Statement of Agreement 3 Way Inv/Inst./ CVD / Smlouva trojstrannd zkous./zdrav. zai./CVD

ROW / Zbytek svéta

Country /Zemé: Ceska republika
Protocol / Protokol:

PI Name /Jméno hlavniho zkousejictho
Billcode /Kéd tctu:

INSTITUTION/INVESTIGATOR STATEMENT OF AGREEMENT / SMLOUVA SE
ZKOUSEJICIM/ZDRAVOTNICKYM ZARIZENIM

PROTOCOL # I / ¢. proTOKOLU NG

ACCOUNT # I SI'1E # [l C. UCTU I €. CENTRA

1. INTRODUCTION

This agreement (this “Agreement”) is between
Covance Inc. (hereafter known as “Covance”) a
company located at 210 Carnegie Center,
Princeton, New Jersey, 08450-6233, USA, -
, a Contract Research
Organisation acting as an agent for Theracos
Sub, LLC, 225 Cedar Hill Street, Suite 200,
Marlborough, MA 01752, USA (the “Sponsor”)

represented by B Clinical

Operations Manager

and;

(“Investigator”) whose normal place of business
is I. Interni kardioangiologicka klinika Fakultni
nemocnice Hradec Kralove, Sokolska 581, 500 05
Hradec Kralove — Novy Hradec Kralove, Czech
Republic

and;

Fakultni nemocnice Hradec Kralove
(“Provider”), whose principal place of business is
Sokolska 581, 500 05 Hradec Kralove — Novy
Hradec Kralove, Czech Republic.

represented by prof. MUDr. Roman Prymula,
CSc., PhD., Director
Tax ID No.: CZ00179906

(Covance, Institution and Investigator hereinafter
referred to as "Parties")

1.UVOD

Tato smlouva (,,smlouva‘®) je uzavirdna mezi
spole¢nosti Covance Inc. (dile jen ,,spolecnost
Covance®), spolecnosti se sidlem na adrese 210
Carnegie Center, Princeton, New Jersey, 08450-
6233, USA, IIIG@G i
vyzkumnou organizaci vystupujici jako zadstupce
spole¢nosti Theracos Sub, LL.C, 225 Cedar Hill
Street, Suite 200, Marlborough, MA 01752, USA
(,,zadavatel*)

zastoupend | HNSEESSNNNNNE Clinical

Operations Manager

a

(,,zkousSejici), jehoZ obvyklé misto vykonu
povolani je I. Interni kardioangiologickd klinika
Fakultni nemocnice Hradec Kralové,
Sokolska 581, 500 05 Hradec Kralové — Novy
Hradec Krilové, Ceskd republika

a
Fakultni nemocnici Hradec Kralové
(,,poskytovatel) na adrese Sokolskd 581,

50005 Hradec Kralové — Novy Hradec Krdlové,
Ceska republika.

zastoupena: prof. MUDr. Romanem Prymulou,
CSc., Ph.D., feditelem
DIC: CZ00179906

(spolecnost Covance, poskytovatel a zkouSejici
dale spolecné oznaCovany jako ,,strany*)

2. POVINNOSTI  ZKOUSEJICIHO A

2. INVESTIGATOR AND PROVIDER
COMMITMENT
2.1 The Investigator and Provider agree to

conduct a clinical study:

POSKYTOVATELE

2.1 ZkouSejici a poskytovatel se zavazuji provést
klinickou  studii:
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I (hc “Study”) in
compliance with ICH guidelines on Good Clinical
Practice, including the Declaration of Helsinki and
the EC-GCP Note for Guidance (where
applicable), and all applicable laws, particularly
Act No. 378/2007, on pharmaceuticals, Act No.
372/2011, on health services, Act No. 101/2000,
on personal data protection and Decree
No. 226/2008 on good clinical practice, rules,
regulations and guidelines, including applicable
provisions of the Federal Food, Drug and
Cosmetic Act and all applicable regulations and
guidance promulgated thereunder, applicable laws
governing the privacy and security of health
information and personal data; the Protocol (as
defined herein), the terms of this Agreement, and
instructions of Covance and Sponsor. The Study is
part of a multicentre study being conducted under
protocol (the “Protocol”) and
will be conducted at the Provider (the “Study
Site”).

2.2 The Investigator agrees to screen and
randomise a sufficient number of patients to
provide [ evaluable cases. An evaluable case
(“Evaluable Case”) is defined as a patient who is
eligible for participation in the Study according to
the inclusion and exclusion criteria specified by
the Protocol and who completes the full course of
therapy and the required number of visits
according to the Protocol. This definition includes
trial subjects withdrawn due to lack of efficacy or
withdrawn due to the development of adverse
events, considered to be possibly or probably
related to bexagliflozin tablets (“Study Drug”),
who are subsequently followed up as requested in
the Protocol.

2.3 The Investigator understands and agrees that
all patients must be randomised before [Jj
B o patients may be randomised
after this date without written authorisation from
Covance. All patients who do not meet the criteria
for Evaluable Case will be replaced, provided that
the recruitment period has not expired. Upon

]
]
]
I, .studie”)
v souladu s pokyny ICH pro spravnou klinickou
praxi, vCetn¢ Helsinské deklarace a Pokynti ES-
SKP (EC-GCP Note for Guidance) (pokud se
vztahuje), a se vSemi piisluSnymi zédkony, zejména
zakonem ¢. 378/2007 Sb., o 1éCivech, zdkonem
¢.372/2011 Sb., o zdravotnich sluZbach, zdkonem
¢. 101/2000 Sb., o ochrané osobnich tdaji a
vyhlasky €. 226/2008 Sb., o spravné klinické praxi,
pravidly, prdvnimi pfedpisy a pokyny, vcetné

piislusnych  ustanoveni federdlniho zdkona
o potravinich,  léCivech a  kosmetickych

ptipravcich (Federal Food, Drug and Cosmetic
Act) a vSech piisluSnych pravnich predpisi a
pokynli zvetejnénych podle tohoto zakona,
s prislusnymi zdkony fidicimi ochranu zdravotnich
informaci a osobnich udajt, s protokolem (jak je
definovan v tomto dokumentu), s podminkami této
smlouvy a s pokyny Covance a zadavatele. Tato
studie je soucdsti multicentrické studie provadéné
podle protokolu (;,protokol®) a
bude se provadét u poskytovatele (,,centrum
studie).

2.2 Zkousejici se zavazuje provést screening a
randomizaci dostatec¢ného poctu pacientti, aby bylo
dosazeno [l vyhodnotitelnych  piipadi.
Vyhodnotitelny piipad (,,vyhodnotitelny pripad‘)
je definovan jako pacient, ktery je zpusobily
k Gcasti ve studii v souladu s kritérii pro zafazeni a
vylou€eni specifikovanymi v protokolu, a ktery
absolvuje cely celou 1é¢ebnou kiru a pozadovany
poCet navstév podle protokolu. Tato definice
zahrnuje subjekty hodnoceni vyfazené ze studie
v disledku nedostatecné ucinnosti nebo vyrazené
v dasledku rozvoje neziddoucich pithod, jeZ se
povazuji za moZznd nebo pravdépodobné
souvisejici S tabletami bexagliflozinu
(,,hodnoceny 1ék*), kteii jsou nasledné sledovéni
dle pozadavki protokolu.

2.3 ZkousSejici je srozumén a souhlasi s tim, Ze
viichni pacienti musi byt randomizovéni do [JJj
I Po tomto datu se nesmi randomizovat
Zadni pacienti bez ptedchoziho pisemného svoleni
Covance. VSichni pacienti, ktefi nespliuji kritéria
vyhodnotitelného piipadu, budou nahrazeni za

predpokladu, Ze jesté nevyprSelo obdobi ndboru.
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written notice, Covance can increase or decrease
the patient number to be randomized by the
Investigator or the Study duration.

2.4 The Investigator/Institution shall:

a) allow regular monitoring visits to be
performed at the Provider by a monitor assigned
by Covance or the Sponsor;

b) upon reasonable notice and within normal
business hours allow the monitor to visit the
Provider before, after and during the Study to
discuss the performance of the Study by the
Investigator and the Study team staff;

c) grant the monitor direct access to all
documents relating to the Study, including all
trial subject records and other source
documentation.

2.5 The Investigator shall meet with the monitor
in person no less than every second monitoring
visit, or as otherwise requested by the monitor.

2.6 The Investigator shall complete full data
entry and inclusion of all trial subject visit data
into the Case Report Form (CRF) prior to a
scheduled monitoring visit.

2.7 The Investigator shall resolve all outstanding
queries prior to a scheduled monitoring visit and
as otherwise requested by Covance.

2.8 Prior to a scheduled monitoring visit and
using the Study specific forms provided by the
Sponsor/Covance, the Investigator shall:

a) complete the Provider drug inventory
log; and

b) complete the Study Drug accountability
form for all Study trial subjects.

The Investigator/Provider understands that this
sub-section 2.8 includes, but is not limited to:

i. fully documenting the
dispensing of the  Study
medication;

ii. returning any unused Study
medication, or other Study

materials received; and

Spolecnost Covance miZe po pisemném ozndmeni
zvysit nebo snizit pocet pacientil, které ma
zkouSejici randomizovat, nebo délku studie.

2.4 ZkousSejici/zdravotnické zafizent:

a) umozn{ provadéni pravidelnych
monitorovacich  ndv§tév  u  poskytovatele
monitorem ur¢enym spolec¢nosti Covance nebo
zadavatelem;

b) po pfiméfeném piedchozim ozndmeni a
v bézné pracovni dobé umozni monitorovi
navstivit poskytovatele ptfed studii, po studii a
béhem studie =za Ttcelem prodiskutovéani
provadéni studie zkousejicim a persondlem tymu
studie;

¢) poskytne monitorovi pfimy piistup ke vSem
dokumentim tykajicim se studie, vCetné vSech
zdznami subjekti hodnoceni a jiné zdrojové
dokumentace.

2.5 ZkouSejici se setkd osobné s monitorem,
nejméné pti kazdé druhé monitorovaci navsteéve,
nebo jak bude jinak vyZadovat monitor.

2.6  ZkousSejici provede zadani kompletnich
udaji a zahrne vSechny udaje z navstév subjektu
hodnoceni do zdznamu subjektu hodnoceni (Case
Report Form, CRF) pfed planovanou
monitorovaci navstévou.

2.7 Zkousejici vytesi vSechny nevytizené dotazy
pfed planovanou monitorovaci navstévou a jak

bude jinak vyzadovat spolecnost Covance.

2.8 Pred planovanou monitorovaci navstévou a

za pouziti zvlastnich formuldiG pro studii
dodanych  zadavatelem/spole¢nosti  Covance
zkousejict:
a) vyplni zdznam z4sob 1ékli poskytovatele
a
b) vyplni formular pro evidenci

hodnoceného 1€ku pro vSechny subjekty

hodnocenf ve studii.
Zkousejici/poskytovatel je srozumén/o s tim, Ze
tento pododdil 2.8 zahrnuje mimo jiné:

i. plné zdokumentovini vydani
hodnoceného 1éku;

1i. navraceni veSkerého
nepouZzitého hodnoceného 1éku
nebo jinych obdrZenych

materiala studie a
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iii. keeping records of destruction if
required by Provider.

2.9 The Investigator shall provide the monitor
with all requested source data prior to a
scheduled monitoring visit.

2.10 The Investigator shall maintain copies of
the required documentation to conduct the Study
(all local and GCP required documentation such
as EC/IRB approval, etc.) and shall promptly
provide updates or changes to Covance during
the life of the Study.

The Investigator and Provider understand that,
subject to resolution, payment may be withheld
for failure to complete any of the above tasks.

2.11 The Provider represents and warrants that
neither it nor the Investigator nor any Study co-
operating persons have been debarred or
suspended to participate in clinical research by
the FDA, or by any other regulatory authority
and that it will not make use of, nor bring into
the Study, any person or organization which is or
has been debarred, suspended or disqualified by
a regulatory authority to participate in clinical
research. In the event that Provider or any
person involved in the Study becomes debarred
or is threatened with debarment during the Study,
Provider will notify Covance immediately.

2.12 The Investigator represents and warrants
the following:

a) he/she is trained and qualified to conduct
clinical trials within the location at
which the Investigator shall perform the
Study, and Provider staff working on the
Study shall be qualified by education and
experience to provide services in
connection with the Study and
appropriately trained in ICH GCP and
the Protocol;

b) sufficient resources and time is available
and shall continue to be available to
Investigator for dedicated, proper and
punctual performance of the Study in
accordance with the Study Protocol
requirements and the terms of this

1ii. vedeni zaznamu o zniCeni,
pokud jej poskytovatel vyZaduje.

2.9 ZkouSejici poskytne monitorovi vSechny
pozadované zdrojové udaje pred planovanou
monitorovaci navstévou.

2.10  Zkousejici bude uchovivat kopie
dokumentace pozadované k provddéni studie
(veSkerd mistné a dle SKP poZadovand
dokumentace, jako je schvéileni EK/IRB atd.) a
v prubéhu studie bude neprodlené poskytovat
spolec¢nosti Covance jeji aktualizace ¢i zmény.

Zkousejici a poskytovatel jsou srozuméni s tim,
Ze na zaklad¢ usneseni miiZe byt platba zadrZzena
zdlvodu  nesplnéni  kteréhokoli  z vySe
uvedenych tkoli.

2.11 Poskytovatel prohlaSuje a zarucuje, Ze ani
zdravotnické zafizeni ani zkouSejici ani
spolupracujici osoby ve studii, nemaji agenturou
FDA ¢i jinym regulaénim orgdnem zak4zdno ¢i
docasné zakdzdno ucastnit se klinického
vyzkumu a Ze nevyuZije, ani do studie nezapoji
Z4dnou osobu ¢i organizaci, které byla
regulacnim orgdnem zakédzana, docasné zakdzéna
¢i vyloucena ucast v klinickém vyzkumu.
V ptipadé, Ze poskytovateli nebo kterékoli osobé
zapojené do studie bude zakdzano nebo mu bude
hrozit zdkaz dcasti v klinickém vyzkumu béhem
studie, ozndmi to poskytovatel bezodkladné
spolec¢nosti Covance.

2.12 Zkousejici prohlasuje a zarucuje, Ze:

a) je vyskolen a kvalifikovdn k provadéni
klinickych hodnoceni v miste, ve kterém
ma zkouSejici studii provadét a Ze
persondl poskytovatele pracujici na
studii je vzdélanim a zkuSenostmi
kvalifikovan k poskytovani sluzeb ve
spojeni se studii a nélezit¢ vyskolen
v ICH SKP a protokolu;

b) zkouSejicimu je kdispozici dostatek
zdroji a ¢asu a bude mu k dispozici i
naddle k vyhrazenému, sprdvnému a
dochvilnému provadéni studie v souladu
s pozadavky  protokolu  studie a
podminkami této smlouvy;
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9)

d)

Agreement;

sufficient resources are allocated and
shall continue to be sufficiently allocated
and available to Investigator to conduct
the Study; and

all identified Study Site staff shall be
adequately trained on the Study
procedures.

2.13 The Investigator shall:

a)

b)

c)

d)

e)

g)

h)

)

maintain general Study oversight at all
times during the Study;

document any delegation of authority for
the conduct of the Study to appropriately
trained individuals;

ensure that written and signed (and
witnessed, if applicable) Study subject
informed consent is obtained from all
patients entered into the Study;

take full responsibility for the handling,
storage, dispensing and accountability of
the investigational medicinal product;
maintain accurate and complete records
and reports;

report all Serious Adverse Events (SAE)
immediately, and all Adverse Events
(AE) promptly within 24 hours;

ensure that all CRF documentation is
completed prior to a monitoring visit and
that all Study records are promptly
documented either by Investigator, or a
qualified and documented delegate of the
Study Site staff;

ensure that access to and completion of
all required Study documentation,
(including but not limited to, CREF,
eCRF, randomisation systems, screening,
enrolment and randomisation logs,
delegation of authority log, informed
consent log, drug accountability), is
performed only by authorized Study Site
staff;

ensure that all source data (electronic
and non-electronic) are made available to
the monitor for source data verification.

2.14 The Investigator understands that it is
strictly prohibited to share any individual
user name/password of any electronic system

d)

zkousejicimu jsou piidéleny a budou i
naddle pfid¢éleny dostateCné zdroje
k provadéni studie a

veSkery urcéeny persondl centra studie je
ndleZité vyskolen v postupech studie.

2.13 ZkousSejici:

a)

b)

c)

d)

€)

2)

h)

)

udrZzuje v prubehu studie neustile
obecny dohled nad studif;

zdokumentuje jakékoli svéfeni opravnéni
provadét studii nalezit¢ vySkolenym
jedinctim;

zajisti ziskani pisemného a podepsaného
(a dosvédCeného, pokud je tieba)
informovaného souhlasu subjektu studie
od vSech pacientil zatazenych do studie;
piebira plnou odpovédnost za manipulaci
s hodnocenym lé¢ivym piipravkem, jeho
uchovavanim, vydavanim a evidenct;
vede pfesné a Uplné zdznamy a zpravy;
hlasi vSechny zavazné nezadouci piithody
(Serious  Adverse Events, SAE)
neprodlené a vSechny nezadouci piihody
(AE) okamzité béhem 24 hodin;

zajisti vyplnéni veSkeré dokumentace
CRF pfed monitorovaci navStévou a
okamzité zdokumentovani vSech
zdznami ze studie bud zkousSejicim,
nebo kvalifikovanou a doloZenou
povéfenou osobou z persondlu centra
studie;

zajisti, Ze pristup kdokumentaci a
vyplnéni veskeré pozadované
dokumentace ke studii (v€etné mimo jiné
CRF, eCRF, randomizacnich systému,

zdznami o screeningu, zafazeni a
randomizaci, zdznamu o  svéfeni
opravnéni, zdznam o informovaném

souhlasu, evidence 1éku) ma a provadi
pouze opravnény persondl centra studie;
zajisti, Ze monitor dostane k dispozici
veskeré zdrojové udaje (elektronické a
neelektronické) k ovéfeni zdrojovych
udaju.

2.14 ZKkousSejici je srozumén s tim, Ze je piisné

zakazano sdélovat
jméno/heslo

individualni uZivatelské
k jakémukoli elektronickému
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necessary for the Study among multiple
users.

2.15 The Investigator understands that it is
strictly prohibited to delegate any Investigator
responsibilities to the Study monitor.

STUDY DRUG

The Sponsor shall ensure delivery of the Study
Drug to the Provider’s hospital pharmacy for the
purposes of the Study. The Sponsor agrees that
theStudy Drug shall always be duly delivered
packed in containers designed for the
investigational medicinal product and will be
marked in accordance with section 19(1)(e) of
Decree No. 226/2008, on good clinical practice.
The Provider agrees to accept the Study Drug in
its hospital pharmacy on weekdays from 7-14
hours

3. BUDGET AGREEMENT

The Provider, Investigator and Covance have each
reviewed and approved the budget attached which
lists the amounts incurred for completed visits
during the course of the Study. This budget is
approved for maximum payment of

per trial subject each completing the entire Study
course according to the Protocol. This payment
per trial subject also includes any task that is
required of the Investigator and Provider by ICH-
GCP e.g. administrative tasks. The attached
budget checklist will be the basis for calculating
and reimbursing all Study-related costs.

It is understood and agreed that no reimbursement
will be provided for trial subjects who are
randomised into the Study and do not conform to
the Protocol's inclusion and exclusion criteria or
for whom serious deviations from the Protocol are
made. It is agreed that reimbursement for eligible
trial subjects who do not complete all visits in the
Study will be pro-rated according to the budget
checklist.

Interim payments will be made in regular
instalments following the randomisation of the first
patient into the Study and will be based upon the
number of visits completed by trial subject at the
payment date. Final payment will be made after
Covance has received and thoroughly reviewed all
the CRF and all appropriate Data Clarification

systému nezbytnému pro studii vicero

uzivatelum.

2.15 ZkouSejici je srozumén s tim, Ze je piisné
zakazano svérovat jakékoli  povinnosti
zkousejiciho monitorovi studie.

HODNOCENY LEK

Zadavatel zajisti doddvani hodnoceného 1éku do
nemocni¢ni 1ékdrny poskytovatele pro tcely
klinického hodnoceni. Zadavatel se zavazuje, Ze
hodnoceny 1€k bude doddn vzdy fadné zabaleny
v obalech urcenych pro hodnoceny 1€k a bude
oznaCeny vsouladu s § 19, odst. 1, pism. e)
vyhlasky €. 226/2008 Sb., o spravné klinické praxi.
Poskytovatel se zavazuje pfijimat ve své
nemocni¢ni 1ékarn¢ hodnoceny 1€k v pracovni dny
od 7 do 14 hodin.

3. ROZPOCTOVA SMLOUVA

Poskytovatel, zkouSejici a spole¢nost Covance
prezkoumali a schvidlili pfipojeny rozpocet, ktery
uvadi c¢astky vydané za dokoncené navstévy
v prubéhu studie. Tento rozpocet je schvédlen pro
maximdlni platbu za kazdy subjekt
hodnocenti, ktery dokon¢i cely pribéh studie podle
protokolu.  Tato platba za subjekt hodnoceni
rovnéZ zahrnuje jakykoli tkol, ktery po
zkousSejicim a poskytovateli vyzaduji zasady ICH-
SKP, napi. administrativni udkoly. Pfipojeny
rozpoCtovy kontrolni seznam bude zdkladem pro
vypocet a thradu vSech nakladi spojenych se
studii.

Smluvni strany jsou srozumény a dohodly se, Ze za
subjekty hodnoceni, které jsou randomizovany do
studie a nesplnuji kritéria pro zarazeni a vyloucent,
nebo u nichZ dojde k zdvaznému odchyleni se od
protokolu, nebude poskytnuta 7ddnd thrada.
Smluvni strany se dohodly, Ze tihrada za zptsobilé
subjekty hodnoceni, které nedokonci vsSechny
ndvstévy ve studii, bude vyplacena pomérnou
¢astkou podle rozpoctového kontrolniho seznamu.
Pribézné platby budou probihat pravidelné po
randomizaci prvniho pacienta do studie a budou
vychézet z poctu navstév, které subjekt hodnoceni
absolvuje do data platby. Z4vérecné platba bude
provedena poté, co spolecnost Covance obdrzi a
dikladné ptezkoumd vSechny formuldfe CRF a
zkouSejici faddné¢ podepiSe vSechny piislusné
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Forms are duly signed by the Investigator. The
total actual (pro-rated) costs will be determined
and the final instalment will equal the total plus
the additional payments if applicable less the total
already paid.

The Investigator and Provider agree that
reimbursement of Study fees shall be made
payable directly to Provider.

Covance and Sponsor undertake to not conclude
any other agreement for this Study with the
Principal Investigator or any other study team
member.

This payment schedule will be modified if it
becomes apparent that the total number of trial
subjects accrued will fall short of or exceed (after
mutual agreement with Covance) the anticipated
[l tsial subjects and that adherence to this schedule
would result in substantial
overpayment/underpayment to the Provider Any
funds prepaid to Provider but unexpended will be
promptly reimbursed to Covance.

Disclosure by Sponsor. In the interest of
transparency relating to Sponsor's  financial
relationships with clinical investigators and clinical
study sites, Sponsor may publicly disclose the
funding associated with this Agreement or any
other benefit provided to Investigator or Provider
by Sponsor or Covance, including, but not limited
to, payments made to Providers and payments
made or attributable to Investigator or other
individuals directly or indirectly, and value
associated with meals, equipment, or travel
expenses if applicable.

4. AUDIT

Upon request from Covance, all clinical data,
including CRFs, patient tracking reports, source
documentation, and other relevant information
generated as a result of the Study, will be disclosed
by the Investigator and/or Provider to the Covance
monitor or auditor or auditor from the Sponsor.
Upon further request from Covance, the
Investigator and/or Provider agree to provide
necessary clinical data queries/corrections or other

formulafe objasiiujici ddaje (Data Clarification
Forms). Stanovi se celkové skute¢né (pomérné)
ndklady a posledni splitka se bude rovnat
celkovym ndkladim plus dodatecnym platbam,
pokud je zapotfebi, minus jiz zaplacena celkova
¢astka.

Zkousejici a poskytovatel souhlasi, Ze uhrada
poplatkd spojenych se studii by méla byt splatna
piimo poskytovateli.

Spole¢nost Covance a zadavatel se zavazuji, Ze na
tuto Studii neuzaviou s Hlavnim zkousSejicim ani
jinym ¢lenem studijntho tymu Z4dnou jinou
smlouvu.

Tento harmonogram plateb bude pozménén, pokud
se ukdze, ze celkovy pocet zafazenych subjekti
hodnoceni bude mensi nebo vEtsi (po vzdjemné
dohod¢ se spolecnosti Covance) nez ocCekdvany
pocetfsubjekta hodnoceni a Ze dodrZeni tohoto

harmonogramu by vedlo ke zna¢nému
preplatku/nedoplatku ~ poskytovateli.  Jakékoli
finan¢ni prostredky predem zaplacené
poskytovateli, avSak nevynaloZené, budou

neprodlen¢ vraceny spolecnosti Covance.

Zvetejnéni finan¢nich zalezitosti
zadavatelem. V zdjmu transparentnosti tykajici se
finannich  vztahti  zadavatele s klinickymi

zkouSejicimi a centry klinické studie miZe
zadavatel zvetejnit Udaje o financovéni spojeném

stouto smlouvou nebo o jakémkoli jiném
ptispévku  poskytnutém  zkouSejicimu nebo
poskytovateli zadavatelem nebo spolecnosti

Covance, v€etné mimo jiné plateb poukdzanych
poskytovatelem a plateb poukdzanych ¢i
nédleZejicich zkouSejicimu nebo jinym osobdm
piimo ¢i nepfimo a ceny spojené se stravovanim,
vybavenim nebo cestovnimi nédklady, pokud se
vztahuje.

4. AUDIT

Na Zddost spolec¢nosti Covance, poskytne
zkousejici a/nebo poskytovatel monitorovi nebo
auditorovi spolecnosti Covance nebo auditorovi
zadavatele veskeré klinické tdaje, vcetné
formulait CRF, zprdv o sledovani subjekti
hodnoceni (patient tracking reports), zdrojové
dokumentace a dalSich relevantnich informaci
ziskanych v disledku studie. ZkousSejici a/nebo
poskytovatel se zavazuje/zavazuji na dalsi zadost
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requests in a timely manner to the Covance
monitor. The Investigator and Provider each
agrees, as applicable, to fully co-operate in any
audit of the Study by Covance, the Sponsor, any
relevant health authorities or their respective
representatives.

The Investigator and/or Provider shall, upon
request from Covance or the Sponsor or a
relevant health authority:

a) with reasonable notice, allow auditors from
Covance or the Sponsor to visit the Institution of
Provider to conduct reviews of all study records
and processes at the Provider, including access to
all medical records for subjects screened and
enrolled in the study, all consent documentation,
laboratory reports, and other relevant information
generated as a result of the Study.

b) Upon further request from Covance, the
Investigator and/or Provider agree to provide
necessary clinical data queries/corrections or other
requests in a timely manner.

¢) Notify Covance promptly of any notifications
of regulatory inspections which are received by
the Provider.

d) Cooperate with Covance and/or Sponsor in
preparation activities for any inspection,
including audits.

e) Facilitate the conduct of regulatory inspections
by regulatory health authorities, allowing for the
presence of Covance and/or Sponsor staff during
the inspection.

f) Liaise with Covance and/or Sponsor in
responding to any regulatory inspection findings
in relation to the Study.

5. TERMINATION

5.1 It is agreed that Covance may terminate this
Agreement and Investigator’s and/or Provider’s
participation in the Study at any time, with or
without cause.

5.2 Should the Study be terminated without cause
prior to the completion of [JJJEvaluable Cases,
Covance shall reimburse the Provider on a pro rata

spole¢nosti  Covance poskytnout monitorovi
spolecnosti Covance v€as nezbytné dotazy/opravy
klinickych idaji nebo jiné pozadavky. Zkousejici
a poskytovatel se zavazuji, Ze budou plne
spolupracovat pfi jakémkoli auditu studie
provadéném spolecnosti Covance, pifsluSnymi
zdravotnickymi ufady nebo jejich pifsluSnymi
zastupci.

ZkouSejici a/nebo poskytovatel na Z4dost
spolecnosti  Covance nebo zadavatele i
ptislusného zdravotnického orgénu:

a) po pfiméfeném piedchozim ozndmeni umoZni
auditorim ze spolec¢nosti Covance nebo od
zadavatele navStivit zdravotnické  zafizeni
poskytovatele za ucelem provedeni kontroly
vSech zdznamu a postupt studie u poskytovatele,
véetné piistupu ke vSem zdravotnim zdznamim
subjektd, ktefi podstoupili screening a byli
zafazeni do studie, k veSkeré dokumentaci
souhlasti, laboratornim zprdvdm a dalSim
relevantnim informacim ziskanym ve studii;

b)  ZkouSejici a/nebo  poskytovatel se
zavazuje/zavazuji na dalSi Zadost spoleCnosti

Covance poskytnout vcas nezbytné
dotazy/opravy klinickych 1daji nebo jiné
pozadavky.

¢) neprodlené informuje spolecnost Covance o
jakychkoli oznamenich regulacnich kontrol, jez
poskytovatel obdrZi;

d) spolupracuje se spolecnosti Covance a/nebo
zadavatelem na pripravnych krocich pro
jakoukoli kontrolu vcetné auditi;

e) usnadiluje pribéh regula¢nich kontrol
provadénych regulacnimi zdravotnickymi organy
umoznénim piitomnosti persondlu spole¢nosti
Covance nebo zadavatele béhem kontroly;

f) spolupracuje se spolecnosti Covance a
zadavatelem pii odpovidani na zjisténi regulacni
inspekce v souvislosti se studii.

5. UKONCENI

5.1 Smluvni strany se dohodly, Ze spole¢nost
Covance muze vypoveédét tuto smlouvu a ukoncit
Ucast zkousejiciho a/nebo poskytovatele ve studii
kdykoli, s udanim ¢i bez udani diivodu.

5.2 Pokud bude studie ukonena bez uvedeni
divodu pied dokon&enim | vyhodnotitelnych
ptipadi, uhradi spole¢nost Covance poskytovateli
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basis of the number of visits completed by trial
subject. ~ Should the Provider have already
received payments in excess of the actual pro rated
amounts due then that overpayment will be
promptly remitted to Covance by the Provider.

5.3 In the event of termination prior to completion
of the Study, Investigator and Provider shall
cooperate with Covance’s efforts to wind down or
transfer the Study.

5.4 Anticipated length of the study iGN

6. INDEMNIFICATION AND INSURANCE

Provider and Investigator shall be solely liable for
and expressly agree to indemnify and hold
harmless Sponsor and Covance from any and all
liability, claims, loss, damage, costs, including
attorneys’ fees, with respect to any liability arising
out of Provider or Investigator’s negligent or
wrongful acts or omissions or failure to comply
with the terms of this Agreement, the Protocol
and/or all applicable local laws, regulations, rules,
ordinances and guidances, including but not
limited to those addressing protection of human
subjects and disclosure of personal information.

Any indemnification rights afforded to the
Investigator or the Provider are provided
exclusively by the Sponsor. In the event that the
Provider or Investigator invoke such rights, then
the Investigator or Provider shall deal directly with
the Sponsor.

During the term of this Agreement, and afterward
as necessary to cover its liabilities under this
Agreement, the Provider and Investigator will
maintain general and professional liability
insurance, and other insurance of the types and in
amounts standard for the industry in connection
with the services to be provided hereunder,
consistent with the requirements of applicable law
and sufficient to cover their obligations of
indemnity hereunder.

Where the Investigator is an employee of the
Provider and is covered by the Provider’s
insurance policies, the Investigator shall not be
required to carry separate policies of insurance.

pomérnou cCastku na zdkladé poctu navstév
dokoncenych subjektem hodnoceni. Pokud jiz
poskytovatel obdrZel/o platby ptesahujici skute¢né
pomérné splatné Castky, odesle poskytovatel
pteplatek neprodlené nazpét spolecnosti Covance.

5.3 V piipad€ ukonleni pted dokoncenim studie
spolupracuje  zkousejici a poskytovatel se
spolecnosti Covance pfi jejim usili o postupné
ukonceni nebo preménu studie.

5.4 Predpokladana délka trvani studiejc| | il

6. ODSKODNENI A POJISTENI

Poskytovatel a zkouSejici vyhradné a vyslovné
odpovidaji za nasledujici, a zavazuji se zadavatele
a spolecnost Covance za né odSkodnit:
odpovédnost, ndroky, ztrity, Skody a ndklady
(vCetné nakladi na pravni zastoupeni) vzniklé
vinou své nedbalosti a nepfiméfenych krokd,
opomenuti nebo nedodrZeni podminek této
smlouvy, protokolu nebo piisluSnych mistnich
zakond, predpisii, pravidel, nafizeni a smérnic,
mimo jiné i predpisi na ochranu pacientd a
osobnich udajd.

Jakdkoli prdva na  odSkodnéni  udélena
zkousejicimu nebo poskytovateli jsou poskytovana
vyhradné zadavatelem. V piipad€, zZe poskytovatel
nebo zkousejici tato prava uplatni, bude zkousejici
nebo poskytovatel jednat pfimo se zadavatelem.

V pribéhu trvani platnosti této smlouvy a poté
v mife nezbytné pro pokryti své zodpovédnosti
podle této smlouvy bude poskytovatel a zkousejici
udrzovat platné vSeobecné pojisténi a pojiSténi
profesni odpovédnosti a dalsi typy a castky
pojisténi, které jsou standardem pro toto
prumyslové odvétvi ve spojeni se sluzbami
poskytovanymi podle této smlouvy, v souladu
s pozadavky pfislusného zdkona a dostaCujici ke
kryti jeho povinnosti odSkodnéni podle této
smlouvy.

Pokud je zkousejici zaméstnancem poskytovatele a
je kryt pojistnymi smlouvami zposkytovatele,
nebude po zkouSejicim vyzadovano uzavieni
samostatnych pojistnych smluv.
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The Provider shall upon request provide
certificates or other reasonable proof of the
insurance coverage required hereunder.

Sponsor has procured a clinical trial insurance
policy for this Study in accordance with the
requirements of section 52(3)(f) of Act No.
378/2007.

7. PROPERTY

All equipment, materials, documents, data,
information and suggestions of every kind and
description supplied to the Investigator or the
Provider directly or indirectly by the Sponsor, by
Covance on behalf of Sponsor, or prepared or
developed by the Investigator or the Provider
pursuant to the Agreement (except for Investigator
or Provider procedural manuals, co-operating
persons data, and Investigator or Provider
developed computer software), or resulting from
the services provided hereunder shall be the sole
and exclusive property of the Sponsor and be
treated as Confidential Information (defined
below); provided that the Investigator and Provider
may retain copies of such materials as required by
applicable laws, rules and regulations. The
Sponsor shall have the right to make whatever use
it deems desirable of any such materials,
documents, data, information and suggestions.

8. CONFIDENTIAL INFORMATION

The Investigator and the Provider agree that all
material, documents and information provided to
them by Covance or the Sponsor and all
information developed by the Investigator or the
Provider in connection with the Study is and shall
be considered as confidential information
(collectively, the “Confidential Information”) and
the sole property of the Sponsor. The Investigator
and the Provider agree to hold such Confidential
Information in strict confidence during the term of
this Agreement and for ten years after termination
of this Agreement and shall disclose the
Confidential Information to hospital authorities,
review boards of Provider, and their respective
agents, employees, officers and directors and

Poskytovatel na zadost predlozi doklady ¢i jiny
pfimeteny diikaz pojistného kryti pozadovaného
podle této smlouvy.

Zadavatel uzaviel pro tuto studii pojiSteni

klinického hodnoceni v souladu s ust. § 52 odst. 3,
pism. f) zdkona ¢. 378/2007 Sb., o.

7. VLASTNICTVIi

Veskeré vybaveni, materidly, dokumenty, tdaje,
informace a néavrhy jakéhokoli druhu a popisu
dodané zkousejicimu ¢i poskytovateli piimo ¢i

nepiimo zadavatelem, spolecnosti Covance
jménem  zadavatele, nebo pfipravené i

vypracované zkousejicim ¢i poskytovatelem podle
této smlouvy (vyjma procesnich pfirucek
zkousejictho ¢i poskytovatele, udaji
o spolupracujicich  osobych a  pocitacového
softwaru vyvinutého zkousejicim ¢i
poskytovatelem) nebo pochdzejici ze sluzeb
poskytovanych  podle této smlouvy, jsou
vyhradnim a vyluénym vlastnictvim zadavatele a
musi se snimi naklddat jako s divérnymi
informacemi (definovany niZe), za predpokladu, Ze
zkousejici a poskytovatel si mohou ponechat kopie
takovych materialti, jak vyZaduji piislusné zakony,
pravidla a pravni pfedpisy. Zadavatel ma pravo
vyuzit takové materidly, dokumenty, udaje,
informace a navrhy jakymkoli zplisobem, ktery
poZaduje za vhodny.

8. DUVERNE INFORMACE

Zkousejici a poskytovatel se zavazuji, Ze veskery
materidl, dokumenty a informace, které jim
poskytla spole¢nost Covance nebo zadavatel, a
veSkeré informace ziskané zkouSejicim ¢i
poskytovatelem ve spojeni se studii, se povazuji a
budou povazovat za diveérné informace (spole¢né
»divérné informace) a vyhradni vlastnictvi
zadavatele. Zkousejici a poskytovatel se zavazuji
udrzovat tyto divérné informace v piisné
davérnosti v pribéhu trvani platnosti této smlouvy
a po dobu deseti let po skonceni této smlouvy a
sdeli tyto divémé informace nemocni¢nim
organiim, kontrolnim vyborim poskytovatele a
jejich  pfislusnym jednatelim, zaméstnanctim,
ufednikim a feditelim a zdstupcim pouze
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representatives only on a need-to-know basis and
only if foregoing parties are bound and obligated
by the same provisions of confidentiality as
applicable to the Investigator and the Provider;
provided that the Investigator and the Provider will
have no obligations with respect to any
Confidential Information that (a) is now or later
becomes publicly available through no fault of the
Investigator or the Provider, as applicable, (b) is
obtained by the Investigator or the Provider, as
applicable, from a third party not under obligation
to the Sponsor with respect to such Confidential
Information, (c) is already in the possession of the
Investigator or the Provider, as applicable, as
evidenced by contemporaneous written records, or
(d) is required by any law, rule, regulation, order,
decree or subpoena or other judicial,
administrative or legal process to be disclosed. In
such an event, Investigator will provide advance
notice of any such required disclosure and
cooperate with Sponsor’s lawful efforts to avoid or
minimize the scope of the disclosure.

The Investigator and the Provider will not use any
such Confidential Information for their own
benefit or for the benefit of any third party, and
will not furnish to any third party any materials
which incorporate any Confidential Information as
otherwise herein above provided. All obligations
of confidentiality and non-use set forth in this
Agreement will survive the expiration or earlier
termination of this Agreement.

9.DATA PROTECTION

For the purposes of this Agreement "Personal
Information” shall mean any information in any
format that identifies, or is used by or on behalf of
Covance or Sponsor to identify, an individual and
that is protected by applicable privacy and/or data
protection law.

The Provider and Investigator shall, throughout the
term of this Agreement, comply with all applicable
data protection and privacy laws, rules and
regulations, as amended from time to time, with
respect to the collection, use, processing, storage,
transfer, modification, deletion and/or disclosure
of any Personal Information under this Agreement.
In the event that the Provider and Investigator shall

v piipad¢€ potieby a pouze pokud jsou tyto strany
vazdny stejnymi ustanovenimi o divérnosti jako
zkousejici a poskytovatel; pod podminkou, Ze
zkouSejici a poskytovatel nebudou mit zadné
povinnosti, pokud jde o jakékoli davérné
informace, které (a) jsou nyni vefejné dostupné
nebo se pozdéji stanou vetfejné dostupnymi nikoli
chybou zkouSejictho ¢i  poskytovatele, (b)
zkouSejici ¢i poskytovatel pifpadné ziskd od tret
strany, kterd neni védzdna povinnosti Vuci
zadavateli, pokud jde o tyto ditvérné informace, (c)
jsou jiz v drZeni zkousSejiciho ¢i poskytovatele, jak
dokladaji soucasné pisemné zdznamy nebo (d)

jejichz  poskytnuti vyZaduje jakykoli zdkon,
pravidlo, pravni ptedpis, piikaz, nafizeni,

pfedvolani nebo jiny soudni, sprdvni ¢i pravni
proces. V takovém piipadé bude zkouSejici
pfedem informovat o takovém poZadovaném
poskytnuti informaci a bude se zadavatelem
spolupracovat pfi jeho legitimnim usili zamezit
takovému poskytnuti nebo minimalizovat jeho
rozsah.

Zkousejici a poskytovatel nepouziji takové
davérné informace ke svému vlastnimu prospéchu
ani k prospéchu jakékoli tfeti strany a neposkytnou
7adné tieti strané Z4dné materidly, které obsahuji
davérné informace, neZ jak je uvedeno zde vyse.
Veskeré povinnosti zachovani dlvérnosti a
nepouzivani obsazené v této smlouvé zlstanou
vplatnosti i po vyprSeni nebo pred¢asném
ukoncenti této smlouvy.

9. OCHRANA UDAJU

Pro ucely této smlouvy znamend vyraz ,,0sobni
udaje”“ veskeré informace v libovolném formatu,
které umoziuji zjisténi totoZnosti fyzické osoby,
nebo jsou spolecnosti Covance ¢i zadavatelem
nebo jejich jménem pouzity k identifikaci fyzické
osoby a které jsou chranény pfislusnym zdkonem
na ochranu osobnich tidaji.

Poskytovatel a zkousejici budou po dobu platnosti
této smlouvy dodrZovat piislusné zakony, pravidla
a piedpisy na ochranu osobnich tdaji a informaci,
jakoz i jejich piilezitostné novelizované znéni,
zejména pak pii sbéru, pouZiti, zpracovani,
uchovavéni, pfeddvani, dpravich, odstraiovani a
poskytovani veskerych osobnich tdaji podle této
smlouvy. V piipadé, Ze poskytovatel a zkouSejici
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provide Personal Information to Covance or
Sponsor, the Provider and Investigator represent
and warrant that they have the authority to disclose
such Personal Information and are not violating
any applicable laws, rules or regulations, or the
rights of any individual or entity, by providing
such Personal Information to Covance or Sponsor.
The Provider and Investigator shall notify Covance
and Sponsor immediately of any accidental,
unlawful or unauthorized uses or disclosures of
Personal Information of which they become aware.

Notwithstanding the foregoing, for purposes of this
Agreement, any information provided to Covance
or Sponsor shall always be anonymized, and shall
not in any case identify or be capable of
identifying any individual, or shall be, or be
deemed to be, "Personal Information" under any
applicable laws, rules or regulations. Further, no
information other than the information provided to
complete the clinical study and ensuring research
integrity shall be provided to Covance or Sponsor
under this Agreement.

The Investigator and Provider consent that
Covance, its affiliates, and its respective agents
and representatives (who are contractually bound
to uphold the same privacy standards as Covance),
and their respective successors and assigns, may
collect and use information about the Investigator
and Provider, such as contact information and
professional credentials, to invite Investigator to
attend conferences and to participate in other
programs. Covance also may use Personal
Information as necessary for the performance of
this Agreement, including, without limitation, to
keep track of interactions with Investigator and
Provider both online and offline and to ensure
compliance. Should Investigator or Provider at any
time wish to change or delete the data about the
Investigator and Provider provided to Covance,
Covance shall do so upon receipt of notice from
Investigator or Provider but only to the extent
required by applicable law.

The investigator is authorised to send personal data
of study subjects in accordance with Act No.
101/2000 on personal data protection only to the
Sponsor, Sponsor representatives, domiciled in the
EU or in a third country.

poskytnou osobni tdaje spolec¢nosti Covance nebo
zadavateli, poskytovatel a zkousejici prohlasuji a
zaruCuji, 7Ze maji pravomoc tyto osobni udaje
poskytovat a Ze tim neporuSuji Zadné relevantni
zakony, pravidla nebo piedpisy, ani prava osob
fyzickych ani prdvnickych. Poskytovatel a
zkouSejici  neprodlené vyrozumi  spolecnost
Covance a zadavatele o kazdém nahodném,
nezdkonném nebo neoprdvnéném pouZiti nebo
prozrazeni osobnich tidajt, které zjisti.

Bez ohledu na vySe uvedené budou veskeré
informace poskytované spolecnosti Covance nebo
zadavateli pro tcely této smlouvy vzdy zbaveny
osobnich udaji, nebudou umoZiiovat zjisténi
identity pacientl, a nebude se jednat o informace,
které jsou za ,osobni udaje* povaZoviny
piislusnymi zdkony, pravidly nebo predpisy.
Kromé toho spole¢nosti Covance nebo zadavateli
nebudou podle této smlouvy poskytovany Z4adné
jiné informace neZ informace potfebné k provedeni
klinické studie a zajiSténi integrity vyzkumu.

Zkousejici a poskytovatel souhlasi, Ze spolecnost
Covance, jeji pridruZzené spolecnosti a piisluSni
jednatelé a zastupci (ktefi jsou smluvné véazani
stejnymi poZadavky na zachovani divérnosti jako
spolecnost Covance) a jejich prislusni nastupci a
nabyvatelé, mohou shromazd'ovat a pouzivat
informace o zkousSejicim a poskytovateli, jako jsou
kontaktni informace a informace o profesni
kvalifikaci, zvat zkouSejictho na konference a
kdcasti  vdalSich programech.  Spole¢nost
Covance rovnéZ miiZe pouZit osobni informace dle
potieby k provadéni této smlouvy, véetné mimo
jiné k vedeni zdznaml o interakcich se
zkouSejicim a poskytovatelem, jak online, tak
offline, a k zajisténi dodrZeni podminek. Pokud si
zkousejici nebo poskytovatel budou kdykoli prat
zménit nebo vymazat udaje o zkouSejicim a
poskytovateli poskytnuté spolecnosti Covance,
spoleCnost Covance tak ucini po obdrZeni
ozndmeni od zkouSejictho nebo poskytovatele,
avSak pouze vrozsahu pozadovaném pfisluSnym
zékonem.

ZkousSejici je oprdvnén odesilat osobni tdaje
subjektl hodnoceni v souladu se zdkonem
¢. 101/2000 Sb., o ochran¢ osobnich udaji, jen
zadavateli, zdstupci zadavatele, ktery ma sidlo
v EU nebo do tfeti zem¢.
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The Sponsor declares that the anonymized
personal data of the study subjects shall be, on the
basis of this contract, transferred to USA. If it turns
out that such a declaration is false, and should the
provider incur any damages on the basis of such
declaration, the sponsor agrees to pay such
damages.

10. INVENTIONS

The Investigator and the Provider will disclose
promptly to Covance or the Sponsor or its nominee
any and all inventions, discoveries and
improvements conceived or made by the
Investigator, the Provider or their employees or
agents in the course of the Study and/or while
providing such services to Covance pursuant to
this Agreement and relating to such services or
incorporating or relying on Sponsor’s Confidential
Information, and the Investigator and the Provider
will execute any and all applications, assignments,
or other instruments and give testimony which the
Sponsor shall deem necessary to apply for and
obtain Letters of Patent in any country or to protect
otherwise the Sponsor’s interest therein, and
Sponsor shall compensate the Investigator and/or
the Provider, as applicable, for the time devoted to
said activities and reimburse it for expenses
incurred. These obligations shall continue beyond
the termination of this Agreement with respect to
inventions, discoveries and improvements
conceived or made by the Investigator or the
Provider, as applicable, while providing services to
Covance on behalf of the Sponsor pursuant to this
Agreement, and shall be binding on the
Investigator’s and the Provider’s assignees,
administrators and other legal representatives.
Except as expressly set forth herein, no party
transfers to the other by operation of this
Agreement, any patent right, copyright right or
other proprietary right of a party.

11. PUBLICATION POLICY

Details of the Study and its results shall not be
publicised or published in any form without prior
consent of Covance or the Sponsor. Such approval
is necessary to prevent premature disclosure of
trade secrets and other confidential information.

Zadavatel prohlasuje, Ze anonymizované osobni
udaje subjektti hodnoceni budou na zaklad¢ této
smlouvy pfeddvany do USA . Ukéze-li se toto
prohlaseni nepravdivym a vznikne-li na zdklad¢
takového prohldSeni Skoda Poskytovateli,
zavazuje se Zadavatel tuto Skodu uhradit.

10. VYNALEZY

Zkousejici a poskytovatel neprodlené sdéli
spoleCnosti Covance nebo zadavateli ¢i jeho
poveéifené osob¢ jakékoli a veSkeré vyndlezy,
objevy a zlepSeni vytvofené nebo ucinéné
zkousejicim, poskytovatelem ¢i jejich zaméstnanci
nebo zastupci, v pribéhu studie a/nebo b&éhem
poskytovani sluzeb spolec¢nosti Covance podle této
smlouvy a v souvislosti stakovymi sluzbami, ¢i
obsahujici nebo opirajici se o divérné informace
zadavatele, a zkouSejici a poskytovatel vyfidi
jakékoli a vSechny Zadosti, postupni listiny ¢i jiné
nastroje a poskytne doklady, které zadavatel
poZaduje za nezbytné k podani Zadosti a ziskani
patentti v jakékoli zemi nebo k jiné ochran¢ z4jmi
zadavatele vtomto ohledu a zadavatel odSkodni
zkousejictho a/nebo poskytovatele dle potieby za
¢as vénovany uvedenym cCinnostem a uhradi mu
vzniklé naklady. Tyto povinnosti pokracuji i po
skonceni této smlouvy, pokud jde o vynélezy,
objevy a zlepSeni vytvofené nebo ucinéné
zkousejicim ¢i poskytovatelem béhem poskytovani
sluzeb spole¢nosti Covance jménem zadavatele
podle této smlouvy a jsou zdvazné pro
zplnomocnéné zastupce, spravce a jiné zakonné
zastupce zkousejiciho a poskytovatele. Vyjma zde
vyslovné uvedenych piipadi Zadnd strana
provadénim této smlouvy nepfevadi na druhou
stranu jakékoli patentové pravo, autorské pravo ci
jiné vlastnické pravo strany.

11. ZASADY ZVEREJNOVANI

Podrobnosti o studii a jejich vysledcich se nesmi
v Zzadné form¢ propagovat ¢i zvefejiiovat bez
pfedchoziho souhlasu spolecnosti Covance nebo
zadavatele. Takové svoleni je nezbytné
k zabrdnéni pred¢asnému prozrazeni obchodnich
tajemstvi a jinych diivérnych informaci.
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12. INDEPENDENT CONTRACTOR

The relationship of both Covance and the Sponsor
with the Investigator and the Provider under this
Agreement shall be that of an independent
contractor, and nothing in this Agreement or
otherwise or the arrangements for which it is made
shall constitute Investigator or Provider, or anyone
furnished or used by the Investigator or the
Provider in the performance of the services
contemplated by this Agreement, as an employee,
joint venturer, partner, or servant of Covance or
Sponsor.

The Investigator and Provider acknowledge that
Covance is acting on behalf of the Sponsor and
that Covance’s ability to make the payments to the
Provider and/or Investigator depends not only on
the Provider’s and Investigator’s complete
performance of obligations under this Agreement
and other terms and conditions specified here, but
also on Covance receiving from the Sponsor the
funds necessary to nmake the payments
contemplated herein. To the extent that the
Investigator and Provider have fulfilled all relevant
obligations hereunder and Covance has not
received the funds necessary to make such
payments, then the Provider and Investigator
hereby agree that sole recourse shall be against the
Sponsor.

13. BUSINESS

AND FINANCIAL

12. NEZAVISLY DODAVATEL

Vztah spolecnosti Covance a zadavatele se
zkousSejicim a poskytovatelem podle této smlouvy
je vztahem nezdvislého dodavatele a nic v této
smlouvé ¢i jinak ani ujedndni, pro které je
vytvofena, nestavi zkousejictho ¢i poskytovatele
ani nikoho delegovaného k ¢i vyuZitého
zkousejicim €i poskytovatelem pii provadéni
sluzeb uvedenych vtéto smlouvé do pozice
zameéstnance, spolecného podniku, partnera ci
pracovnika spole¢nosti Covance ¢i zadavatele.

ZkousSejici a poskytovatel berou na védomi, Ze
spole¢nost Covance jednd jménem zadavatele a Ze
schopnost spolec¢nosti Covance provadét platby
poskytovateli a/nebo zkouSejicimu z4visi nejenom
na Uplném plnéni povinnosti poskytovatelem a
zkouSejicim podle této smlouvy a ostatnich
podminek zde specifikovanych, nybrz také na tom,
7e spolecnost Covance obdrzi od zadavatele
prosttedky nezbytné k provedeni zde uvedenych
plateb. Pokud zkousSejici a poskytovatel splnili
vSechny piislusné povinnosti podle této smlouvy a
spole€nost Covance neobdrZela prostfedky
nezbytné k provedeni téchto plateb, pak se timto
poskytovatel a zkouSejici zavazuji, Ze jedinou
moznosti je uplatnéni narokil ptimo u zadavatele.

13.  POSKYTNUTI OBCHODNICH A

DISCLOSURE

Investigator and Provider represent and warrant
that they have not accepted nor been offered any
payment of money or other assets for the purpose
of influencing their decisions or actions to help
Covance or Sponsor obtain or maintain business
or obtain a business advantage where such
payment would constitute violation of any law,
including any applicable anti-bribery/anti-
corruption laws. Investigator and Provider
further represent and warrant that they have not
made and agree that they shall not make any
payment or any offer or promise for payment,
either directly or indirectly, of money or other
assets, to government or political party officials,
officials ~ of  international  organizations,
candidates for public office, or representatives of

FINANCNICH UDAJU

Zkousejici a poskytovatel prohlasuji a zarucuji,
Ze nepfijali ani jim nebyla nabidnuta Z4adna
platba pen€z nebo jinych aktiv za tcelem
ovlivnéni  jejich  rozhodnuti nebo cinl
k napomédhani tomu, aby spole¢nost Covance
nebo zadavatel ziskali nebo si udrZeli obchod ¢i
ziskali obchodni vyhodu v pfipadé, kdy by
takové platba predstavovala poruseni jakéhokoli

zakona, véetng) platnych
protitplatkdiskych/protikorupcnich
zakonl. ZkouSejici a  poskytovatel  dale

prohlasuji a zarucuji, Ze neprovedli a zavazuji se,
Ze neprovedou Zadnou platbu ani nabidku nebo
piislib platby, piimo ¢i nepiimo, ve forme
penéZni Ci jinych aktiv, tfednikim vlady c¢i
politické strany, ufednikim mezindrodnich
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other businesses or persons acting on behalf of
any of the foregoing for the purpose of
influencing decisions or actions or where such
payment would constitute violation of any law,
including but not limited to the U.S. Foreign
Corrupt Practices Act, U.K. Bribery Act 2010,
and other applicable anti-bribery/anti-corruption
laws.

organizaci, kandiditim na vefejny ufad ani
zastupcim jinych podniki nebo osobdm
jednajicim jménem kohokoli z vySe uvedenych
za tcelem ovlivnéni rozhodnuti nebo €ind nebo
v ptipadé, kdy by takova platba predstavovala
poruseni jakéhokoli zdkona a jinych platnych
protitplatkaiskych/protikorupénich zdkont.

14. EQUIPMENT 14. VYBAVENI

A separate Loan Agreement will be stipulated Mezi stranami bude uzaviena samostatna
between the Parties. Smlouva o vypijcce.

15. CHANGES TO SCOPE OF AGREEMENT 15. ZMENY ROZSAHU SMLOUVY

The terms and conditions of this Agreement will | Podminky této smlouvy budou spolecnosti

be renegotiated by Covance if the Sponsor and/or
the relevant health authority make major changes
to the design or scope of the Study which would
significantly affect the terms hereof. No other
amendment to this Agreement shall be effective
unless it is made in writing and signed by the
parties hereto.

16. INVALIDITY

If any provisions hereof shall be determined to be
invalid or unenforceable, the validity and effect of
the other provisions of this Agreement shall not be
affected thereby.

17. GOVERNING LAW/ARBITRATION

This Agreement shall be governed by and
construed in accordance with the law of the state
of Czech Republic (other than provisions relating
to conflicts of laws).The Parties acknowledge and
agree that the hearing and decisions on any
disputes not resolved amicably shall be addressed
via the appropriate court in Hradec Kralové.

18. ASSIGNMENT

Neither this Agreement nor any rights or
obligations arising hereunder shall be assigned by
the Provider or Investigator without the prior
written consent of Covance.

Covance znovu projedndny, pokud zadavatel
a/nebo pfislusny zdravotnicky orgdn provedou
vyrazné zmény ndvrhu nebo rozsahu studie, které
by vyznamné ovlivnily podminky této smlouvy.
Zadny dali dodatek této smlouvy nebude platny,
pokud nebude ucinén pisemn€ a podepsin
smluvnimi stranami.

16. NEPLATNOST SMLOUVY

Pokud jakdkoli ustanoveni této smlouvy budou
shleddna jako neplatnd nebo nevymahatelnd,
zbytek  této  smlouvy  zdstane v platnosti
a ucinnosti.

17. ROZHODNE PRAVO/ARBITRAZ,

Tato smlouva se fidi a je vykladdna v souladu se
zdkony stitu Ceské republiky (kromé ustanoveni
tykajicich se stfetu zdkont).

Smluvni strany berou na védomi a souhlasi, Ze
projednani a rozhodovani piipadnych spord,
které nebudou vyfeSeny smirem, bude feSeno s
pomoci piislusného soudu v Hradci Kralové.

18. POSTOUPENI

Tuto smlouvu ani jakakoli prava nebo povinnosti
z ni vyplyvajici nemliZe poskytovatel ¢i zkousejici
postoupit bez ptedchoziho pisemného souhlasu
spolecnosti Covance.
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19. CONTRACT LANGUAGE

This Agreement is created in bilingual version in
3copies. In case of discrepancy between the two
versions, the Czech version shall prevail.

[Signatures Follow]

19. JAZYK SMLOUVY

Tato smlouva je vytvofena ve 3 vyhotovenich v
bilingvalni verzi. V piipad¢ rozporu mezi témito
dvéma verzemi bude rozhodna verze v cestiné.

[Ndsleduji podpisy]

For and on behalf of Covance Inc.

Date/Datum

which has been authorized to sign this Agreement by

Theracos Sub, LLC/
Za a jménem spolecnost/i Covance Inc.,

kterd byla zmocnéna kpodepsani této smlouvy

spole¢nosti Theracos Sub, LLC

Name / Jméno: |

Title / Funkce: Clinical Operations Manager

For and on behalf of FN Hradec Kralove /
Za a jménem Fakultni nemocnice Hradec Krélové

Date/Datum

Name / Jméno: prof. MUDr. Roman Prymula, CSc., Ph.D.

Title / Funkce: Director / feditel

Investigator / ZkousSejici
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BUDGET CHECKLIST / ROZPOCTOVY KONTROLNI SEZNAM

EXIBIT A — COST AND PAYMENT / PRILOHA A - NAKLADY A PLATBY

The parties agree that this Payment Exhibit -
Payment Terms and Budget is part of the
Agreement. All payments made for this study
shall be made in accordance with the terms as set
forth below.

Smluvni strany se dohodly, Ze tato piiloha
tykajici se plateb, platebnich podminek a
rozpoctu je soucasti smlouvy. VSechny platby za
tuto studii  budou provedeny v souladu
s podminkami stanovenymi niZe.

Value Added Tax (VAT) — All agreed upon
amounts are VAT excluded. VAT is not
applicable as the contracting party providing
payments is located in the USA. The payment
will not be subject to withholding tax. In the limit
of applicable regulation it is the responsibility of
the Payee to declare this income and Covance is
not liable for any taxes due.

Dann z ptfidané hodnoty (DPH) - vSichni se
dohodli na tom, Ze ¢4stky budou bez DPH. DPH
se neaplikuje, jelikoZ smluvni strana provadéjici
platby sidli v USA. Platby nepodléhaji srazkové
dani. V souladu s platnymi pfedpisy je povinnosti
piijemce deklarovat tento piijem a Covance
nenese odpovédnost za pripadné splatné dané.

1. SUBJECT ENROLLMENT

Sponsor anticipates enrollment offfjpatients in
the Study. Study enrollment is competitive
Investigator will be notified when Study
enrollment has been achieved and no further
recruitment will be permitted.

1. ZARAZENI PACIENTU DO STUDIE

Zadavatel predpoklddd, Ze do studie bude
zatazenolfpacients. Zatazovani do studie je
kompetitivni. ZkouSejici budou upozornéni, kdyz
bude zafazovani pacientll do studie ukonéeno a
dalsi nabor jiZz nebude povolen.

2. SUBJECT VISIT PAYMENTS

Payment for trial subject visits set forth below
shall be made quarterly for confirmed, completed
visits in accordance with each trial subject visit
Budget Schedule upon receipt of valid invoice.
Invoices shall be due within[fidays of their
receipt.

Subject visit payments are inclusive of any
applicable overhead. 10% of each payment
specified in Subject Visit Budget Schedule below
shall be held until Final Payment.

The fees are inclusive of Hospital overhead fees,
and laboratory costs.

2. PLATBY ZA NAVSTEVY PACIENTA

Platby za navstévy subjektu hodnoceni, jak je
stanoveno niZe, budou hrazeny Ctvrtletné za
potvrzené, dokoncené navstévy podle
rozpoctového harmonogramu pro kazdy subjekt
hodnceni po obdrZeni platné faktury. Splatnost
faktur jeffdni od jejich dorugent.

Platby za ndvstévy pacienta jsou vcetné
ptislusnych rezijnich nédkladd. 10 % z kazdé
platby  uvedené nize v  rozpoctovém
harmonogramu ndvstév pacienta bude zadrZeno a
poukdzano v zaveérecném doplatku.
Naklady jsou vcetné rezijnich naklada
nemocnice, ndakladi na laboratofr.
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3. CONDITIONAL ASSESSMENTS

If the following procedures become necessary
within the Study according to the Protocol, and
only as far as they are not covered by the public
health insurance of the trial subject, the following
payments for such procedures performance will
be made by Covance to the Provider upon receipt
of a corresponding and formally correct invoice
from the Provider:

3. PODMINENA HODNOCENI

Pokud bude v rdmci studie a v souladu s
protokolem nezbytné nutné provést nasledujici
vySetfeni a pokud tato vySetfeni nejsou hrazena
ze zdravotniho pojiSténi piisluSného subjektu
hodnoceni, zaplati  spole¢nost ~ Covance
poskytovateli nésledujici odménu za provadéni
téchto vySetfeni na zdkladé piislusné faktury,
obdrZené od poskytovatele.

(Maximum 4 per
trial subject)

Unscheduled Visit
(Maximum 2 per
trial subject)
Urine Pregnancy
Test (Maximum
14 per trial
subject)

Serum Pregnancy
Test (Maximum 1
per trial subject)

Serious Adverse
Event (Maximum
1 per trial subject)

Payment per Platba za
Operation/Unit 1 Operation/Unit Operace/tikon 1 operaci/iikon
[CZK] [CZK]
Population PK Odbér vzorku pro
sampling populacni FK

(maximalné 4 na
subjekt hodnoceni)

Nepldnovand ndvstéva
(maximaln€ 2 na
subjekt hodnoceni)

T&hotensky test z moci
(maximalné 14 na
subjekt hodnoceni)

Téhotensky test ze séra
(maximalné 1 na
subjekt hodnoceni)

Zavazna neZddouci
pfithoda (maximalné 1
na subjekt hodnocenf)

4. SCREEN FAILURE PAYMENT

I No
additional Screen Failure payment shall be made
without  prior  written  approval  from
Sponsor/Covance Payment shall be made upon
verification of data.

4., PLATBA VYRAZENI PRI

SCREENINGU

ZA

Bez
pfedchoziho pisemného souhlasu zadavatele/
spolecnosti Covance nebude provedena Zddna
dal$i platba za vytfazeni pfi screeningu. Platba
bude provedena po ovéteni tidaju.
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S. TRAVEL REIMBURSEMENT

Reimbursement for trial subject travel costs shall
be provided in amount of

Bl of trial subject at site. This should be
payable upon receipt of an invoice detailing
actual amounts reimbursed by the Provider to
each trial subject in the preceding quarter.
Provider shall maintain receipts of all payments
made to trial subjects. All payments are available
to trial subject for verification. Sponsor shall only
pay for travel costs relating to visits required
under the protocol, trial subject s will not be
reimbursed for travel costs related to visits which
are made as part of their routine standard of care.

5. PROPLACENI CESTOVNICH NAKLADU

Nahrada cestovnich nédkladi subjektu hodnoceni
bude poskytnuta ve vysi

B bickiu hodnoceni v centru. To by
mélo byt splatné po obdrZzeni faktury s detaily
skutecnych proplacenych castek poskytovatelem
kazdému subjektu hodnoceni v predchozim
Ctvrtleti.  Poskytovatel uchovdvd  vydajové
doklady ke vSem platbAm uskute¢nénym
subjektim hodnoceni. VSechny platby jsou
subjektu hodnoceni k dispozici k ovéfeni.
Zadavatel uhradi pouze cestovni vydaje tykajici
se navstév uskuteénénych podle protokolu a
subjektim  hodnoceni nebudou proplaceny
cestovni ndklady souvisejici s ndvStévami, které
jsou vykondny jako souldst jejich béZné
standardni péce.

6. PHARMACY COSTS

Covance, on behalf of the Sponsor, shall pay
Provider for costs related to preparation and
starting of the Study in pharmacy and for
providing of pharmacy services a sum

B for cach commenced 6 months of the study.

Payment shall be made with receipt and approval
of detailed invoice and any additional required
supporting documentation.

Payment shall be due upon completion of the
start-up activities and receipt of supporting
documentation providing details of the start-up
activities completed.

No further payments than those set forth in this
Agreement and its Appendices shall become due
unless approved by Sponsor in writing.

6. NAKLADY LEKARNY

Spole¢nost Covance zaplati poskytovateli
nahradu nakladd souvisejicich s pfipravou a
spusténim Studie v Iékarné a za poskytovani
sluzeb 1€karny za kazdych zapocatych 6 mésicl
Studie ¢astku

Platba bude provedena po piijeti a schvéleni
podrobné faktury a piipadnych dalSich
pozadovanych podkladti.

Platba je splatna po dokoncenf ¢innosti spojenych
se zahijenim Studie a po predloZeni
pozadovanych dokladd s uvedenim tdaju o
dokonceni zahajovacich ¢innosti.

Kromé plateb uvedenych v této smlouvé a
dodatcich ke smlouvé nejsou splatné Zadné dalsi
platby, pokud je pisemné neschvdlil zadavatel.

7. FEE FOR CONTRACT NEGOTIATION

7. POPLATEK ZA PROJEDNANI

Covance_on behalf of the Sponsor, will pay the
Provider a fee for the contract negotiatiation in
the amount of |||l one time payment.
This fee will be invoiced after the signature of
this Agreement.

SMLOUVY
Spolecnost  Covance zaplati poskytovateli
poplatek za projedndni smlouvy ve Vvysi

Tento poplatek bude fakturovan po
uzavieni této smlouvy.
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8. ARCHIVING FEE

The Provider will provide free archiving for 5
years in accordance with Act No. 378/2007, and
for the following 10 years will provide paid
archiving - An invoice will be
issued after signing the contract.

The Sponsor shall inform the Provider six months
in advance of the end of the paid period of
archiving that they intend to continue with said
archiving and shall pay the costs associated
therewith.

8. ARCHIVACNI POPLATEK

Poskytovatel provede bezplatnou archivaci 5 let
v souladu se zdkonem ¢. 378/2007 Sb. a na
dalSich 10 let provede zpoplatnénou archivaci —
. Na zpoplatnénou archivaci bude
vystavena faktura po podpisu smlouvy.
Zadavatel v predstihu 6 mésici od konce
zpoplatnéné archivace ozndmi poskytovateli, Ze
trvd na dalSi archivaci a uhradi ndklady s tim
spojené.

9. PAYEE

The Provider certifies that the designated payee is
the proper payee for this Agreement. The parties
agree that payments under this Agreement shall
be made by bank transfer in accordance with
payee bank transfer information detailed below.

9. PRIJEMCE PLATEB

Poskytovatel potvrzuje, Ze ur¢eny piijemce plateb
je spravnym piijemcem pro ucely této smlouvy.
Smluvni strany se dohodly, Ze platby podle této
smlouvy budou provddény bankovnim pfevodem
podle informaci o bankovnim pfevodu pifjemce
plateb podrobné uvedenych nize.

Payee Account Holder Name /
Jméno drZitele ictu pifijemce plateb

Fakultni nemocnice Hradec Kralové

Payee Address / Adresa piijemce
plateb

Sokolska § 81, 500 05 Hradec Kralové — Novy Hradec
Kralové, Ceska republika

Payee Tax ID Number / Danové
identifikacni Cislo pfijemce plateb

CZ00179906

Bank Name / Nazev banky

Ceska spofitelna a.s., Praha

Bank Account Number / Cislo 2651552
bankovniho uctu
Bank ID Number / Identifikaéni 0800

¢islo banky

Bank Address / Adresa banky

Budéjovicka 1912, 140 00 Praha 4

IBAN /IBAN

CZ74 0800 0000 0000 0265 1552

Danovy kéd (Variabilni symbol)

Bank Swift Code/ ABA Routing #/ | GIBACZPX
BIC kéd banky

(SWIFT)/identifikator banky ABA

(v USA)

Fiscal Code (Variable symbol) / ¢islo faktury

10. FINAL PAYMENT

At the earlier of Study Completion or termination
of this Agreement, if payments made to Provider
exceed the earned amount, Provider shall, upon
receipt of written notice, promptly return the
overpayment.

10. ZAVERECNA PLATBA

Pokud pfi pfedasném dokonceni studie nebo
ukonéeni této smlouvy jiz byla poskytovateli
poukdzand platba piesahujici odpovidajici castku,
poskytovatel vrati tento preplatek neprodlen¢ po
obdrZeni pisemného ozndmeni.
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Provider shall have [l business days from
the date of the close out visit to submit final
invoices. Provider shall have [ business
days from receipt of final payment to dispute
payment discrepancies.

Poskytovatel predlozi zavére¢né faktury do

pracovnich dnli po zdvérecné
navstéveé v ramci studie. Poskytovatel predlozi
pfipadné namitky tykajici se nesrovnalosti v
platbdch do || pracovnich dnd od
obdrZeni platby.
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