Carolina 27560 USA

partnerského podniku, zmocnénce a zmocnitele,
zaméstnance a zamgéstnavatele, spoleéného podniku
a podobné.

29. Vy$§i moc. Zadna ze smluvnich stran neponese
odpovédnost za opozdéné plnéni nebo neplnéni
povinnosti vyplyvajicich ztéto smlouvy, jestlize
takové zpozdéni ¢i neplnéni je disledkem okolnosti
mimo jeji pfiméfenou kontrolu (kromé jiného véetné
vys$§i moci, zasaha vlady, nehody, stavky, terorizmu,
bioterorizmu, vyluky nebo jiné formy protestnich
akci zaméstnanci) a okamzit¢ o ném uvédomi
druhou stranu (“vys$i moc”). Zasah vyssi moci
nepfedstavuje poruseni této smlouvy a termin plnéni
bude piiméfen¢ odloZen. Jestlize vSak trva vice nez
tficet (30) dni, strany mohou zah4jit diskusi ve snaze
zmirnit dopady jejiho ptsobeni a pokud je to mozné,
dohodnout se na alternativnich ujednanich, ktera
mohou byt za danych okolnosti pfimétrena.

30. Rozhodné pravo. S vyhradou vysSe uvedenych
podminek provadéni klinického hodnoceni se tato
smlouva fidi a je vykladana podle zikont Ceské
republiky bez moznosti uplatnéni kolizich norem.

31. Oznameni. VSechna oznameni pozadovana touto
smlouvou musi byt u¢inéna v pisemné formé a
budou povazovana za dorucena pfi osobnim
doruceni, pti zaslani kuryrem s dorucenim do
druhého dne nebo doporucenym dopisem na nize
uvedené adresy stim, ze vSechny urgentni
zélezitosti, jako napf. zpravy o bezpecnosti, budou
okamzit¢ nahlaSeny po telefonu a potvrzeny
pisemné:
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Re: Project Code: XXXXXXXXXXXXXXXXX
Attention: Site Contracts Department

Institution / Zdravotnické zarizeni:

Fakultni nemocnice Brno

Jihlavska 20

625 00 Brno, Czech Republic

Attention: Director / feditel

Telephone / Telefon: XXXXXXXXXXXXXXXXXXXXXXXXXXXXX
Email / E-mail: XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

Principal Investigator / Hlavni zkousSejici:
MUDr. Daniela Vyslouzilova, Ph.D.

Fakultni nemocnice Brno

O¢ni klinika

Jihlavska 20

625 00 Brno, Czech Republic

Attention: MUDr. Daniela Vyslouzilova, Ph.D.
Telephone / XXXXXXXXXXXXXXXXXXXXXXXXXX
Email / E-mail: XXXXXXXXXXXXXXXXXXXXXXX

[SIGNATURE PAGE FOLLOWS] | [NASLEDUJE STRANA S PODPISY]
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In the event that the Parties execute this Agreement
by exchange of electronically signed copies or
facsimile signed copies, the Parties agree that, upon
being signed by all Parties, this Agreement will
become effective and binding and that facsimile
copies and/or electronic signatures will constitute
evidence of a binding Agreement with the
expectation that original documents may later be
exchanged in good faith.

Agreed to and accepted:

V ptipad€, ze strany podepisi tuto smlouvu formou
vymény elektronicky podepsanych kopii nebo
faxové vymény podepsanych kopii, strany se
zavazuji, ze po podpisu vSemi stranami bude
smlouva u¢inna a zdvazna, a Ze faxové kopie a/nebo
elektronické podpisy predstavuji ditkaz zavazného
ujednani s oc¢ekavanim, ze origindly dokumentil
budou v dobré vife vyménény pozdéji.

Souhlasim a prijimam:

CRO

Signature / Podpis

Printed Name / Jméno (htilkovym pismem)

Title / Pozice

Date / Datum

INSTITUTION / ZDRAVOTNICKE

ZARIZENI

Signature / Podpis

MUDr. Roman Kraus, MBA

Printed Name / Jméno (htilkovym pismem)

Director / feditel

Title / Pozice

Date / Datum

PRINCIPAL INVESTIGATOR / HLAVNI
ZKOUSEJICi

Signature / Podpis

MUDr. Daniela Vyslouzilova, Ph.D.

Printed Name / Jméno (htilkovym pismem)

Principal Investigator / Hlavni zkousejici

Title / Pozice

Date / Datum

PI: MUDr. Daniela Vyslouzilova | Institution: Fakultni nemocnice Brno| Xbrane Biopharma | XBR1001

Doc Name: CZE Tripartite CTA (CRO) | Doc Final: 10/Jul/2019

24 /31



Confidential | Davérné

ATTACHMENT A
PAYMENT TERMS

A-1. General Terms. Payee (hereinafter defined) will
be compensated as outlined on Attachment B for
Trial Subjects properly enrolled in the Trial. This
amount constitutes the full compensation for the
work to be completed by the Institution and Principal
Investigator, including all work and care specified in
the Protocol for the Trial, along with all overhead
and administrative services. No compensation will
be available for Trial Subjects enrolled in the Trial in
violation of the Protocol.

A-2. Payment Terms. Payments for each Trial
Subject will be made quarterly and based on CRF
data entered by Institution and/or Principal
Investigator supporting enrolled Trial Subject
visitation. Institution and/or Principal Investigator
will make all reasonable efforts to ensure data entry
is completed within five (5) days of the patient visit
completion. Payments will be made for completed
visits and treatment related costs in accordance with
Attachment B, unless otherwise noted in the
Agreement. For each payment, including any Screen
Failures (as defined below) that may be payable
under the terms of this Agreement, Payee will be
paid the total amount earned, less 10%, for the Final
Payment (hereinafter defined). On-Site monitoring
will occur approximately every three (3) months
based on site enrollment and completion of data
entry. Institution and/or Principal Investigator agree
to conduct expedited data entry and query resolution
for Interim Analysis as defined in the Protocol in
addition to final database lock. This also includes
submission of relevant images to the central reading
center and query resolution. The site monitor will
communicate with the Institution and/or Principal
Investigator with regards to expected timelines in
such cases. All queries must be resolved within
five (5) business days of receipt by Institution and/or
Principal Investigator any time during the Trial.
Payments will be made by CRO on behalf of the
Sposnor four (4) times per year at the end of each
calendar quarter based on invoices received. The
invoices will be issued by the Institution based on
the calculations made by the CRO and within fifteen

PRILOHA A
PLATEBNI PODMINKY

A-1. VSeobecné podminky. Za tadné zafazené
subjekty klinického hodnoceni bude ptijemci plateb
(definovan nize) vyplacena odména v souladu s
prilohou B. Tato ¢astka ptedstavuje plnou thradu za
praci, kterou zdravotnické =zafizeni a hlavni
zkousejici odvedou, véetné veskerych praci a péce
uvedenych v protokolu klinického hodnoceni,
spolecné¢ se vSemirezijnimi a administrativnimi
sluzbami. Za subjekty klinického hodnoceni
zatazené do klinického hodnoceni v rozporu s
protokolem nebude vyplacena zadna odmeéna.

A-2. Platebni podminky. Platby za kazdy subjekt
klinického hodnoceni budou hrazeny ctvrtletné na
zakladé¢ 0daji z CRF zadanych zdravotnickym
zafizenim a/nebo hlavnim zkousSejicim ziskanych pii
navstévach  zafazenych  subjektd  klinického
hodnoceni. Zdravotnické =zafizeni a/nebo hlavni
zkousejici vynalozi veskeré piiméfené usili k tomu,
aby bylo zajiSténo, Ze vyplnéni udaji bude
provedeno béhem péti (5) dni od prob&hlé navstévy
pacienta. Platby budou provedeny za naklady na
dokoncené navstévy a l1écbu v souladu s ptilohou B,
nestanovi-li smlouva odlisn€. Pti kazdé platbé vcetné
neuspesnych screeningti (definovanych nize), ktera
se stane v souladu s podminkami této smlouvy
splatnou, bude piijemci plateb vyplacena celkova
vydélana castka minus 10 % vyhrazenych na
zavéreCnou platbu (definovanou nize). Pfiblizné
kazdé tfi (3) mésice bude proveden monitoring na
misté, porovnavajici zafazovani na pracoviSti a
vyplnovani 1daji. Zdravotnické zafizeni a/nebo
hlavni zkousejici se kromé¢ konecného uzavieni
databaze zavazuje provést urychlené vyplnéni udajt
a vyftesit kontrolni dotazy tykajici se vykladu nebo
uptesnéni udaji  pro ucely interim analyzy
definované v protokolu. Patii sem rovnéz predlozeni
relevantnich obrazovych materialt hlavnimu centru
pro interpretaci vysledka a feSeni kontrolnich dotaz.
Monitor  zkouSejictho  centra  zdravotnickému
zafizeni a/nebo hlavnimu zkouSejicimu v této
souvislosti sdéli predpokladané lhaty. Veskeré
dotazy musi byt vyfeseny do péti (5) pracovnich dnti
poté, co je zdravotnické zafizeni a/nebo hlavni
zkouSejici obdrzi, a to kdykoliv béhem klinického
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(15) days of receipt of the calculation by the
Institution (the date of delivery being the date of the
taxable supply). The calculation will be provided for
all costs in accordance with Attachment B. Invoices
will be paid by CRO within forty five (45) days of
receipt of an undisputed invoice. In the event of late
payment, CRO will be obliged to pay late interest
according to the Applicable Law. In the event that
CRO fails to deliver the calculation to the Institution
in due time in accordance with the schedule
specified above, and in case of late payment, the
Institution is entitled to suspend the data entry until
the relevant payment is made.

CRO is obligated to state the invoice number
consistently for each payment and for payment from
abroad it will be included in the message for the
recipient. Bank charges: SHA — the payer pays the
payer’s bank fees, the Payee pays the Payee’s fees,
or intermediary banks. Payee must submit any final
invoices within sixty (60) calendar days after the
close-out visit of the Trial at the Institution. Any
invoices received thereafter may not be paid. Payee
will have sixty (60) calendar days after the date of
the close-out visit of the Trial at the Institution to
dispute any payment discrepancies or missing
payments.

A-3. Non-Procedural Costs. Payee will be paid for
additional non-procedural costs that are pre-
approved by Sponsor, as set forth in Attachment B.
To request payment for such costs, Payee will remit
an itemized invoice to Sponsor or its designee with
documentation and receipts substantiating agreed-
upon pass-through expenses. Any non-procedural
pass-through expenses will be invoiced only in the
amount actually incurred with no mark-up, up to the
maximum amounts shown in Attachment B.

hodnoceni. Platby budou provadény CRO jménem
zadavatele Cctyfikrat (4x) rocné, a to ke konci
kalendarniho ctvrtleti na zaklad¢ obdrzené faktury.
Faktura bude vystavena zdravotnickym zafizenim na
zakladé kalkulace vytvorené CRO, a to do 15 dnti od
doruceni kalkulace zdravotnického zatizeni (pficemz
datum doruceni je =zaroven datem uskutecnéni
zdanitelného plnéni). Kalkulace bude poskytnuta na
veskeré castky vsouladu s Prilohou B. Faktury
budou proplaceny CRO do ctyfticeti péti (45) dni od
obdrzeni tadné faktury. Pii pozdni uhradé, CRO
bude povinna uhradit trok z prodleni podle platnych
zakondl. V ptipadé, 7e CRO nedoruci
zdravotnickému zafizeni kalkulaci v¢as v souladu
s harmonogramem uvedenym v pifedchozim textu, a
dale v pfipadé pozdni uhrady je zdravotnické
zafizeni opravnéno pozastavit zadavani dat do
databaze, a to az do provedeni pfislusné uhrady.

Spolecnost CRO je povinna pifi kazdé platbé
disledné uvadét Cislo faktury, pti platbé ze zahranici
jej bude uvadet do zpravy pro pfijemce. Bankovni
poplatky: SHA — platce hradi poplatky banky platce,
ptijemce hradi poplatky banky pfijemce, popf.
zprostiedkujicich bank. Prijemce plateb je povinen
predlozit zavéreéné faktury ve lhuteé Sedesati (60)
kalendafnich dnlt po navstévé pro ukonceni
klinického hodnoceni ve zdravotnickém zafizeni.
Faktury prijat¢é pozd€ji nebudou proplaceny.
Ptijemce plateb mize ve lhaté Sedesati (60)
kalendafnich dnt po datu navstévy pro ukonceni
klinického hodnoceni ve zdravotnickém zafizeni
rozporovat neshody v platbach nebo chybéjici
platby.

A-3. Néklady nesouvisejici s postupy. Pfijemci
plateb budou uhrazeny dodate¢né naklady
nesouvisejici s postupy, které byly predem schvaleny
zadavatelem, jak je uvedeno v pfiloze B. Zadost o
uhradu takovych nakladt pfijemce plateb poda
zadavateli nebo osob¢ jim opravnéné formou faktury
s uvedenim jednotlivych polozek a podlozené
dokumentaci a doklady dokladajici dohodnuté
vydaje prefakturované na zadavatele. Prefakturované
vydaje nesouvisejici s postupy budou fakturovany
pouze ve skutecné vynalozenych castkach bez
navyseni, az do vySe maximalnich Castek uvedenych
v ptiloze B.

A-4. Final Payment. At the conclusion of the Trial, | A-4. ZavéreCna platba. Pri ukonceni klinického
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all CRFs and Trial-related documents will be
promptly made available for Sponsor review. The
Final Payment (“Final Payment”) will be paid once:
all CRFs have been completed and received; data
queries have been satisfied; all Sponsor Drug is
returned; and all close out issues are resolved and
procedures completed, including final IEC and/or
RA notification, if applicable. All queries must be
resolved within five (5) business days of receipt by
Institution and/or Principal Investigator. Sponsor or
its designee will perform final reconciliation of all
payments made to date against total amount due and
will promptly pay Payee amounts remaining unpaid,
if any. Payee will promptly reimburse Sponsor any
unearned or overpaid amounts previously paid to
Payee within thirty (30) calendar days of notification
by Sponsor or designee.

A-5. Taxes.

(1) Payments shown in Attachment B do not
include value added tax (“VAT”). If the Payee is
VAT registered, and if VAT is required under the
Applicable Law, VAT should be added and
shown on the invoice by the Payee at the
applicable VAT rate, along with Payee’s VAT
registration number. If VAT reverse charge
mechanism applies under Applicable Law, Payee
will not add VAT to the invoice, and the
appropriate wording should be displayed on the
invoice in accordance with Applicable Law.

(2) Payee acknowledges and agrees that it is
solely responsible for the payment of any and all
contributions and taxes imposed by any
applicable authority with respect to or measured
by compensation paid to Payee under this
Agreement. CRO or Sponsor will not be
responsible for the withholding or payment of any
such required contributions or taxes. Payee
accepts full responsibility for reporting all
payments received, under this Agreement, to the
relevant taxation authorities as required by
Applicable Law.

hodnoceni budou zadavateli okamzité predlozeny ke
kontrole vSechny formulafe CRF a dokumenty
souvisejici s klinickym hodnocenim. Zavérecna
platba (,,Zavérecna platba*) bude uhrazena, jakmile:
budou vyplnény a ptedany vSechny formulare CRF,
budou uspokojivé zodpovézeny dotazy tykajici se
udajii, budou vraceny vSechny hodnocené IéCivé
pripravky, budou vyfeSeny vSechny problémy s
ukonceni  klinického  hodnoceni  a dokonceny
vSechny postupy, vcetné zaveérecného oznameni
NEK a/nebo RU, pokud je to relevantni. Viechny
dotazy musi byt vyfeSeny ve lhaté péti (5)
pracovnich dniti po jejich obdrzeni zdravotnickym
zatizenim a/nebo hlavnim zkouSejicim. Zadavatel
nebo jim urend osoba provedou konecné
odsouhlaseni vSech dosud vyplacenych plateb
s celkovou dluznou castkou a bez odkladu zaplati
zdravotnickému  zafizeni pfipadné neuhrazené
castky. Ptijemce plateb bez odkladu ve lhité tficeti
(30) kalendainich dnti po oznameni zadavatele nebo
osoby jim povérené vyplati zadavateli jakékoliv
neopravnéné platby nebo pieplatky diive uhrazené
ptijemci plateb.

A-5. Dané

(1) Platby uvedené v pfiloze B jsou uvedeny bez
dané z ptidané hodnoty (dale jen ,,DPH*). Je-li
pfijemce plateb platcem DPH, a pokud platné
zakony ukladaji povinnost platit DPH, musi
ptijemce plateb DPH pricist a vykazat na faktute
v platné sazbé s uvedenim DIC pfijemce plateb. V
ptipad¢, ze se dle platnych zakont uplatiluje
pfenesena danova povinnost, pfijemce plateb
DPH na faktufe nepficte, pficemz v souladu s
platnymi zdkony je na faktufe tfeba uvést
pozadovany text.

(2) Prijemce plateb potvrzuje a zavazuje se, ze
ponese vyhradni odpovédnost za piipadné platby
vSech prispévklt a dani uvalenych pfislusSnym
vladnim orgdnem na odmény vyplacené piijemci
plateb dle této smlouvy. Spolecnost CRO nebo
zadavatel neponesou odpovédnost za provadéni
srazek nebo placeni takovych pozadovanych
ptispévki nebo dani. Pfijemce platby piebira
plnou odpovédnost za vykazovani vSech pfijatych
plateb dle této smlouvy ptisluSnym finan¢nim
uradim v souladu s platnymi zakony.
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A-6. Screen Failures. A Screen Failure is a consented
Trial Subject who fails to meet the screening visit
criteria and is thus not eligible for enrollment into
the Trial (“Screen Failure™). Screen Failures will be
reimbursed, if at all, as outlined in Attachment B.

A-7. Necessary Procedures. Payee will be reimbursed
for valid necessary visits and procedures not covered
under Attachment B. Payment for any necessary
procedure due to Trial Subject safety will be
reimbursed at the agreed upon unit cost in
Attachment B, if available, or if there is no such unit
cost in Attachment B, Payee will be compensated
based on actual costs incurred by Institution and
Principal Investigator, and will require a separate
invoice with documentation for the medical
necessity of the procedure. Where practicable,
Sponsor’s or CRO’s prior written consent will be
obtained, unless it will compromise the integrity of
the Trial or affect Trial Subject safety, in which case
Sponsor will be notified as soon as practicable after
the fact.

A-8. Trial Subject travel costs. Trial Subject travel
costs for site visits will be reimbursed per each Trial
Subject/visit.

A-9. Advanced Payment. CRO undertakes to pay
Institution an advanced payment of CZK 50 000,00
to cover the reimbursement of the clinical Trial
Subjects associated with the transport to the
Institution and back (“travel expenses”). The
advanced payment for travel expenses (‘“advanced
payment”) will be paid by CRO based on an invoice
issued by Institution after execution of this
Agreement. According to Section 36 (11) of Act No.
235/2004 Coll, On Value Added Tax, as amended,
the advanced payment is not included in the value
added tax base. After three quarters of the advanced
payment has been used, Institution is entitled to issue
another invoice at the same rate as the previous one.
An unused advanced payment will be refundable at

A-6. NeuspéSny _ screening. Pfipad neuspesného
screeningu se vztahuje na subjekt klinického
hodnoceni, ktery nesplni kritéria screeningové
navstévy, a tudiz neni zplsobily k zafazeni do
klinického  hodnoceni  (,,Pfipad  neuspesného
screeningu). Pfipady neuspé$ného screeningu
budou uhrazeny, pokud vibec, v souladu s ptilohou
B.

A-7. Nutné postupy. Pfijemci plateb bude poskytnuta
uhrada za platné nutné navstévy a postupy, které
nejsou zahrnuty v ptiloze B. Uhrada za postup nutny
z hlediska bezpecnosti subjektu hodnoceni bude
provedena v jednotkové cené odsouhlasené v piiloze

B, je-li uvedena, nebo neuvadi-li pfiloha B
jednotkovou cenu, pak budou piijemci plateb
uhrazeny  skute¢né ndklady, které  vznikly

zdravotnickému zafizeni a hlavnimu zkouSejicimu,
pricemz bude nutné vystavit samostatnou smlouvu
podloZzenou dokumentaci dokladajici nutnost provést
I€katsky ukon. V ptipadech, kdy to bude mozné, je
tieba ziskat predchozi pisemny souhlas zadavatele
nebo spolecnosti CRO, pokud tim nebude naruSena
integrita  klinického hodnoceni nebo dotcena
bezpecnost subjektu klinického hodnoceni, piicemz
v takovém piipadé bude zadavatel informovan,
jakmile to bude néasledn¢ mozné.

A-8. Cestovni naklady. Cestovni néklady za
navstévy centra budou subjektim hodnoceni
uhrazeny kazdému subjektu klinického hodnoceni za
navstévu.

A-9. Zéilohova platba. CRO se zavazuje vyplatit
Instituci zéalohovou platbu ve vysi 50 000,- K¢ na
uhradu nakladd subjektt klinického hodnoceni
spojenych s cestou do Instituce a zpét (dale jen
»cestovni naklady*). Zalohova platba na thradu
cestovnich nakladi (dale jen ,,zaloha*) bude CRO
vyplacena na zaklad¢ faktury vystavené Instituci po
uzavieni této smlouvy. Zaloha se v souladu s § 36
odst. 11 zakona ¢. 235/2004 Sb., o dani z ptidané
hodnoty, ve znéni pozd¢jsich ptedpisti, nezahrnuje
do zakladu dané z ptidané hodnoty. Po vycCerpani tii
Ctvrtin zalohy je Instituce opravnéna vystavit dalsi
fakturu, a to ve stejné vysi jako predchozi.
Nevycerpand zaloha bude na konci studie vracena do
30 dnti po uzavieni centra.
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the end of the Trial within 30 days after the Site
Close-Out.

A-10. Payee. The payments will be made to the | A-10. Pfijemce plateb. Platby budou uhrazeny

following Payee and address:

nasledujicimu pfijemci a na nize uvedenou adresu:

Payee Name / Jméno pfijemce plateb: Fakultni nemocnice Brno
Payee Address / Adresa piijemce plateb: Jihlavska 20, 625 00 Brno, Czech Republic
Payee Tax Identification / Daniové identifikac¢ni ¢islo piijemce plateb: CZ65269705

Payee Bank Account Details / Bankovni spojeni pfijemce plateb:

Bank Name / Nazev banky: XXXXXXXXXXXXXXXXXXXXXXXXXXXXX
Bank Address / Adresa banky: XXXXXXXXXXXXXXXXXXXXXXXXXXX
Bank Account / Cislo G¢tu: XXXXXXXXXXXXXXXXXXXXXXXXXXXXXX
IBAN Number / Cislo IBAN: XXXXXXXXXXXXXXXXXXXXXXXXXXXX
SWIFT Code / Kod SWIFT: XXXXXXXXXXXXXXXXXXXXXXXXXXXXX
Variabilni symbol / zprava pro piijemce: xxxxxxxxx nebo ¢islo faktury

Email address for remittance information / E-mailova adresa pro oznameni piijeti:

XXXXXXXXXXXXXXXXXXXX

In case of changes in the Payee’s bank account
details, Payee is obliged to inform CRO in writing,
but no amendment to this Agreement shall be
required.

A-11. Invoices. All invoices must be issued and
forwarded to the following as instructed:

Attn. Investigator Payment Department
Syneos Health UK Limited
Farnborough Business Park

1 Pinehurst Road

Farnborough

Hampshire

GU14 7BF, UK

VAT: GB806650142

Re: Project Code: XXXXXXXXXXXXXX
E-mail: XXXXXXXXXXXXXXXXXXXXXXX

V pfipadé zmén v bankovnim spojeni piijemce
plateb je pfijemce plateb povinen pisemné
informovat spolecnost CRO; dodatek k této smlouvé
se vSak nevyzaduje.

A-11. Faktury. Vsechny faktury musi byt vystaveny
a zaslany podle pokynti na niZe uvedenou adresu:

CkHHaCtperSOHSIXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX
XXX XXX XXX XXX XXX XX XXX XX XXX XXX XXX XXX XXX XX XXX XXX XX XXXX

All payment related queries may be directed to:

XXXXXXXXXXXXXX XXX XXX XXX XXX XX XXX XXX XXXXXX

Each invoice must contain: (1) Sponsor’s name,
(2) Protocol number, (3) project code, (4) Principal
Investigator’s name, (5)a summary of the
reimbursement to be made in compliance with the

| Vsechny dotazy k platbam zasilejte na adresu:

Kazda faktura musi uvadét: (1) nazev zadavatele,
(2) ¢islo protokolu, (3) kéd projektu, (4) jméno
hlavniho  zkouSejiciho, (5) shrnuti  plateb

pozadovanych v souladu s ptfilohou B a (6) pokud je
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Attachment B, and (6)if the Payee is VAT
registered, the VAT registration number or if VAT
reverse charge mechanism applies, the note “VAT
reverse charge applicable”.

Payee will not receive any payments for pass
through expenses whereby Payee has failed to
produce actual copy invoices or other documentation
clearly substantiating that the expenditures were
actual, reasonable, and verifiable in the amount
submitted for compensation.

pfijemce platby plaitcem DPH, pak daiové
identifika¢ni Cislo, nebo uplatiuje-li se prenesena
danova povinnost, pak pozndmku “uplatnéni
prenesené danové povinnosti”.

Ptijemce plateb neobdrzi zadné platby =za
prefakturované vydaje, jestlize pfijemce plateb
nepiedlozil kopie faktur nebo jiné dokumentace
jasné dokladajici, ze tyto vydaje byly skutecné,
pfiméfené a ovéritelné v c¢astce predkladané k
uhradé¢.
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ATTACHMENT B

FINANCIAL ARRANGEMENTS
WORKSHEET

FINANCE SUMMARY BOX
Invoice Currency / Ména faktury:
Payment Base / Zaklad platby:

Effective Date / Datum u¢éinnosti:

CRO Contracting Entity / Smluvni subjekt CRO:

PRILOHA B

ZAZNAM FINANCNIHO UJEDNANI

SHRNUTI FINANCNICH ZAVAZKU

CZK /K¢

Visit-based / dle navstévy

date of publishing in Contract Register/den
zvefejnéni v registru smluv

Syneos Health UK Limited

Expected number of enrolled patients: / Predpokladany pocet zafazenych pacientii: 6
Total contract amount when expected number of patients enrolled: / Celkova smluvni ¢astka pfi zafazeni

predpokladaného poctu pacientii: 1 465 190 CZK

XXXX XXX XX XXX XXX XXX XXX XXX XXX XXX XXX XXX XXX XXX XXX XXX XXX XX XXX XXX XXX XXX XXX XXX XXX XXX XX XXX XX XXX
XXXX XXX XXX XXX XXX XXX XX XXX XXX XXX XXX XXX XXX XXX XXX XXX XXX XXX XXX XXX XXX XXX XXX XXX XXX XXX XXX XXX XXX
XXXXXXXXXXXXXXX XXX XXX XXX XXX XXX XXX XXX XXX XXX XXX XXX XXX XXX XXX XXX XX XX XXX XX XXX XXX XXX XXX XXX XXX
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