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CLINICAL TRIAL AGREEMENT
Protocol # 1615R2132

This Clinical Trial Agreement (“Agreement”) between

Shionogi Limited with its registered office at 33
Kingsway, London WC2B 6UF, United Kingdom
(hereinafter “Sponsor™)

and

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

and
Fakultni nemocnice u sv. Anny v Brné,, with a place of

business at Pekatfska 664/53, 656 91 Brno, ID Number:
00159816, VAT: CZ00159816, represented by MUDr.

Martin  Pavlik, Ph.D., DESA, EDIC, Director
(“Institution”)

and

XXXXXXXXXXXXX (“Principal Investigator”).

By separate agreement, Sponsor has engaged

INC Research, LLC, a contract research organization,
with a principal place of business in the United States at
3201 Beechleaf Court, Suite 600, Raleigh, NC 27604-
1547 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 negotiations of the Agreement and
payment administration described hereunder.

Subject of this Agreement is conducting of a clinical trial
entitled “Xxxxx” (‘“Protocol”) to be conducted at
Institution and to involve Trial Subjects (collectively,
“Trial”).

The parties agree as follows:

1. Investigators and Research Staff.

1.1 Principal Investigator. The Principal Investigator
will be responsible for the direction of the Trial in

SMLOUVA O KLINICKEM HODNOCENI
Protokol ¢éislo # 1615R2132

Tato smlouva o klinickém hodnoceni
“smlouva”) se uzavird mezi

(dale jen

Shionogi Limited sidlem 33 Kingsway, London WC2B
6UF, Spojené kralovstvi (dale jen ,,zadavatel*)

a

spolec¢nosti INC Research UK Limited se sidlem ve
Velké Britanii na adrese Farnborough Business Park, 1
Pinehurst Road, Farnborough, Hampshire, GU14 7B,
Spojené kralovstvi, vcetné¢ jejich pobocek, dcefinych
spoleCnosti a konkrétn€¢ jeji materskou spolecnosti
INC Research, LLC (dale  jen “spole¢nost
INC Research™)

a

Fakultni nemocnice u sv. Anny v Brné, se sidlem
Pekatska 664/53, 656 91 Brno, IC: 00159816, DIC:
CZ00159816, zastoupena MUDr. Martinem Pavlikem,
Ph.D., DESA, EDIC, feditelem (dale jen “zdravotnické
zatizeni”)

a
XXXXXXXXX, XXXXXXXX (dale jen “hlavni zkousSejici”).

Samostatnou smlouvou zadavatel povétil spolecnost
INC Research, LLC, smluvni vyzkumnou organizaci se
sidlem ve Spojenych statech na adrese 3201 Beechleaf
Court, Suite 600, Raleigh, NC 27604-1547 USA,
pusobici jako nezavisly smluvni dodavatel, aby jednala
jménem zadavatele pro ucely prevodu urcitych zavazkt
plynoucich z této smlouvy, pfiCemz uvedené zavazky
zahrnuji vyjednani smlouvy a spravovani plateb popsané
nize.

Predmétem této smlouvy je provedeni klinického
hodnoceni ,xxxx“ (dale jen “protokol”), které bude
provadéno ve zdravotnickém zafizeni a budou do n¢j
zatazeny subjekty klinického hodnoceni (souhrnné dale
jen ,klinické hodnoceni®).

Strany se dohodly takto:

1. ZkousSejici a vyzkumny personél

1.1 Hlavni  zkouSejici Hlavni  zkousSejici  bude
odpoveédny za vedeni klinického hodnoceni v souladu
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accordance with applicable Institution policies.

1.2 Subinvestigators and Research Staff. Institution
and Principal Investigator will ensure that only
individuals who are appropriately trained and
gualified assist in the conduct of the Trial as
subinvestigators or research staff.

1.3 Obligations  of Institution and  Principal
Investigator. Institution and Principal Investigator are
responsible to Sponsor for compliance by all Trial
personnel with the terms of this Agreement. Institution
and Principal Investigator will ensure that any
personnel who assist in the conduct of the Trial are
informed of and agree to abide by all terms of this
Agreement applicable to the activities they perform.
Institution will determine which of the obligations in
this Agreement it will delegate to Principal
Investigator. Institution and Principal Investigator will
assume all those responsibilities assigned under all
applicable laws, rules, regulations of Czech Republic,
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”
(1996), all applicable laws and guidance of Czech
Republic relating to clinical trials of medicines and all
applicable laws of Czech republic relating to human
rights, supply of medicines legislation, legislation
relating to human tissue and biological samples and all
applicable laws of Czech Republic relating to the
confidentiality, privacy and security of patient
information (“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 may
terminate this Agreement in accordance with the
Termination provisions below.

1.5 Delegation of Duties by Principal Investigator.
Principal Investigator may delegate duties and
responsibilities to subinvestigators or research staff
only to the extent permitted by Applicable Law
governing the Trial conduct, as described below.

s platnymi predpisy zdravotnického zatizeni.

1.2 Spoluzkousejici a vyzkumny personal
Zdravotnické zafizeni a hlavni zkousSejici zajisti, aby
se mna provadéni klinického hodnoceni jako

spoluzkousejici a vyzkumny personal podilely pouze
osoby s odpovidajicim vzdélanim a kvalifikaci.

1.3 Povinnosti zdravotnického =zafizeni a hlavniho
zkousejiciho Zdravotnické zatizeni a hlavni zkouSejici
se zodpovidaji Zadavateli za dodrzeni podminek
smlouvy veskerym personalem podilejicim se na
klinickém hodnoceni. Zdravotnické zafizeni a hlavni
zkousejici zajisti, aby personal, ktery se bude podilet
na provadéni klinického hodnoceni, byl informovan o
veskerych podminkdch této smlouvy platnych pro
vykonavané ¢innosti a souhlasil s nimi. Zdravotnické
zafizeni urci, které povinnosti stanovené v této
smlouvé deleguje na hlavniho  zkouSejiciho.
Zdravotnické zafizeni a hlavni zkouSejici pfevezme
vSechny povinnosti vyplyvajici ze vsSech platnych
zékont, predpist, pokynti a norem CR, véetnd

zejména vsSech platnych pokyn a standardd
Mezinarodni konference o harmonizaci spravné
klinické praxe (International Conference on

Harmonization Good Clinical Practice, ICH GCP) a
Helsinské deklarace Svétové 1ékarské asociace “Etické
zasady pro lékarsky vyzkum za ucasti lidskych
subjektt” (1996), viech platnych zakont a pokyntt CR
upravyjicich klinickd hodnoceni 1éCivych piipravkl a
viech platnych zakont CR upravujicich lidska prava,
legislativy upravujici dodavky 1ékt, legislativy
upravujici otdzky vzorkt tkané a biologickych vzork
a vech platnych zakonti CR upravujicich zachovani
davérnosti, ochrany osobnich udaji a bezpecnosti
informaci o pacientech (dale jen “platné zakony™).

1.4 Zakaz zastupovani Zdravotnické zafizeni a hlavni
zkousejici nesmi postoupit provadéni klinického
hodnoceni na jiného hlavniho zkousejiciho bez
predchoziho  pisemného  schvaleni  spolecnosti
INC Research. Nahradni hlavni zkousejici bude muset
vyjadfit souhlas s podminkami této smlouvy v
pisemném dokumentu. V pfipadé, Zze zadavatel
neschvali nahradniho hlavniho zkousejiciho, muze
zadavatel vsouladu s dale uvedenymi podminkami
ukonceni platnosti smlouvy smlouvu ukoncit.

1.5 Delegovani  povinnosti hlavnim zkouSejicim
Hlavni zkouSejici muze delegovat povinnosti a
odpovédnosti na spoluzkousejici nebo vyzkumny
personal pouze v rozsahu povoleném platnymi zadkony
upravujicimi provadéni klinick¢ho hodnoceni, jak je
uvedeno nize.
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1.6 Compliance with Institutional Policies. Principal
Investigator will comply with the policies and
procedures of the organization(s) with which Principal
Investigator is affiliated, including any applicable
financial policies. Principal Investigator will notify
Sponsor promptly of any conflict between the terms of
this Agreement and any such policy or procedure, and
the parties will attempt to reach an appropriate
accommodation.

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

2.1 Amendments. The Protocol may be modified only
by a written Amendment, signed by Sponsor and the
Principal Investigator. The parties acknowledge that
Protocol Amendments are also subject to approval by
the responsible Independent Ethics Committee
(“IEC™).

2.2 Emergency Amendments. If it is necessary to
change the Protocol on an emergency basis for the
safety of the Trial Subjects (hereinafter defined),
Institution and/or Principal Investigator will notify
Sponsor and the responsible IEC as soon as
practicable but, in any event, no later than five (5)
business days after the change is implemented. Any
emergency change to the Protocol must be followed
by a written Amendment.

2.3 No_Additional Research. No additional research
may be conducted on Trial Subjects during the
conduct of the Trial, unless it is approved by Sponsor
and documented as a companion protocol or an
Amendment to the original Protocol. Such prohibited
research activities include analyses of biological
samples from Trial Subjects for any non-therapeutic
purpose.

3. Independent Ethics Committee. Before the Trial is
initiated, Sponsor/INC Research will ensure that both the
Trial and the informed consent form are approved by an
IEC that complies with all applicable regulations.
Sponsor/INC Research will further ensure that the Trial is
subject to continuing oversight by the IEC throughout its
conduct.

3.1 Trial Disapproval. If, through no fault of
Institution or Principal Investigator, the Trial is
disapproved by the IEC, this Agreement will
immediately terminate with no penalty to the

Institution or Principal Investigator, as outlined below.

1.6 Dodrzovani predpist zdravotnického zafizeni
Hlavni zkousejici bude dodrzovat piedpisy a postupy
organizace, resp. organizaci, k nimz je pridruzen,
véetn€ platnych financnich predpist. Hlavni zkousejici
obratem uvédomi Zadavatele o jakékoli kolizi mezi
ustanovenimi této smlouvy a uvedenymi piedpisy
nebo postupy a smluvni strany se pokusi dosahnout
odpovidajici dohody.

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

2.1 Dodatky Protokol se muZe upravovat pouze
formou pisemného dodatku podepsaného zadavatelem,
a hlavnim zkouSejicim. Strany jsou si védomy
skute¢nosti, ze dodatky k protokolu musi schvalit také
piislu$na nezavisla eticka komise (dale jen ,,NEK®).

2.2 Akutni dodatky Jestlize je v akutnim pfipadé v
zajmu zachovani bezpecnosti subjektd klinického
hodnoceni (definovany nize) nutné zménit protokol,
zdravotnické zafizeni a/nebo hlavni zkousejici
uvédomi zadavatele a pfislusnou NEK co nejrychleji,
v kazdém ptipadé nejpozdéji do péti (5) pracovnich
dnti po uplatnéni této zmény. Kazda akutni zména
protokolu musi byt nasledné zachycena v pisemném
dodatku.

2.3 Zdkaz dalsiho vyzkumu Bé&hem provadéni
klinického hodnoceni nesmi byt u subjektd klinického
hodnoceni provadén zadny dal$i vyzkum, dokud to
neschvali zadavatel a vyzkum neni zdokumentovan
jako pfidruzeny protokol nebo dodatek plvodniho
protokolu. Tyto zakdzané vyzkumné ¢innosti zahrnuji
analyzu biologickych vzorkd od subjektt klinického
hodnoceni pro jiné nez 1é¢ebné Gcely.

3. Nezavisla etickd komise Pied zahajenim klinického
hodnoceni zadavatel/INC Research zajisti, aby klinické
hodnoceni i formulafe informovaného souhlasu, které
jsou v souladu s platnymi pfedpisy, byly schvaleny
nezavislou etickou komisi. Zadavatel/INC Research dale
zajisti, aby po celou dobu jeho provadéni bylo klinického
hodnoceni pod trvalym dohledem NEK.

3.1 Zamitnuti klinického hodnoceni Bude-li klinické
hodnoceni bez zavinéni zdravotnického zafizeni nebo
hlavniho zkousSejiciho zamitnuto ze strany NEK, tato
smlouva bude s okamzitou platnosti ukonéena bez
sankce pro zdravotnické zafizeni nebo hlavniho
zkousejiciho, jak je popsano nize.
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4. Trial Conduct. Institution and Principal Investigator
will conduct the Trial in accordance with the Protocol,
Sponsor’s or its designee’s written instructions and
Applicable Law.

5. Sponsor Drug. Sponsor will provide Institution with
sufficient quantities of the Sponsor product that is being
studied, (xxxX, “Sponsor Drug”) to conduct the Trial. If
required by the Protocol and unless otherwise agreed,
Sponsor will also provide placebo or comparator drug
(meropenem, “Comparator Drug”) and Linezolid. For the
avoidance of doubt Sponsor will not provide any Sponsor
Drug following completion of the Trial.

Sponsor Drug will be delivered to Institution’s Pharmacy.
Institution undertakes to ensure that the Sponsor Drug
will be stored at the Anesthesiology-resuscitation Clinic
separately from other drugs and that preparation, control,
storage and dispensing of Sponsor Drug will be
performed in accordance to Protocol, applicable laws of
Czech Republic, good pharmacy practice and also with
conditions listed in guidance LEK-12 issued by State
institute for Drug control. The Principal Investigator
undertakes to take over the Sponsor Drug from
Institution’s Pharmacy in accordance to Protocol.

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

5.2 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 subinvestigators or Trial
research staff.

5.3 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.

5.4 Ownership of Sponsor Drug. Sponsor Drug
is and remains the property of Sponsor. Sponsor

4. Provadeéni klinického hodnoceni Zdravotnické zatizeni
a hlavni zkousejici provedou klinick¢é hodnoceni v
souladu s protokolem, pisemnymi pokyny zadavatele
nebo osoby jim uréené a platnymi zakony.

5. Hodnoceny 1éCivy piipravek Zadavatel poskytne
zdravotnickému zatizeni dostatecné mnozstvi
hodnoceného lécivého piipravku (XxxX, dale jen

»hodnoceny 1é¢ivy ptipravek®) k provedeni klinického
hodnoceni. Pokud to pozaduje protokol a pokud neni
dohodnuto jinak, zadavatel rovnéz zdarma poskytne
placebo nebo srovnavaci 1€k (meropenem, dale jen
»srovnavaci 1€k*) a ptipravek linezolid. Pro vylouceni
pochybnosti zadavatel neposkytne zadny dalsi hodnoceny
lécivy pripravek po dokonceni klinického hodnoceni.

Hodnocené 1é¢ivo bude doddno do nemocnic¢ni 1ékarny
Zdravotnického zafizeni. Zdravotnické zafizeni se
zavazuje, Ze zajisti, aby hodnocené 1é¢ivo bylo ulozeno v
prostorach Anesteziologicko-resuscita¢ni kliniky
oddélené od ostatnich 1éCiv a aby ptiprava / Uprava,
kontrola, uchovavani a vydavani hodnoceného 1é¢ivého
pfipravku probihaly v souladu s Protokolem, platnymi
pravnimi piedpisy Ceské republiky a se spravnou
lIékarenskou praxi a rovnéz dle podminek stanovenych v
pokynu LEK-12 vydaném Statnim ustavem pro kontrolu
1é¢iv. Hlani zkouSejici se zavazuje, ze bude hodnocené
1éCivo odebirat z lékarny Zdravotnického zafizeni v
souladu s Protokolem.

5.1 Uchovavani a vydavani 1éku Zdravotnické zafizeni
a hlavni zkousSejici musi dodrzovat platné zdkony a
odvétvové normy vyzadujici peclivé uchovavani a
vydavani hodnoceného 1éCivého ptipravku nebo
srovnavaciho Iéku, vcetné patficné dokumentace
téchto Cinnosti.

5.2 Kontrola Zdravotnické zafizeni a hlavni zkousejici
musi vykonavat dostateCnou kontrolu nad zasobami
hodnoceného 1é¢ivého piipravku a srovnavaciho 1éku
a nepoda ani nevyda piipravek osob¢, ktera neni
ucastnikem klinického hodnoceni, a neumozni ptistup
k ptipravku nikomu s vyjimkou spoluzkousejicich
nebo vyzkumného personalu klinického hodnoceni.

5.3 Pouziti Zdravotnické zatizeni a hlavni zkousSejici
budou pouzivat hodnoceny lécivy piipravek nebo

srovnavaci 1ék pouze zplsobem uvedenym v
protokolu. Jakékoliv jiné pouziti hodnoceného
léCivého  pripravku  nebo  srovnavaciho  1éku

predstavuje zavazné poruseni této smlouvy.

5.4 Vlastnictvi hodnoceného [éCivého ptipravku
Hodnoceny 1é¢ivy pripravek je a zlstava vlastnictvim
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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.

5.5 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 under this
Agreement.

6. Funding. Funding will be made by way of payments in
accordance with Attachment A (Payment Terms). The
payments represent Institution’s and  Principal
Investigator’s costs of conducting the Trial. 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 not directly
or indirectly seek or receive compensation from patient(s)
participating in the Trial (“Trial Subject(s)”) or third-
party payers for any material, treatment or service that is
required by the Protocol and provided or paid by Sponsor,
including, but not limited to, Sponsor Drug, Comparator
Drug, Trial Subject screening, infusions, physician and
nurse services, diagnostic tests, and Sponsor Drug and/or
Comparator Drug administration.

7. Trial Subject Enrollment. Institution and Principal
Investigator have agreed to enroll Trial Subjects in the
Trial in accordance with the Protocol.

7.1 Multi-Center Studies. The Trial is multi-
center and Sponsor may discontinue patient
enrollment if the total enrollment needed for a
Trial has been achieved.

8. Informed Consent. Principal Investigator will obtain a
written Informed Consent Form (“ICF”) for each Trial
Subject explaining the Trial Subject’s rights in
connection with its relationship with the Institution and
Principal Investigator. Principal Investigator will
maintain a signed original of that ICF in the Trial
Subject’s record. Institution and Principal Investigator
will allow Sponsor or its designee to inspect signed ICFs
or photocopies thereof during monitoring visits or audits.

zadavatele. Zadavatel neudéluje zdravotnickému
zafizeni ani hlavnimu zkouSejicimu Zzadna vyslovna
ani predpokladand prava dusevniho vlastnictvi k
hodnocenému lécivému piipravku nebo k jakymkoliv
metodam vyroby nebo pouzivani hodnoceného
1é¢ivého pripravku.

5.5 Platba za hodnoceny 1éCivy pripravek nebo
srovnavaci 1€k Zdravotnické zafizeni a hlavni
zkousejici nebudou subjektim klinického hodnoceni
ani platcim tretich stran uctovat zadné castky za
hodnoceny 1é¢ivy pripravek nebo srovnavaci Iék ani
za jakékoliv sluzby, kter¢ mu podle této smlouvy
proplaci zadavatel.

6. Financovani Financovani bude provadéno formou
uhrad ¢astek v souladu s piilohou A (platebni podminky).
Uhrady predstavuji naklady zdravotnického zafizeni a
hlavniho  zkousejiciho na  provadéni  klinického
hodnoceni. VSechny castky zahrnuji vSechny pifimé,
nepiimé, rezijni a dal$i naklady, vcetné¢ nakladi na
laboratorni a pomocné sluzby a zlistanou pevné po dobu
trvani klinického hodnoceni, pokud se strany pisemné
nedohodnou jinak. Zdravotnické zafizeni ani hlavni
zkousejici nebudou piimo ani nepfimo vyzadovat ani
pfijimat odménu od pacienta, resp. pacientli ucastnicich
se klinického hodnoceni (dale jen ,,subjekt(y) klinického
hodnoceni®) nebo platcl tfetich stran za materialy, 1é¢bu
nebo sluzby vyzadované podle protokolu a poskytnuté
nebo  zaplacené  zadavatelem, véetné  zejména
hodnoceného 1é¢ivého pripravku, srovnavaciho Iéku,
screeningu subjektt klinického hodnoceni, infuzi, sluzeb
lékait a sester, diagnostickych testi a podavani
hodnoceného 1éCivého piipravku a/nebo srovnéavaciho
1€ku.

7. Zatazeni subjektt klinického hodnoceni Zdravotnické
zafizeni a hlavni zkouSejici se dohodli zafadit subjekty
klinického hodnoceni do klinického hodnoceni v souladu
s protokolem.

7.1 Multicentrické studie Klinické hodnoceni je
multicentrické a zadavatel mlze zastavit zafazovani
pacientli, bylo-li dosazeno celkového potifebného
poctu subjektii klinického hodnoceni.

8. Informovany souhlas Hlavni zkousejici obdrzi pisemny
formulaf informovaného souhlasu (dale jen ,,ICF*) za
kazdy subjekt klinického hodnoceni, ktery vysvétluje
prava subjektu klinického hodnoceni v souvislosti s jeho
vztahem ke zdravotnickému zafizeni a hlavnimu
zkousejicimu. Hlavni zkousSejici si ponecha podepsany
original tohoto ICF v zaznamech subjektu klinického
hodnoceni. Zdravotnické zafizeni a hlavni zkouSejici
umozni zadavateli nebo osobé jim povérené prezkoumat
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Institution and Principal Investigator will submit any
modifications it may propose to the ICF to Sponsor for
review and written approval by Sponsor before
submitting the ICF for IEC approval. The Principal
Investigator will ensure that every Trial Subject signs an
ICF approved by Sponsor and the Institution’s IEC before
the Trial Subject begins participating in the Trial. When
required, Sponsor will modify the approved ICF to reflect
amendments to the Protocol and will ensure the repeat
Institution’s EC approval.

9. Adverse Events. Principal Investigator will report
adverse events experienced by Trial Subjects in
accordance with instructions in the Protocol and
applicable regulations. This includes, where required,
prompt reporting by telephone. If a Trial Subject is
physically injured by the Sponsor Drug or properly
performed Trial procedures and the Institution, Principal
Investigator and other individuals participating in the
conduct of the Trial have followed the Protocol, all
applicable laws and regulations and all directions of
Sponsor, Sponsor will reimburse the reasonable costs of
medical expenses necessary to treat the injury.

10. Protected Health Information. The parties recognize a
common goal of securing all individually identifiable
health information and holding such information in
confidence and protecting it from unauthorized
disclosure. All contracting parties represent and warrant
that it will comply with the provisions of any Applicable
Laws relating to the confidentiality, privacy and security
of such information.

10.1 Authorization to Use and Disclose Health
Information. Principal Investigator will obtain a
written privacy authorization, complying with
all Applicable Law, for each Trial Subject
which will enable Institution and Principal
Investigator to provide Sponsor and other
persons and entities designated by Sponsor with
completed case report forms (“CRFs”), source
documents and all other information required by
the Protocol. Sponsor, though not a covered
entity, recognizes that, pursuant to this
Agreement, it has the responsibility to protect
all individually identifiable patient information
and to restrict the use of such information to

those persons and entities, including
consultants, contractors, subcontractors and
agents, who must have access to such

information in order to fulfill their assigned
duties with respect to the Trial. Such use also
will be restricted to those permitted in the

podepsané ICF nebo jejich fotokopie béhem kontrol nebo
auditd. Zdravotnické zafizeni a hlavni zkousSejici predlozi
zadavateli vSechny navrzené zmény ICF ke kontrole a
pisemnému odsouhlaseni pied piedloZzenim formulafe
NEK ke schvaleni. Hlavni zkousSejici zajisti, aby predtim,
nez se zacleni do klinického hodnoceni, kazdy subjekt
klinického  hodnoceni  podepsal ICF  schvaleny
zadavatelem a NEK zdravotnického zafizeni. V ptipadé
potieby upravi zadavatel schvaleny ICF tak, aby
odpovidal dodatklim protokolu a necha ho opét schvalit
EK zdravotnického zafizeni.

9. Hlaseni nezddoucich ptihod Hlavni zkousejici nahlasi
nezadouci piihody subjekti klinického hodnoceni
v souladu s pokyny protokolu a platnymi piedpisy. To v
pfipad¢ potfeby zahrnuje rychlé telefonické oznameni.
Dojde-li u subjektu klinického hodnoceni k Gjmé na
zdravi v dusledku aplikace hodnoceného 1é¢ivého
pfipravku nebo nalezit¢ provedenych postupt klinického
hodnoceni, a jestlize se zdravotnické zafizeni, hlavni
zkousejici a dal$i osoby ucastnici se provadéni klinického
hodnoceni fidili protokolem, veskerymi platnymi zakony
a predpisy a veskerymi smérnicemi zadavatele, uhradi
zadavatel pfiméiené naklady na lékaiské vydaje nutné pro
léceni této ujmy.

10. Chranéné zdravotni informace Strany jsou si védomy
spoleéného cile zabezpeCeni vSech individualné
identifikovatelnych zdravotnich informaci, zachovani
jejich  divérnosti a ochrany pied neopravnénym
zvetejnénim. VSechny smluvni strany prohlasuji a
zaruCuji, ze budou dodrzovat vSechna ustanoveni
platnych zdkont upravujicich davernost, ochranu
soukromi a zabezpeceni téchto informaci.

10.1 Souhlas pouzivat a sd€lovat zdravotni informace
Hlavni zkouSejici ziska od kazdého subjektu
klinického hodnoceni v souladu se vSemi platnymi
zakony pisemny souhlas k poskytnuti osobnich udaju,
ktery umozni zdravotnickému zafizeni a hlavnimu
zkousejicimu poskytnout zadavateli a dalsim osobam a
subjektim uréenym zadavatelem vyplnéné formulare
zaznamu subjektu (case report forms, CRF), zdrojové
dokumenty a vsechny dalsi informace pozadované dle
protokolu. Zadavatel, ackoliv se nejedna o smluvni
stranu, bere na védomi, Ze tato smlouva zaklada
povinnost chranit vSechny individudlné
identifikovatelné udaje o pacientech a omezit jejich
pouzivani pouze na osoby a subjekty, vcetné
konzultantti, dodavateltl, subdodavatelti a zmocnénci,
které pottebuji pfistup k témto informacim pro plnéni
povinnosti v souvislosti s klinickym hodnocenim.
Pouzivani téchto udaji bude omezeno na rozsah
povoleny souhlasem, a zadavatel ani zadn4 jina strana,
které  zadavatel mohl  sdélit  individualné
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authorization forms and neither Sponsor nor any
party to whom Sponsor may disclose
individually identifiable health information may
use such information to recruit research subjects
to additional studies, to advertise additional
studies or products, or to perform marketing or
marketing research. Institution and Principal
Investigator ~ will  provide  Sponsor  or
INC Research an opportunity to review and
approve the content of the authorization
(including any revisions made during the course
of the Trial) before it is used.

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 includes  all
information  provided by  Sponsor or
INC Research, or developed for Sponsor or
INC Research, 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 INC Research, 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
INC Research; 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,

identifikovatelné  zdravotni udaje, nesmi tyto
informace pouzivat k ziskavani subjekti vyzkumu pro
dalsi studie, k propagaci jinych studii, produktd, k
marketingu ¢i marketingovému vyzkumu.
Zdravotnické zafizeni a hlavni zkousSejici daji
zadavatelinebo INC Research moznost zkontrolovat a
schvalit obsah souhlasu (v€etné¢ veskerych zmén
provedenych v pribéhu klinického hodnoceni), a to
pted jeho pouzitim.

11. Dtvérné informace V pribéhu klinického hodnoceni
mohou zdravotnické zatizeni a hlavni zkousejici ziskavat
nebo vytvaret informace, které jsou davérnymi
informacemi zadavatele nebo jeho pfidruzené strany.

11.1 Definice S vyjimkou nize uvedenych omezeni
zahrnuji davérné informace vsSechny informace
poskytnuté zadavatelem nebo spole¢nosti
INC Research nebo vytvorené pro zadavatele nebo pro
spole¢nost INC Research, vynalezy (definované nize)
a vSechny udaje shroméazdéné v priibéhu klinického
hodnoceni, zahrnujici zejména vysledky, zpravy,
technické a ekonomické informace, existenci
podminek této smlouvy o klinickém hodnoceni nebo
jinych smluv uzavienych se zadavatelem nebo
spole¢nosti INC Research, komercializaci a strategii
studie, obchodni tajemstvi a know-how ptedané
zadavatelem zdravotnickému zafizeni nebo hlavnimu
zkousejicimu pfimo nebo nepfimo, v pisemné,
elektronické, ustni nebo obrazové formé€, nebo vzniklé
V ramci této smlouvy.

11.2 Vyjimky  Davérné informace  nezahrnuji
informace, které jiz byly vetejné pfistupné pied jejich
predanim zadavateli nebo spolecnosti INC Research,
staly se vefejné piistupnymi v pribéhu trvani tohoto
zavazku divérnosti jinym zplsobem nez poruSenim
této smlouvy zdravotnickym zafizenim nebo hlavnim
zkousejicim, jsou jiz znamy zdravotnickému zafizeni
nebo hlavnimu zkouSejicimu Vv okamziku jejich
pfedani a nepodléhaji zavazkiim divérnosti nebo je
zdravotnické zafizeni nebo hlavni zkousSejici ziskali
bez zavazki divérnosti od tfeti strany, kterda ma
zakonné pravo na jejich zvetejnéni.

11.3 Zavazky zachovani davérnosti informaci Bez
pfedchoziho pisemného schvaleni zadavatele nesmi
zdravotnické zafizeni a hlavni zkouSejici pouzivat
diuvérné informace pro jakékoliv jiné ucely, nez k
jakym ho opraviiuje tato smlouva, a nesmi je sdélovat
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nor may Institution or Principal Investigator
disclose Confidential Information to any third
party except as authorized in this Agreement or
as required by Czech law. Required disclosure
of Confidential Information to the IEC or to an
applicable regulatory authority 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 Publishing of the Agreement The Sponsor
acknowledges and agrees that after the
execution this Agreement will be published by
the Institution in accordance to the Act No.
340/2015 Coll., on special conditions for the
effectiveness of certain Agreements, publishing
of such Agreements and the Agreement
Registry (hereinafter Agreement Registry). The
Sponsor has the right to remove from the
Agreement information which it is considered
as a trade secret.

11.6 Survival of Obligations. For Confidential
Information other than Trial Data and
Biological Sample Analysis Data, these
obligations of nonuse and nondisclosure survive
termination of this Agreement and continue for
a period of seven (7) years after termination.
Permitted uses and disclosures of Trial Data are
described in Section 15 (Publications) of this
Agreement.

11.7 Return of Confidential Information. If
requested by Sponsor in writing, Institution and
Principal  Investigator  will  return  all
Confidential Information, at Sponsor’s expense,
except that required to be retained at the Trial
site by Applicable Law. However, Institution
and Principal Investigator may retain a single
archival copy of the Confidential Information

ttetim stranam kromé ptipadd, ke kterym ho opraviiuje
tato smlouva nebo které jsou vyzadovany zakony CR.
Vyzadana zvetejnéni divérnych informaci NEK nebo
pfislusnému  kontrolnimu ufadu jsou vyslovné
schvalena.

11.4 Sdéleni divérnych informaci vyzadované ze
zakona Jestlize je ze zdkona vyzadovano sdéleni
divérnych informaci nad ramec toho, co je vyslovné¢
schvaleno v této smlouvé, takové sdéleni
neptedstavuje poruSeni smlouvy, pokud o ném
zdravotnické zafizeni a hlavni zkouSejici pisemné
informuji zadavatele v co mozna nejvétsim piedstihu,
aby zadavatel mohl podniknout zakonné kroky
k ochrané svych duvérnych informaci, sdé€li pouze
divérné informace nutné ke splnéni zadkonného
pozadavku a zachova dlvérnost téchto divérnych
informaci ve vztahu ke vS§em ostatnim tfetim strandm.

11.5 Uvefejnéni smlouvy. Zadavatel potvrzuje a
souhlasi, Ze po wuzavieni bude tato smlouva
Zdravotnickym zafizenim uvefejnéna v souladu s
zakonem ¢. 340/2015 Sb., o zvlastnich podminkach
ucinnosti nékterych smluv, uvefejiovani téchto smluv
a o registru smluv (dale jen “zakon o registru smluv”).
Zadavatel je opravnén odstranit ze smlouvy
informace, které jsou povazovany za obchodni
tajemstvi.

11.6 Platnost zavazkd po ukonéeni smlouvy Tyto
zavazky nepouzivat a nezvefejiiovat duveérné
informace, s vyjimkou tdaju klinického hodnoceni a
udaji z analyz biologickych vzorkid, zdstanou v
platnosti po dobu sedmi (7) let po ukonéeni této
smlouvy. Povolené pouziti a zvefejnéni udaji
klinického hodnoceni je popsano vbodé¢ 15
(Publikace) této smlouvy.

11.7 Vraceni duvérnych informaci Pokud o to
zadavatel pisemné pozada, zdravotnické zafizeni a
hlavni zkousejici na naklady zadavatele vrati vSechny
davérné informace s vyjimkou informaci, které musi
podle platnych zakont ziistat na pracovisti klinického
hodnoceni. Zdravotnické zatfizeni a hlavni zkouSejici
si vSak mohou ponechat jednu archivni kopii
davérnych informaci vyhradné za ucéelem stanoveni
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12. Trial Data, Biological Samples, and Records.

for the sole purpose of determining the scope of
obligations incurred under this Agreement.

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 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, MRI, or other types of medical images,
ECG, 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 right to publish the
results of the Trial 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 only.

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. Sponsor and INC
Research acknowledge that the Institution is and
stays an owner of the Trial subject’s medical
records.

12.2 Personal Information of the Parties.

a. Both prior to and during the course of the Trial,
the Principal Investigator and other
employees/contractors of the Institution may be
called upon to provide personal information to

rozsahu povinnosti v ramci této smlouvy.

12. Udaje klinického hodnoceni, biologické vzorky a
zdznamy

12.1 Udaje _ klinického hodnoceni. V  pribéhu
klinického hodnoceni budou zdravotnické zatizeni a
hlavni zkouSejici shromazd’ovat a ptedévat urcité
udaje zadavateli nebo jeho zmocnénci, jak je blize
uvedeno v protokolu. To zahrnuje formulafe CRF
(nebo jejich obdobu) ¢i elektronické zaznamy udaji,
jakoz i dal§i dokumenty nebo materialy vytvotené pro
ucely klinického hodnoceni a urcené k piedlozeni
dodavateli nebo jeho zmocnénci, jako napf.
rentgenové snimky, snimky z magnetické rezonance ¢i
jiné druhy lékaiskych snimkti, EKG, EEG nebo jiné
druhy sledovani ¢i vystupll nebo piehledy udaji
(souhrnné dale jen “Gdaje klinického hodnoceni™).
Zdravotnické zafizeni a hlavni zkouSejici zajisti
presny a v€asny sbér, zaznamenani a predani udaju
klinického hodnoceni.

a. Vlastnictvi udaji  klinického  hodnoceni.
S vyhradou prava zdravotnického zatizeni a/nebo
hlavniho  zkousejicitho  zvefejnit  vysledky
klinického hodnoceni a nevyhradni opravnéni, jez
povoluje urcité vyuziti udaji, je vyhradnim
vlastnikem veskerych udajt klinického hodnoceni
zadavatel.

b. Nevyhradni  opravnéni. Zadavatel ud€luje
zdravotnickému zafizeni a hlavnimu zkousejicimu
bezplatné a nevyhradni opravnéni bez prava
udélovat sublicence k pouzivani udaji klinického
hodnoceni pouze pro interni vyzkum nebo
vzdélavaci ucely.

. Lékarské zaznamy. Lékaiské zaznamy subjekti
klinického hodnoceni, které nejsou poskytnuty
zadavateli, mohou obsahovat i nékteré z informaci,
jez jsou soucasti udaji klinického hodnoceni.
Presto zadavatel neuplatiiuje narok na vlastnictvi
téchto dokumentli nebo informaci v nich
obsazenych. Zadavatel a Spole¢nost INC Research
berou na védomi, Ze zdravotnickd dokumentace
subjektt hodnoceni je a zlstavd majetkem
zdravotnického zatizeni.

12.2 Osobni udaje stran

a. Hlavni  zkouSejici a zaméstnanci/smluvni
partnefi zdravotnického zafizeni mohou byt pred i
béhem klinického hodnoceni vyzvani, aby
spole¢nosti INC Research poskytli osobni udaje. V
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INC Research. For the Principal Investigator, this
personal information 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
(“Personal Information™). For other
employees/contractors of the Institution, this
Personal Information may include names and
contact information. The Personal Information may
be stored electronically by INC Research and/or
transferred to third parties (situated throughout the
world) for the following purposes:

(1) The conduct of clinical trials;

(2) Verification by government or regulatory
agencies, the Sponsor, INC Research 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
confirms that the Principal Investigator and
employees/contractors of Institution consent to
provide the Personal Information to
INC Research to be electronically stored by
INC Research and for INC Research to transfer
to third parties as stated above.

b. Institution shall process Personal Information
relating to INC Research’s employees/contractors
only to the extent, and in such a manner as is
necessary for the purposes of this Agreement.
Institution shall not transfer such Personal
Information relating to INC Research’s
employees/contractors to a third party without the
prior written consent of INC Research.

c. Each party warrants that it will take technical
and organizational measures against unauthorized
or unlawful processing, accidental loss,
destruction, and/or damage of Personal

ptripad¢ hlavniho zkousSejiciho mohou tyto osobni
udaje zahrnovat jména, kontaktni informace,
pracovni  zkuSenosti,  profesni  kvalifikaci,
publikace, zivotopisy, vzdélani a/nebo informace o
platbach hrazenych dle této smlouvy (dale jen
“osobni udaje”). U ostatnich
zaméstnanct/smluvnich partnert zdravotnického
zatizeni mohou tyto osobni tdaje zahrnovat jména
a kontaktni informace. Spole¢nost INC Research
mize osobni udaje uchovdvat v elektronické
podobé a/nebo je prevadét tietim stranam
(nachazejicim se kdekoliv na svét€) k nasledujicim
ucelim:

(1) provadéni klinickych hodnocenti;

(2) ovéfeni ze strany statnich nebo kontrolnich
uradd, zadavatele, spole¢nosti INC Research a
jejich zmocnénct a pfidruzenych osob;

(3) dodrzovani  zakonnych a regulatornich
pozadavki;

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

(5) uchovani v databazich k usnadnéni vybéru
zkousejicich pro budouci klinickd hodnoceni a

(6) dodrzovani  protikorupénich  predpisi.
Zdravotnické zatizeni potvrzuje, ze hlavni
zkousejici a zaméstnanci/ smluvni partnefi
zdravotnického zatizeni souhlasi s
poskytovanim osobnich udaji spolecnosti INC
Research a jejich uchovanim v elektronické
podobé touto spoleCnosti, jakoz 1 jejich
pfevodem od spolecnosti INC Research tfetim
stranam, jak bylo uvedeno vyse.

b. Zdravotnické zatizeni bude zpracovavat osobni
udaje o zaméstnancich/smluvnich partnerech
spole¢nosti INC Research pouze v rozsahu a
zpisobem, které jsou nezbytné pro naplnéni tcelu
této smlouvy. Zdravotnické zafizeni tyto osobni
udaje zaméstnancl/smluvnich partnerdt spolecnosti
INC Research  bez  predchoziho  pisemného
souhlasu spolec¢nosti INC Research neptevede na
zadnou tfeti stranu.

c. Kazdda smluvni strana zarucuje, Ze pfijme
technickh a  organizacni  opatfeni  proti
neopravnénému nebo nezdkonnému zpracovani,
nahodné ztraté, zniceni a/nebo poSkozeni osobnich
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Information.

d. Personal Information Protection. All parties
represent and warrant that procedures compatible
with relevant personal information and Czech data
protection laws and regulations will be employed
so that processing and transfer of such information
and data identifiers will not be impeded.

e. Sponsor or INC Research may transmit Personal
Information to a third country not being an
European Economic Area member state even in
case of the data protection in such a country may
not exist or be as developed as in the Institution’s
own country. The Principal Investigator shall give
written consents from other research staff members
to the processing of their Personal Information by
INC Research and Sponsor for the purposes as
specified in this section. INC Research may
withhold payments, i.e. may refuse to make any
payments if it does not receive the written consents
of the research staff members.

f. Trial Subject Personal Data. The Principal
Investigator shall obtain Trial Subject written
consent for the collection and use of Trial Subject
personal data for Trial purposes as a condition of
the Trial Subject participating in the Trial,
including the disclosure, transfer and processing of
data collected in accordance with the Protocol, in
compliance with applicable data protection
provisions.

g. The Institution consents to the disclosure of
information  required under the European
Federation of Pharmaceutical Industries and
Associations Code (“EFPIA Code”). The Principal
Investigator shall ensure that any member of the
Trial research staff provides their consent for the
Sponsor to disclose their personal information and
any amounts paid to them under this Agreement for
the purposes of complying with the EFPIA Code.

tdajt.

d. Ochrana osobnich udaji Vsechny smluvni strany
prohlasuji a zarucuji, ze budou pouzivat postupy,
které jsou vsouladu s pfisluSnymi zakony a
predpisy CR na ochranu osobnich informaci a
udajii, aby nedoSlo kohrozeni zpracovani a
predavani téchto informaci a identifikacnich tidaja.

e. Zadavatel nebo spole¢nost INC Research mohou
prevést osobni udaje tfeti strané, jez nepatii mezi
Clenské staty Evropského hospodaiského prostoru i
v pfipad€, ze ochrana osobnich udaji v dané zemi
neexistuje nebo neni na stejné urovni jako v zemi
zdravotnického  zafizeni. Hlavni  zkousejici
poskytne pisemny souhlas ostatnich vyzkumnych
pracovnikil se zpracovanim jejich osobnich udajii
spolecnosti INC Research a zadavatelem pro ucely
uvedené v této Casti. Spole¢nost INC Research
muze pozastavit platby, tj. mize odmitnout provést
jakékoli platby, pokud neobdrzi pisemny souhlas
vyzkumnych pracovnikd.

f. Osobni udaje subjektti klinického hodnoceni
Hlavni zkouSejici si opatfi pisemny souhlas
subjektt klinického hodnoceni se shromazd’ovanim
a pouzitim osobnich udaji subjektd klinického
hodnoceni pro tcely klinického hodnoceni jakoZzto
podminku ucasti subjektti klinického hodnoceni na
klinickém hodnoceni, a to vcetné zvetejnéni,
pfevodu a zpracovani udaji shromazdénych dle
protokolu a v souladu s platnymi predpisy
upravujicimi ochranu osobnich udajt.

g. Zdravotnické zafizeni souhlasi se zvefejnénim
povinnych tdaju dle kodexu Evropské federace
farmaceutického primyslu a asociaci (dale jen
»kodex EFPIA*). Hlavni zkouSejici zajisti, aby
kazdy vyzkumny pracovnik klinického hodnoceni
poskytl zadavateli souhlas se zvefejnénim svych
osobnich tdaji a odmén jemu vyplacenych dle této
smlouvy za G¢elem dodrzeni kodexu EFPIA.

12.3 Biological Samples. If so specified in the
Protocol, Institution and Principal Investigator
may collect and provide to Sponsor or its
designee biological samples (e.g., blood, urine,

12.3 Biologické vzorky Pokud tak stanovi protokol,
zdravotnické =zatizeni a hlavni zkouSejici mohou
shromazd’ovat a poskytovat zadavateli nebo osob¢ jim
uréené biologické vzorky (napf. krev, mo¢, tkan, sliny
tissue, saliva, etc.) obtained from Trial Subjects apod.) ziskané od subjektd klinického hodnoceni pro
for testing that is not directly related to patient testy, které nejsou piimo spojené s péci o pacienty
care or safety monitoring, including nebo sledovanim bezpecnosti, véetné
pharmacokinetic, pharmacogenomic, or farmakokinetickych,  farmakogenomickych  nebo
biomarker testing (“Biological Samples”). biomarkerovych testt (dale jen ,,biologické vzorky*).

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

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.

12.4 Records.  Institution and  Principal
Investigator will ensure that Trial Subject’s
Trial records, which include the Institution’s
and Principal Investigator’s copies of all Trial
Data as well as relevant source documents
(collectively, “Records™), are kept up to date
and maintained in accordance with Applicable
Law.

a. Retention. Institution and Principal Investigator
will retain all records and documents pertaining to
the Trial for a period in accordance with
Applicable Law and regulations and the Protocol.
Institution and Principal Investigator will retain
Records, under storage conditions conducive to
their stability and protection, for a period of fifteen
(15) years after termination of the Trial unless
Sponsor authorizes, in writing, earlier destruction.
At the end of such required retention period,
neither Institution or Principal Investigator will not
destroy any such records until it has obtained
Sponsor’s prior written permission to do so;
provided, however, that if Sponsor does not give
written permission to Institution or Principal
Investigator to destroy such records within thirty
(30) calendar days of Institution’s or Principal
Investigator’s request to Sponsor, then Institution
and Principal Investigator may forward all such
records to Sponsor, at Sponsor’s expense, or
continue to retain such records. Institution and
Principal Investigator further agree to permit
Sponsor to ensure that the records are retained for a
longer period if necessary, at Sponsor expense,
under an arrangement that protects the
confidentiality of the records (e.g., secure off-site
storage).

nepouziji biologické vzorky odebrané podle
protokolu zadnym jinym zptsobem nebo pro zadny
jiny ucel, nez jak je uvedeno v protokolu.

b. Vysledky vzorkii Zadavatel nebo osoba jim
uréend provede testy biologickych vzorkl, jak je
uvedeno V protokolu. Pokud protokol neuvadi
jinak, zadavatel neposkytne vysledky téchto testd
(dale jen ‘“vysledky wvzorkl’”) zdravotnickému
zafizeni nebo hlavnimu zkouSejicimu nebo
subjektu klinického hodnoceni. S vysledky vzorki
bude nakladano stejné jako s udaji klinického
hodnoceni, a proto jestlize zadavatel poskytne
vysledky vzorkil zdravotnickému zatizeni nebo
hlavnimu zkousSejicimu, budou se na tyto udaje
vztahovat povolené zplsoby pouziti udajii
klinického hodnoceni, jak jsou uvedeny v této
smlouve.

12.4 Zaznamy. Zdravotnické zafizeni a hlavni
zkouSejici zajisti, ze zaznamy subjektd klinického
hodnoceni, jez zahrnuji kopie veskerych 1dajt
klinického hodnoceni, jakoz i pfislusnych zdrojovych
dokumentli, jez maji zdravotnické zafizeni a hlavni
zkousejici k dispozici (souhrnné dale jen ,,zdznamy*),
budou stale aktudlni a udrzovany v souladu s platnymi
zakony.

a. Archivace Zdravotnické =zafizeni a hlavni
zkousejici archivuji veskeré zaznamy a dokumenty
patiici ke klinickému hodnoceni po dobu
stanovenou platnymi zakony a predpisy a
protokolem. Zdravotnické =zafizeni a hlavni
zkousejici archivuji zdznamy v podminkach
zajist'ujicich jejich trvalost a ochranu, a to po dobu
patnacti (15) let od ukonceni klinického hodnoceni,
neposkytne-li zadavatel pisemné svoleni k jejich
predcasné  skartaci. Na konci povinného
archivacniho obdobi zdravotnické zafizeni ani
hlavni zkousejici nezni¢i zddné zaznamy, dokud
neobdrzi predchozi pisemné svoleni zadavatele
takto ucinit. Nicméné pokud zadavatel neda
zdravotnickému zatizeni nebo hlavnimu
zkousejicimu pisemné svoleni se zniCenim
pfedmétnych adaji  ve 1haté tiiceti  (30)
kalendatnich dnt od zaslani zadosti
zdravotnického zatizeni nebo hlavniho
zkousejiciho zadavateli, pak zdravotnické zafizeni
a hlavni zkousejici mohou predat veskeré zaznamy
zadavateli na jeho vlastni naklady nebo tyto
zaznamy dale archivovat. Zdravotnické zafizeni a
hlavni zkouSejici dale souhlasi, ze dovoli
zadavateli zajistit, aby byly zaznamy v piipadé
potieby archivovany po delsi dobu, a to na naklady
zadavatele a v souladu s dohodou, ktera ochrani
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13. Inspections and Audits.

13.1 Access. Upon reasonable request, Sponsor,
authorized representatives of Sponsor, and/or
authorized representatives of the applicable
regulatory authority, may during regular
business hours examine and copy: all CRFs and
other Trial records (including Trial Subject
records and medical charts; Trial Subject
consent documents; drug receipt and disposition
logs); examine and inspect the facilities and
other activities relating to the Trial or the IEC;
and observe the conduct of the Trial.

13.2 Notice. Institution and/or  Principal
Investigator will inform Sponsor within twenty-
four (24) hours of any effort or request by the
government, applicable regulatory authority or
other persons to inspect or contact the
Institution, Principal Investigator or research
staff with regard to the Trial; will provide
Sponsor with a copy of any communications
sent by such persons; and will provide Sponsor
the opportunity to participate in any proposed or
actual responses by Principal Investigator or
Institution to such communications.

13.3 Planned visits. Unless permitted by law,
Sponsor or INC Research shall inform
Institution (Clinical Trial Department) about the
dates of planned initiation, close-out, audits and
monitoring visits on the email
trials.icrc@fnusa.cz. This information should be
provided by Sponsor or INC Research to
Institution at least 3 days before planned visit.
Sponsor and INC Research agree that during
initial, audit and monitoring visits, the
Institution can appoint an additional authorized
employee of the Institution to be in attendance
during the Sponsor or INC Research's visit,
such presence will be to ensure that the the
transparency and regulatory obligations are
adhered .

13.4 Cooperation. Institution and Principal
Investigator will ensure the full cooperation of
the Institution, Principal Investigator,
researchers, and IEC members with any such
inspection and will ensure timely access to

divérny charakter zaznaml (napf. zabezpeci
uloZeni mimo pracoviste).

13. Kontroly a audity.

13.1 Piistup Na zakladé¢ piiméfené zadosti bude
zadavateli, opravnénym zastupcim zadavatele a/nebo
opravnénym zastupcim prislusného kontrolniho Gradu
béhem standardni pracovni doby umoznéno nahlizet
do vSech CRF a dalSich zaznamt klinického
hodnoceni (vCetné zaznaml subjektd klinického
hodnoceni a zdravotnich zaznamu, formulait
informovaného  souhlasu  subjektd  klinického
hodnoceni, zaznamt 0 pfijeti a manipulaci s 1é¢ivym
pripravkem) a pofizovat jejich kopie; prohlizet a
kontrolovat zafizeni a dalSi Cinnosti souvisejici S
klinickym hodnocenim nebo NEK a sledovat
provadéni klinického hodnoceni.

13.2 Oznameni Zdravotnické zatizeni a/ nebo hlavni
zkousejici uvédomi zadavatele do dvaceti Ctyi (24)
hodin o pokusu nebo zadosti statniho ufadu,
ptislusného kontrolniho tfadu nebo jinych osob o
inspekci nebo kontaktovani zdravotnického zatizeni,
hlavniho zkousejiciho nebo vyzkumného personalu ve
véci klinického hodnoceni; poskytnou zadavateli
kopie veskerych sdéleni zaslanych témito osobami a
poskytnou zadavateli pfilezitost podilet se na
jakychkoliv  navrhovanych nebo uskute¢nénych
odpovédich podanych hlavnim zkousejicim nebo
zdravotnickym zafizenim na takova sdéleni.

13.3 Planované navstévy, pokud to umoziuje zakon,
zadavatel a Spolecnost INC Research jsou povinni
informovat ~ Zdravotnické  zafizeni  (Oddéleni
ukoncovacich a auditnich navstév, a to e-mailem na
adresu trials.icrc@fnusa.cz. Tuto informaci jsou
Zadavatel a Spolecnost INC Research povinni
Zdravotnickému zafizeni poskytnout alespon 3 dny
pfed planovanou navstévou. Zadavatel a Spole¢nost
INC Research souhlasi, Ze na inicia¢ni, monitora¢ni a
auditni navstévy mlze Zdravotnické zafizeni
delegovat kromé& hlavniho zkousejiciho i dalsiho
povéteného pracovnika Zdravotnického zafizeni ,
ktery bude pfitomen na navstévach zadavatele nebo
INC Research k zajisténi, Ze jsou dodrzovany
transparentni a regulacni povinnosti.

13.4 Spoluprace Zdravotnické zafizeni a hlavni
zkouSejici zajisti plnou spolupraci zdravotnického
zafizeni,  hlavniho  zkousejiciho,  vyzkumnych
pracovnikil a ¢lent NEK pfi takové kontrole a v€asny
pristup k pfisluSnym zaznamim a udajum.
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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. Institution and/or Principal Investigator
will promptly forward to Sponsor copies of any
inspection findings that Institution or Principal
Investigator receives from a regulatory agency
in relation to the Trial. Whenever feasible,
Institution and/or Principal Investigator will
also provide Sponsor with an opportunity to
prospectively review and comment on any
Institution  and/or  Principal  Investigator
responses to regulatory agency inspections in
regard to the Trial.

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 only.

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 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 twenty four
(24) months of completion or termination of Trial at all
participating Trial sites, Institution and/or Principal
Investigator are free to publish separately, subject to the
other requirements of this Agreement.

Zdravotnické zatizeni a/ nebo hlavni zkousSejici musi
bez odkladu ftesit jakékoliv nesrovnalosti shledané v
udajich  klinického  hodnoceni a  zdravotnich
zaznamech subjektt  klinického hodnoceni.
Zdravotnické =zafizeni a/ nebo hlavni zkousSejici
obratem piedaji zadavateli kopie vysledkt kontrol,
které zdravotnické zafizeni nebo hlavni zkousejici
obdrzi od kontrolniho ufadu v souvislosti s klinickym
hodnocenim. Kdykoli je to mozné, zdravotnické
zafizeni a/ nebo hlavni zkouSejici poskytnou
zadavateli také moznost pfipadné¢ zkontrolovat a
okomentovat reakce zdravotnického zafizeni a/ nebo
hlavniho zkousSejiciho na inspekce kontrolniho ufadu
ve véci klinického hodnoceni.

14. Vynélezy Jestlize vysledkem provadéni klinického
hodnoceni bude vynalez nebo objev, patentovatelny ¢i
nikoli (dale jen “vynalez”), zdravotnické zatizeni a hlavni
zkousejici o tom okamzit¢ informuji zadavatele.
Zdravotnické zafizeni a hlavni zkouSejici postoupi
veskeré naroky ktomuto vynalezu na zadavatele bez
jakychkoliv dalSich zavazki nebo tihrad kromé téch, které
zaruCuje tato smlouva. Zdravotnické zafizeni a hlavni
zkousejici poskytnou zadavateli na naklady zadavatele
pfiméfenou pomoc pfi podavani patentovych prihlasek ve
vztahu k vynalezu a jejich uplatiiovani. Zadavatel udéluje
zdravotnickému zafizeni a hlavnimu zkouSejicimu
nevyhradni bezplatnou licenci bez prava na udélovani
dil¢ich licenci na pouzivani vynalezi pouze pro interni
vyzkumné nebo vzdélavaci ucely.

15. Publikace Zadavatel nema namitek proti publikaci
vysledka klinického hodnoceni zdravotnickym zafizenim
nebo hlavnim zkouSejicim na zakladé informaci
shromazdénych nebo  vytvofenych zdravotnickym
zafizenim nebo hlavnim zkouSejicim bez ohledu na to,
zda jsou vysledky pfiznivé pro hodnoceny 1éCivy
pripravek nebo ne. Na ochranu proti neumyslnému
zvetejnéni davérnych informaci nebo nechranénych
vynalezii poskytnou zdravotnické =zafizeni a hlavni
zkousejici zadavateli prilezitost zkontrolovat vSechny
navrhované publikace nebo jiné typy zvefejnéni pied
jejich odeslanim nebo jinym zvetejnénim Jestlize se jedna
o soucast multicentrické studie, zdravotnické zafizeni a
hlavni zkousSejici Sse zavazuji, ze prvni publikace bude
spoleCnou  publikaci  vSech pracovist  klinického
hodnoceni. Hlavni zkousejici mize odmitnout ucast ve
spole¢né publikaci nebo jeho uvedeni jako autora. Jestlize
do dvaceti c¢tyf (24) mésict od skonceni nebo
predcasného ukonceni klinického hodnoceni na vSech
zucastnénych pracovistich klinického hodnoceni nebude
predlozen spole¢ny rukopis pro publikaci, mohou
zdravotnické zafizeni a/nebo hlavni zkouSejici pfi
dodrzeni dalSich pozadavkl této smlouvy publikovat
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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; the Institution at
which the Trial is conducted, its officers, agents, and
employees; and the IEC that approved the Trial
(collectively, “Indemnified Parties”) against any claim
filed by a third party for damages, costs, liabilities,
expenses arising out of a Trial Subject injury, the design
of the Trial, or the specifications of the Protocol. 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. Sponsor further
agrees to reimburse Institution and/or Principal
Investigator for the actual cost of diagnostic procedures
and medical treatment necessary to treat a Trial Subject
injury. Institution and Principal Investigator agree to
provide or arrange for prompt diagnosis and medical
treatment of any medical injury experienced by a Trial
Subject as a result of the Trial Subject’s participation in
the Trial. Institution and Principal Investigator further
agree to promptly notify Sponsor of any such medical
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 any
applicable  governmental regulations, (c)
negligence or misconduct by an Indemnified
Party, or any failure on the part of the Trial
Subject to follow the instructions of the
Principal Investigator.

17.2 Notice and Cooperation. Institution and
Principal Investigator agree to provide Sponsor

samostatne.

16. Publicita Zadna ze stran nepouzije jméno ostatnich
smluvnich stran ani zadného zjejich zaméstnancii pro
ucely reklamy a propagace bez pisemného svoleni druhé
strany. Zadavatel si vSak rezervuje pravo uvést hlavniho
zkousejiciho a zdravotnické zatizeni v souvislosti
s uvedenim protokolu v databance klinickych hodnoceni
Nérodnich institutd zdravi (dale jen “NIZ”), jinych
vetejné¢ dostupnych seznamech klinickych hodnoceni
nebo jinych sluzbach ¢i mechanismech naboru pacientt.

17. Zbaveni odpovédnosti Zadavatel se zavazuje, ze zbavi
odpoveédnosti, obhaji, ponese naklady obhajoby a nebude
pozadovat nahradu $kody (dale jen ,,zbavi odpovédnosti)
zkousejici klinického hodnoceni, zdravotnické zatizeni, v
némz se klinické hodnoceni provadi, jeho piedstavitele,
zmocnénce a zaméstnance a NEK, ktera Kklinické
hodnoceni schvalila (souhrnné dale jen ,,strany zbavené
odpovédnosti®) viici veskerym naroklim vznesenym tfeti
stranou ohledn¢ Skod, nakladd, odpovédnosti, vydajl
souvisejicich s ujmou subjektu klinického hodnoceni,
usporadanim klinického hodnoceni nebo specifikacemi
protokolu  klinického hodnoceni. Ujma  subjektu
klinického hodnoceni znamena télesnou Wmu nebo
léCivem vyvolanou psychiatrickou udalost zptisobenou
podavanim nebo pouzivanim hodnocené¢ho 1éCivého
pripravku pozadovaného protokolem, které by subjekt
klinického hodnoceni pravdépodobné neutrpél, kdyby se
klinického hodnoceni neucastnil. Zadavatel se dale
zavazuje, ze uhradi zdravotnickému zafizeni a/nebo
hlavnimu zkousejicimu skute¢né naklady diagnostickych
postupl a lékaiské péce nezbytné k 1écbe Gjmy subjektu
klinického hodnoceni. Zdravotnické zafizeni a hlavni
zkouSejici se =zavazuji, Ze pOsSkytnou nebo zajisti
okamzitou diagnézu a 1écbu jakékoli zdravotni Gjmy
vzniklé subjektu klinického hodnoceni jeho ucasti v
klinickém hodnoceni. Zdravotnické zafizeni a hlavni
zkousejici se dale zavazuji, ze o takové zdravotni Gjmé
okamzité uvédomi zadavatele.

17.1 Vyjimky Z této dohody o zbaveni odpovédnosti
jsou vynaty veskeré naroky na uhradu skod vzniklych
(a) nedodrzovanim protokolu nebo pisemnych pokynt
zadavatele stranou zbavené odpovédnosti, (b)
nedodrZzovanim platnych pravnich predpisi stranou
zbavenou odpovédnosti, (c) nedbalosti nebo
protipravnim jednanim strany zbavené odpovédnosti
nebo nedodrzenim pokynt hlavniho zkouSejiciho ze
strany subjektu klinického hodnoceni.

17.2 Oznameni a spoluprace Zdravotnické zafizeni a
hlavni zkousejici se zavazuji, ze zadavateli okamzité
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18. Termination.

with prompt notice of, and full cooperation in
handling, any claim that is 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 Limitation of Liability of INC Research.
INC Research 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
INC Research’s negligent act, omission or
willful misconduct.

18.1 Termination  Conditions. This  Agreement
terminates upon the earlier of any of the following
events:

a. Disapproval by IEC. If, through no fault of
Institution or Principal Investigator, the Trial is
never initiated because of IEC disapproval, this
Agreement will terminate 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 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
of all relevant Protocol-required data, Trial
documents and Biological Samples and receipt of
all payments due to either party.

oznami  jakékoli naroky podléhajici  zbaveni
odpovédnosti a budou snim plné¢ spolupracovat na
jejich feSeni. Pokud o to zadavatel pozada,
zdravotnické zatfizeni a hlavni zkouSejici se zavazuji,
7ze zadavateli prenechaji vyhradni vedeni obhajoby
naroku podléhajiciho zbaveni odpovédnosti.

17.3 Narovnani nebo kompromis Narovnani nebo
kompromisni teSeni ndroku podléhajicitho zbaveni
odpovédnosti nebude pro zadavatele zavazné bez jeho
predchoziho pisemného souhlasu. Tento souhlas s
narovnanim nebo kompromisnim feSenim nebude
zadavatel nepfiméfené odpirat. Zadna ze stran neuzna
pochybeni jménem druhé strany bez jejiho pisemného
souhlasu.

17.4 Omezeni odpovédnosti spolecnosti INC Research
Spolecnost INC Research vyslovné odmitd jakoukoli
odpovédnost v souvislosti s hodnocenym 1éCivym
pfipravkem nebo protokolem s vyjimkou ptipadi, kdy
odpovédnost vznikne na zakladé nedbalého jednani,
opomenuti nebo umyslného protipravniho jednani
spole¢nosti INC Research.

18. Ukonceni platnosti smlouvy

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

a. Zamitnuti ze strany NEK Jestlize bez zavinéni
zdravotnického zafizeni nebo hlavniho
zkousejiciho nebude klinické hodnoceni zahajeno
zdivodu zamitnuti ze strany NEK, bude tato
smlouva s okamzitou platnosti ukoncena.

b. Ukonceni klinického hodnoceni Pro ucely této
smlouvy je klinické hodnoceni povazovano za
dokon¢ené  po  uzavieni vSech  Cinnosti
vyzadovanych protokolem pro vSechny zafazené
subjekty klinického hodnoceni a poté, co zadavatel
obdrzi vSechny udaje vyzadované protokolem,
dokumentaci klinického hodnoceni a biologické
vzorky a ob& smluvni strany vyrovnaji vzajemné
platebni zavazky.

. Predéasné ukonceni klinického hodnoceni
Jestlize dojde ve smyslu dale uvedeném
k pred¢asnému ukonceni klinického hodnoceni,
platnost této smlouvy skonéi poté, co zadavatel
obdrzi vSechny udaje vyzadované protokolem,
dokumentaci klinického hodnoceni a biologické
vzorky a ob& smluvni strany vyrovnaji vzajemné
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(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.

(2) Immediate Termination of Trial by Sponsor.
Sponsor further reserves the right to terminate
the Trial immediately upon written notification
to Institution and Principal Investigator for
causes 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 reserves
the right to terminate the Trial immediately
upon notification to Sponsor if requested to do
so by the responsible IEC 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 will (except in the case of
termination for negligence or breach of this
Agreement on the part of Institution or the
Principal Investigator) 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 (Payment Terms), 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, Sponsor will reimburse Institution 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
INC Research instructs otherwise in writing,

platebni zavazky.

(1) Ukonéeni klinického hodnoceni vypovédi
Zadavatel si  vyhrazuje pravo klinické
hodnoceni z jakéhokoliv divodu ukoncit po
podani pisemné vypovédi s vypovédni lhiitou v
délce tficeti (30) dnti zaslané zdravotnickému
zafizeni a hlavnimu zkousejicimu.

(2) Okamzité ukonleni klinického hodnoceni
zadavatelem Zadavatel si vyhrazuje pravo
pisemnou vypoveédi zdravotnickému zafizeni a
hlavnimu zkouSejicimu klinické hodnoceni
okamzit¢ ukonCit z davodd, podstatné
neschvalené odchylky od protokolu nebo
pozadavkii na vykazovani, okolnosti, které
podle nazoru zadavatele ptedstavuji nebezpeci
pro zdravi nebo pohodu subjektid klinického
hodnoceni nebo opatfeni kontrolniho Gfadu ve
vztahu ke klinickému hodnoceni, hodnocenému
1é¢ivému pripravku nebo srovnavaciho 1éku.

(3) Okamzité ukonleni klinického hodnoceni

zdravotnickym  zafizenim a/nebo  hlavnim
zkouSejicim Zdravotnické zafizeni a/nebo

hlavni zkousejici Si vyhrazuje pravo pisemnou
vypoveédi zadavateli ukoncit klinické hodnoceni
s okamzitou platnosti, pokud to pozaduje NEK
nebo pokud je ukonéeni nutné k ochran¢ zdravi
subjektt klinického hodnoceni.

18.2 Platba pfii ukonceni Jestlize dojde k pfed¢asnému
ukonéeni klinického hodnoceni v souladu s touto
smlouvou, zaplati zadavatel (s vyjimkou ukonceni z
divodu nedbalosti nebo poruseni této smlouvy ze
strany zdravotnického zafizeni nebo hlavniho
zkousejiciho) posledni platbu rovnajici se dluzné
Castce za jiz provedenou praci az do dne ucinnosti
ukonceni smlouvy v souladu s pfilohou A (platebni
podminky), a to po odeéteni jiz vyplacenych castek.
Platba pii ukonceni bude zahrnovat vSechny
nezruSitelné vydaje fadné vynalozené a predem
schvalené zadavatelem, s vyjimkou budoucich
osobnich nakladi, v rozsahu, v jakém nelze tyto
naklady pfiméfené omezit. Jestlize klinické hodnoceni
nebylo zahdjeno z diivodu odepieni souhlasu NEK,
zadavatel proplati zdravotnickému zatizeni poplatky
pro NEK a vSechny dalsi vylohy, které zadavatel
pisemné schvalil.

a/nebo
pisemné

materiali Pokud zadavatel
INC Research neudé€li jiné

18.3 Vraceni
spole¢nost
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Institution and Principal Investigator will
promptly return all materials supplied by
INC Research or Sponsor, at Sponsor’s
expense, for Trial conduct, including unused
CRFs, and any Sponsor-supplied Equipment.
Institution will return at Sponsor’s expense, any
unused Sponsor Drug or Comparator Drug.

19. Insurance.

19.1 Institution declares that it has in accordance to
§ 45 sec. 2 n) Act No. 372/2011 Coll., on Health
services, a liability insurance for damages caused by
providing of health care. This Insurance policy is
within the legal scope required and does not include
liability insurance for damages caused by Clinical
Trials.

19.2 Sponsor is obligated to have a Clinical Trial
Insurance for Sponsor and Principal Investigator in
legal required range (§ 52 sec 3f) Act. No. 378/2007
Coll., on Pharmaceuticals as amended) and keep it in
full force in amounts which can cover all damages
on health of Trial Subjects caused in direct
connection with their participation on the Clinical
Trial. This Insurance will cover in this range
potential responsibility of Institution or Principal
Investigator.

20. Debarment, Exclusion, Licensure and Response.
Institution and Principal Investigator each certify that
it/she/he is not debarred or restricted from conducting
clinical research and will not use in any capacity the
services of any person debarred or restricted from
conducting clinical research under Applicable Law with
respect to services to be performed under this Agreement.
Institution and Principal Investigator each also certify that
it/she/he is not excluded from any governmental health care
program, Institution and Principal Investigator further
certify that it/she/he is not subject to a government
mandated corporate integrity agreement and has not
violated any applicable anti-kickback or false claims laws
or regulations. During the term of this Agreement and for
three (3) years after its termination, Institution and
Principal Investigator will notify Sponsor promptly in
writing [to the extent possible, within two (2) business
days] if either of these certifications needs to be amended
in light of new information or if Institution or Principal
Investigator becomes aware of any material issues related

pokyny, zdravotnické zafizeni a hlavni zkousejici
okamzit¢ na mnaklady =zadavatele vrati vSechny
materialy obdrzené od spole¢nosti INC Research nebo
zadavatele pro provadéni klinického hodnoceni,
véetné nevyuzitych formulati CRF a veSkerého
vybaveni poskytnutého zadavatelem. Zdravotnické
zafizeni vrati veskery nespotifebovany hodnoceny
lécivy pripravek nebo pfipadné srovnavaci 1ék na
naklady zadavatele.

19. Pojisténi.

19.1 Zdravotnické zafizeni prohlasuje, ze ma dle § 45
odst. 2 pism. n) zakona ¢. 372/2011 Sb., o zdravotnich
sluzbach, uzavienu pojistnou smlouvu na pojisténi
odpovédnosti za Skodu zplsobenou pii poskytovani
zdravotni péce. Tato pojistna smlouva je uzaviena v
zakonem pozadovaném rozsahu a neobsahuje pojisténi
odpovédnosti za skodu zplsobenou pii provadéni
klinického hodnoceni.

19.2 Zadavatel je povinen v zakonem pozadovaném
rozsahu (§ 52 odst. 3 pism. f) zak. ¢. 378/2007 Sb., o
1é¢ivech, ve znéni pozdéjSich predpisti) udrzovat
Vv pribéhu Studie v plné platnosti a €innosti pojisténi
pro Zadavatele a Hlavniho zkousejiciho na castky
dostacujici ke kryti nahrady vSech Skod na zdravi
zpisobenych  subjektim  hodnoceni Vv piimé
souvislosti sucasti ve Studii. Toto pojisténi
klinického hodnoceni bude v tomto rozsahu rovnéz
kryt ptipadnou odpovédnost Zdravotnického zatfizeni
nebo Hlavniho zkousejiciho.

20. Zakaz ¢&innosti, vylouceni, 1&kaiské osvédéeni a
reakce Zdravotnické zafizeni i hlavni zkousSejici osveédci,
ze jim nebylo zakazano ani zamezeno provadét klinicky
vyzkum a Ze nevyuziji sluzby zadné osoby, které bylo dle
platnych zakonl zakdzano nebo zamezeno provadét
klinicky vyzkum, pokud jde o sluzby, jez maji byt dle této
smlouvy poskytnuty. Zdravotnické =zafizeni i hlavni
zkousejici také osved¢i, Zze nejsou vylouceni z zZadného
staitem zfizeného programu zdravotni péce, a taktéz
osveédci, Zze nepodléhaji zadné statem nafizené dohod¢ o
firemni integrit¢ a Ze neporusili zadné platné zakony nebo
predpisy upravujici uplatky nebo neopravnéné naroky. Po
dobu trvani této smlouvy a jesté po dobu tii (3) let po
jejim ukonceni zdravotnické zafizeni a hlavni zkousSejici
bez odkladu pisemné informuji zadavatele [v ramci
moznosti do dvou (2) pracovnich dni], pokud kterékoli z
téchto osvédéeni vyZzaduje upravu ve svétle novych
informaci nebo pokud se zdravotnické zatizeni ¢i hlavni
zkousejici dozvi o jakychkoli vyznamnych zélezitostech
souvisejicich s licenci k vykonu Iékaiské praxe
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to the medical licensure of any associated Trial
researchers (including the Principal Investigator).
Institution and Principal Investigator will cooperate with
Sponsor regarding any responsive action necessary.

21. Anti-Bribery and Anti-Corruption Laws. Institution
and Principal Investigator acknowledge that Sponsor and
INC Research are bound by anti-bribery and anti-
corruption laws. As such, Sponsor and INC Research
employees, agents, contractors and/or representatives are
prohibited from making or offering payment (or anything
of value), directly or indirectly, to employees or officials
of any foreign government, public internal 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 themselves nor any of their officers, employees,
collaborators, directors, consultants, agents,
representatives or sub-contractors take any action which
would render Sponsor or INC Research liable under the
anti-bribery and anti-corruption laws.

22. Assignment and Delegation. Sponsor may at any time
and upon written notice to Institution and Principal
Investigator assume the obligations and rights of
INC Research or substitute INC Research 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,
INC Research, 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.

23. Survival of Obligations. Obligations relating to
Research Grant, 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.

24. 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 and renewed or otherwise amended

kteréhokoli z vyzkumnych pracovnikd podilejicich se na
klinickém hodnoceni (vCetné¢ hlavniho zkousejiciho).
Zdravotnické zafizeni i hlavni zkouSejici poskytnou
zadavateli spolupraci v ptipad€ nutnosti reagovat.

21. Protikorupéni zakony Zdravotnické zatizeni a hlavni
zkousejici berou na védomi, ze zadavatel a spolecnost
INC Research jsou vazani protikorupénimi zakony.
Nasledkem toho zaméstnanci, zmocnénci, dodavatelé a/
nebo zdstupci nesmi poskytovat ani nabizet odmény (¢i
cokoli hodnotného), pfimo ¢i nepiimo, zaméstnancim
nebo Ufednikim  zahrani¢nich statnich instituci,
mezinarodnich organizaci vefejného prava, politickych
stran nebo kandidatim na politicky ufad za ucelem
udrzeni obchodu nebo zajisténi neopravnéné vyhody.
Zdravotnické zatizeni a hlavni zkouSejici zajisti, ze oni
ani jejich ufednici, zaméstnanci, spolupracovnici, feditelé,
poradci, zmocnénci, zastupci nebo subdodavatelé
nepodniknou zadné kroky, které by =zadavatele ¢i
spolec¢nost INC Research vystavily odpovédnosti podle
protikorupénich zakontl.

22. Postoupeni a delegovani Zadavatel mtize kdykoliv po
pisemném oznameni zdravotnickému zatfizeni a hlavnimu
zkousejicimu prevzit zdvazky a prava spolecnosti
INC Research nebo nahradit spole¢nost INC Research
jinym nezavislym dodavatelem. Zdravotnické zatizeni
nebo hlavni zkouSejici nesmi bez pfedchoziho pisemného

souhlasu  zadavatele a vyslovné dohody mezi
zdravotnickym  zafizenim, hlavnim  zkouSejicim,
spolecnosti  INC Research a  pfisluSnym novym

postupnikem nebo subdodavatelem postoupit nebo
smluvné prevést jakdkoliv prava nebo povinnosti
vyplyvajici z této smlouvy. Nez se hlavni zkousSejici
a/nebo zdravotnické zatizeni piest€huji do nové lokality,
musi pfedem informovat zadavatele. Tato smlouva je
zavazna a je uzaviena ve prospéch naslednikd a
schvalenych nabyvatell prav zadavatele.

23. Platnost zavazki po ukonéeni smlouvy Povinnosti
tykajici se vyzkumného grantu, divérnych informaci,
vynalezil, zdznamt, publikaci, publicity, zakazu ¢innosti,
vylou€eni, lékaiskych osvédCeni a reakci a zbaveni
odpovédnosti zdstavaji v platnosti i po ukonéeni této
smlouvy, stejn¢ jako dal$i ustanoveni této smlouvy nebo
jejich priloh, které diky svému charakteru a zdméru po
ukonéeni smlouvy zGstavaji nadale v platnosti.

24. Uplna smlouva Tato smlouva obsahuje tipIné ujednani
stran a k datu ucinnosti nahradi v8echny ostatni smlouvy
mezi smluvnimi stranami tykajici se dané¢ho klinického
hodnoceni. Ménit, dopliovat nebo jinak upravovat tuto
smlouvu je mozné¢ pouze formou pisemnych, vSemi
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in writing, by signatures of all 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.

25. Conflict with Protocol. 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.

26. Relationship of the Parties. The relationship of
Institution and Principal Investigator to Sponsor is one of
independent contractor and not one of partnership, agent
and principal, employee and employer, joint venture, or
otherwise.

27. 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.

28. 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. Any disputes arising in connection with this
Agreement will be settled with a competent court in
Czech Republic.

29. 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,
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smluvnimi stranami podepsanych dodatkd.

Vzdani se prava na dodrzeni jakékoli podminky nebo
ustanoveni této smlouvy, nebo jejich poruseni na zaklade
jednani ¢i jinak v jednom ¢i vice ptipadech, nebude
povazovano ani vykladano jako dal§i nebo pokracujici
vzdani se prdva na dodrzeni takové podminky nebo
ustanoveni, ani jeho ptfedchozi, soucasné nebo nasledné
poruseni, nebo vzdani se prava na dodrzeni jakékoli jiné
podminky nebo ustanoveni této smlouvy stejného nebo
odli$ného charakteru.

25. Rozpor s protokolem. 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 zélezitostech
a podminky a ustanoveni protokolu se uplatni na samotny
vyzkum a védecké otazky, pokud nebude pisemnou
formou mezi smluvnimi stranami vyslovné¢ dohodnuto
jinak.

26. Vztah mezi stranami Vztah zdravotnického zatizeni a
hlavniho  zkousejiciho Kk zadavateli je vztahem
nezavislého dodavatele, nikoli vztahem partnerského
podniku, zmocnénce a zmocnitele, zaméstnance a
zameéstnavatele, spole¢ného podniku a podobné.

27. Vy$8i moc Zadnd ze smluvnich stran neponese
odpovédnost za opozdéné plnéni nebo neplnéni
povinnosti vyplyvajicich z této smlouvy, jestlize takové
zpozdéni ¢i neplnéni je disledkem okolnosti mimo jeji
pfiméfenou kontrolu (kromé jiného vcetné vys$i moci,
zasaht 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 piiméfené odlozen. Jestlize vSak trva
vice nez tficet (30) dni, strany mohou zah4jit diskusi ve
snaze zmirnit dopady jejiho pisobeni a pokud je to
mozné, dohodnout se na alternativnich ujednénich, ktera
mohou byt za danych okolnosti pfiméiena.

28. Rozhodné pravo S vyhradou vyse uvedenych
podminek provadéni klinického hodnoceni se tato
smlouva Fidi a je vykladana podle zakont Ceské
republiky bez ohledu na ustanoveni kolizich norem.
Piipadné spory vzniklé v souvislosti stouto smlouvou
budou feseny u vécné a mistné prislusného soudu Ceské
republiky.

29. Oznameni VsSechna oznameni pozadovana touto
smlouvou musi byt uc¢inéna v pisemné formé a budou
povazovana za dorucena pti osobnim doruceni, pfi zaslani
kuryrem s dorucenim do druhého dne nebo doporu¢enym
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such as safety reports, will be promptly communicated
via telephone, and confirmed in writing:

dopisem na nize uvedené¢ adresy stim, Ze vSechny
urgentni zalezitosti, jako napf. zpravy o bezpecnosti,
budou okamzit¢ nahldSeny po telefonu a potvrzeny
pisemné:

Sponsor:

Shionogi Limited
33 Kingsway
London

WC2B 6UF

United Kingdom
Attention: Rina Patel

With a copy to:

INC Research, LLC

3201 Beechleaf Court, Suite 600

Raleigh, North Carolina 27604-1547 USA
Attention: Site Contracts Department

30. This agreement is drawn up in 4 copies, each of
which shall be received by one Contracting Party.

31. This agreement is drawn up in English and Czech
language versions. In the event of any conflict, the Czech
language version will be decisive.

32. The Sponsor and INC Research hereby undertake
to not close any other contract with any Institutions
employee in connection with this clinical trial.

33. The parties declare that in accordance to the Act

No. 340/2015 Coll. is the total value of this Agreement
79.843,77 EUR.

[SIGNATURE PAGE FOLLOWS]

Institution / Zdravotnické zafizeni:
Fakultni nemocnice u sv. Anny v Brné
Pekaiska 664/53, 656 91 Brno

Czech Republic

XXXXXXX

XXXXXXX

Principal Investigator / Hlavni zkousejici:
XXXXXXXXXX
Fakultni nemocnice u sv. Anny v Brn¢
Pekarska 664/53, 656 91 Brno

Phone: +420 543 182 552

30. Tato smlouva je vypracovana ve 4 vyhotovenich,
z nichz kazda smluvni strana obdrzi po jednom.

31. Tato Smlouva je vyhotovena v anglickém a
¢eském jazykovém znéni. V piipadé jakéhokoli rozporu
bude rozhodujici ¢eska jazykova verze.

32.  Zadavatel a Spole¢nost INC Research se timto
zavazuji, ze v souvislosti s timto klinickym hodnocenim
neuzaviou z&dnou jinou smlouvu s Zadnym
zaméstnancem Zdravotnického zafizeni.

33. Smluvni strany prohlasuji, Ze v souladu se
zakonem ¢. 340/2015 Sb. je odhadovana financni
hodnota této smlouvy 79.843,77 EUR.

[NASLEDUJE STRANA S PODPISY]

Pl XXXXXXXXX
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This Agreement will be effective as of signature of last
contract party. Trial activiation shall not commence until
publication of this Agreement in accordance with clause
11.5.

Agreed to and accepted:

SHIONOGI LIMITED

Signature / Podpis

Printed Name / Jméno (hilkovym pismem)

Title / Pozice

Date / Datum

INSTITUTION/
ZDRAVOTNICKE ZAR{ZEN]

Signature / Podpis

Printed Name / Jméno (hulkovym pismem)

Title / Pozice

Date/Datum

Tato smlouva nabyva platnosti dnem jejiho podpisu
vSemi smluvnimi stranami. Klinické hodnoceni nebude
aktivovano piede dnem  zvefejnéni této smlouvy
v Registru smluv v souladu s ¢lankem 11.5.

Souhlasim a pfijimam:

INC RESEARCH UK LIMITED

Signature / Podpis

XXXXXX
Printed Name / Jméno (hilkovym pismem)

XXXXXX
Title / Pozice

Date/Datum

PRINCIPAL IN\{ES',I'IC,SATOR/
HLAVNI ZKOUSEJICI

Signature / Podpis

XXXXXX
Printed Name / Jméno (hilkovym pismem)

Principal Investigator/hlavni zkousSejici
Title / Pozice

Date/Datum

P2 XXXXXXXXX
Doc Name: CZE Quadripartite CTA (SPN/INC) | Doc Final: 20Aug2018

| Institution: Fakultni nemocnice u sv. Anny v Brn¢ | Shionogi Inc. 1615R2132

Page 22 of 29




Confidential

ATTACHMENT A

PAYMENT TERMS

A-1. General Terms. Payees (hereinafter defined) will be
compensated as outlined on Attachment C (Financial
Arrangements Worksheet) for Trial Subjects properly
enrolled in the Trial. This amount constitutes the full
compensation for the work to be completed by the
Institution, Principal Investigator and other Study team
members, including all work and care specified in the
Protocol for the Trial, along with all overhead and
administrative services. The remuneration will be paid
directly to each study team member in accordance to
information below and Principal Investigator instructions
before each payment. 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 xxxxx and based on CRF data entered by
Institution and Principal Investigator supporting enrolled
Trial Subject visitation. Payments will be made for
completed visits and treatment related costs in accordance
with Attachment C (Financial Arrangements Worksheet),
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, Payees will be paid the total amount earned,
xxxxxxx (hereinafter defined). Monitoring will occur
based on site enrollment and completion of data entry.
Payees must submit any final invoices xxxxxx based on
supporting documentation provided by INC Research.
Any invoices received thereafter may not be paid. Payee
will have xxxxx. Payee who is not legally able to issue
invoices will be paid based on a signed bank account data
log or other documentation approved by INC Research.

A-3. XXXXX

A-4. Non-Procedural Costs. Payees will be paid for
additional non-procedural costs that are pre-approved by
Sponsor, as set forth in Attachment C (Financial
Arrangements Worksheet). To request payment for such
costs, Payees 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 C

PRILOHA A

PLATEBNI PODMINKY

A-1. VsSeobecné podminky Za fadné zatfazené subjekty
klinického hodnoceni bude pfijemctim plateb (definovani
nize) vyplacena odmeéna v souladu s pfilohou C (zdznam
finan¢nich ujednani). Tato C¢éastka predstavuje plnou
uthradu za praci, kterou zdravotnické zatizeni, hlavni
zkousSejici a ostatni ¢lenové studijniho tymu odvedou,
véetné veskerych praci a péce uvedenych v protokolu
klinického hodnoceni, spole¢né¢ se vSemirezijnimi a
administrativnimi  sluzbami. Odména bude vyplacena
ptimo jednotlivym ¢leniim studijniho tymu Vv souladu
s informacemi uvedenymi niZze a instrukcemi hlavniho
zkousejiciho pied kazdou platbou. 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 XXxxxx na zaklade
udaji z CRF zadanych zdravotnickym zafizenim a
hlavnim  zkouSejicim  ziskanych pfi  navstévach
zafazenych subjektl klinického hodnoceni. Platby budou
provedeny za naklady na dokoncené navstévy a 1écbu v
souladu s prilohou C (zaznam finan¢niho ujednani),
nestanovi-li smlouva odlisné. Pii kazdé platbé vcetné
neuspeésnych screeningll (definovanych nize), ktera se
stane v souladu s podminkami této smlouvy splatnou,
bude pfijemctim plateb vyplacena celkova vydélana
Castka Xxxxxxx (definovanou nize). Bude proveden
monitoring porovnavajici zafazovani na pracovisti a
vypliovani udaji. Ptijemci plateb jsou povinni predlozit
zavérecné faktury xxxX na zakladé podkladti zaslanych
INC Research. Faktury piijaté pozdéji nebudou
proplaceny. Pijemci plateb mutzou ve lhuté XxxX.
Uhrady piijemctim plateb, ktefi dle zdkona nemtizou
vystavovat faktury, budou provedeny na zaklade¢
podepsanych zaznamti bankovnich udaji nebo jiné
dokumentace schvalené spole¢nosti INC Research.

A-3. XXXXXX
A-4. Naklady nesouvisejici s postupy Prijemctim
plateb budou uhrazeny dodatecné naklady nesouvisejici s
postupy, které byly piedem schvaleny zadavatelem, jak
je uvedeno v ptiloze C (zaznam finan¢niho ujednani).
Zadost o uhradu takovych nakladti pijemci plateb
podavaji zadavateli nebo osob¢ jim opravnéné formou
faktury s uvedenim jednotlivych poloZzek a podlozené
dokumentaci a doklady dokladajici dohodnuté vydaje
prefakturované na zadavatele. Prefakturované vydaje
nesouvisejici s postupy budou fakturovany pouze ve
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(Financial Arrangements Worksheet).

A-5. Final Payment. At the conclusion of the Trial, all
CRFs and Trial-related documents will be promptly made
available for Sponsor review. The 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 notification.
All queries must be resolved within ten (10) business
days of receipt by Institution and/or Principal Investigator
any time during the Trial. 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 amounts overpaid within thirty (30)
calendar days of notification by Sponsor or designee.

A-6. Taxes.

(1) Payments shown in Attachment C (Financial
Arrangements Worksheet) 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) Payees acknowledge and agree that they are 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 Payees under this Agreement. INC Research or
Sponsor will not be responsible for the withholding or
payment of any such required contributions or taxes.
Payees accept full responsibility for reporting all
payments received, under this Agreement, to the
relevant taxation authorities as required by Applicable
Law.

A-7. 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 Failures will be reimbursed, if at all, as outlined in

skutecné vynalozenych castkach bez navySeni, az do
vySe maximalnich ¢astek uvedenych v ptiloze C (zdznam
finan¢niho ujedndni).

A-5.  Zavéretna platba Pii ukonceni klinického
hodnoceni budou zadavateli okamzité ptredlozeny ke
kontrole  vSechny formulafe CRF  a dokumenty
souvisejici s klinickym hodnocenim. Zavére¢na platba
bude uhrazena, jakmile: budou vyplnény a pfedany
vSechny formulate CRF, budou uspokojivé zodpoveézeny
dotazy tykajici se udaji, budou vraceny vsSechny
hodnocené 1écivé piipravky, budou vyfeSeny vSechny
problémy s ukonceni klinického hodnoceni a dokonceny
vSechny postupy, véetn¢ zavérecného oznameni NEK.
Vsechny dotazy musi byt kdykoliv béhem klinického
hodnoceni vyfeSeny ve lhuté deseti (10) pracovnich dni
po jejich obdrzeni zdravotnickym zafizenim a/nebo
hlavnim zkousejicim. Zadavatel nebo jim urcena osoba
provedou  kone¢né  odsouhlaseni  vSech  dosud
vyplacenych plateb s celkovou dluznou ¢astkou a bez
odkladu =zaplati zdravotnickému zafizeni piipadné
neuhrazené Castky. Ptijemci plateb bez odkladu ve lhaté
tficeti (30) kalendafnich dnli po oznameni zadavatele
nebo osoby jim povéiené vyplati zadavateli preplatky.

A-6. Dané.

(1) Platby uvedené v piiloze C (zdznam finan¢nich
ujednani) jsou uvedeny bez dan¢ z pridané hodnoty
(dale jen “DPH”). Je-li ptijemce plateb platcem DPH
a pokud platné zakony ukladaji povinnost platit
DPH, musi piijemce plateb DPH pricist a vykazat na
faktufe v platné sazb& s uvedenim DIC piijemce
plateb. V pfipadé, ze se dle platnych zakont
uplatiiuje prenesend dafiova povinnost, piijemce
plateb DPH na faktute nepficte, pficemz v souladu s
platnymi zdkony je na faktufe tfeba uvést
pozadovany text.

(2) Prijemci plateb potvrzuji a zavazuji se, Ze
ponesou vyhradni odpovédnost za pripadné platby
vsech pfispévkit a dani uvalenych pfisluSnym
vladnim organem na odmény vyplacené piijemcim
plateb dle této smlouvy. Spolec¢nost INC Research
nebo zadavatel neponesou odpovédnost za provadéni
srazek nebo placeni takovych pozadovanych
ptispévki nebo dani. Pfijemci platby ptebiraji plnou
odpovédnost za vykazovani vSech pfijatych plateb
dle této smlouvy pfislusnym finan¢nim ufadim v
souladu s platnymi zdkony.

A-7. NetspéSny screening Pripad netspésného
screeningu se vztahuje na subjekt klinického hodnoceni,
ktery nesplni kritéria screeningové navstévy, a tudiz neni
zpusobily k zafazeni do klinického hodnoceni. Piipady
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Attachment C (Financial Arrangements Worksheet).

A-8. Other payments. XXXXX

A-9. Necessary Procedures. Payee will be
reimbursed for valid necessary visits and
procedures not covered under Attachment C
(Financial Arrangements Worksheet). Payment
for any necessary procedure due to patient safety
will be reimbursed at the agreed upon unit cost in
the Attachment C (Financial Arrangements
Worksheet), if available, or if there is no such
unit cost in Attachment C (Financial
Arrangements Worksheet), 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 INC Research’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-10. Payees. The payments will be made to
the following Payees and addresses:

XXXXXXX

XXXXXXXX

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

All bank charges including intermediary bank fees are
paid by the payer.

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

neuspésného screeningu budou uhrazeny, pokud viibec, v

souladu s prilohou C (zaznam finan¢nich ujednani).

A-8.  Dalsi platby XXXXXXXX

A-9. Nutné postupy Piijemcum plateb bude
poskytnuta thrada za platné nutné navstévy a
postupy, které nejsou zahrnuty v piiloze C
(zdznam finanénich ujednani). Uhrada za postup
nutny z hlediska bezpecnosti pacienta bude
provedena v jednotkové cené odsouhlasené v
ptiloze C (zaznam finan¢nich ujednani), je-li
uvedena, nebo neuvadi-li pfiloha C (zaznam
finan¢nich ujednani) jednotkovou cenu, pak
budou pfijemcim plateb uhrazeny skute¢né
naklady, které vznikly zdravotnickému zatizeni a
hlavnimu zkouSejicimu, pficemz bude nutné
vystavit  samostatnou  fakturu  podloZenou
dokumentaci dokladajici nutnost provést 1ékatsky
ukon. V ptipadech, kdy to bude mozné, je tieba
ziskat predchozi pisemny souhlas zadavatele
nebo spolecnosti INC Research, pokud tim
nebude naruSena integrita klinického hodnoceni
nebo dotcena bezpecnost subjektu klinického
hodnoceni, pricemz v takovém piipadé¢ bude
zadavatel informovan, jakmile to bude nasledné
mozné.

A-10. Piijemci plateb Platby budou uhrazeny
nasledujicim pfijemcim a na nize uvedenou
adresu:

V piipadé zmény bankovnich udaju Ptijemci platby jsou
ptijemci povinni pisemné informovat spole¢nost INC
Research, avSak neni nutné uzavirat dodatek k této
smlouve.

Veskeré¢  bankovni  poplatky  vcetné
zprostredkovatelskych bank hradi platce.

poplatkt

A-11. Faktury Vsechny faktury musi byt
vystaveny a zaslany podle pokyni na nize
uvedenou adresu:
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Shionogi Limited

C/O INC Research UK Limited
Farnborough Business Park

1 Pinehurst Road

Farnborough

Hampshire, GU14 7B

VAT: GB806650142

XXXXXX

All payment related queries may be directed to:
XXXXX

XXXXX.

XXXXX

Due date of invoices is 30 days from its delivery.

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 Attachment C
(Financial Arrangements Worksheet), 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.

Vsechny dotazy k platbam zasilejte na adresu
XXXXXX
XXXXXX
XXXXXX
Splatnost faktur je 30 od data jejich doruceni.

Kazda faktura musi uvadét: (1) nazev zadavatele, (2) Cislo
protokolu, (3) kod projektu, (4)jméno hlavniho
zkousejiciho, (5) shrnuti plateb pozadovanych v souladu s
pfilohou C (zdznam finan¢niho ujednani) a, (6) pokud je
pfijemce platby platcem DPH, pak danové identifikacni
Cislo, nebo uplatnuje-li se pfenesend danova povinnost,
pak poznamku “uplatnéni prenesené danové povinnosti”.

Pfijemci plateb neobdrzi Zadné platby za ptefakturované
vydaje, jestlize piijemci plateb nepiedlozili kopie faktur
nebo jiné dokumentace jasné dokladajici, ze tyto vydaje
byly skutecné, piimeéfené a ovefitelné v Castce
predkladané k thrade.

XXXXXXX

ATTACHMENT C

EQUIPMENT USE, OWNERSHIP & DISPOSITION

B-1. Sponsor may provide Institution with specific device
or equipment (bedside centrifuge) which will be available
to Principal Investigator during the Study duration for the
purpose of conducting of the Study. (“Equipment”) The
Equipment will be used by Principal Investigator or
Institution only for Study purposes. Equipment will be
used in accordance to all manuals or any other manuals

PRILOHA B

POUZiVANI ZARIZENIi, JEHO VLASTNICTVI A
NAKLADANI SE ZARIZENIiM

B-1. Zadavatel nebo Spole¢nost Inc Research muize
poskytnout Zdravotnickému zafizeni konkrétni material
(bedside centrifuga), jez bude k dispozici Hlavnimu
zkousejicimu po dobu vykonu Studie, a to za iéelem jejiho
provadéni  (,,Vybaveni®). Vybaveni bude Hlavnim
zkousejicim nebo Zdravotnickym zafizenim pouzivano
vyluéné pro ucely Studie. Vybaveni bude pouzivano v
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for the whole period of the usage of the Equipment by
Principal Investigator or Institution. The Equipment will
be delivered, installed and returned on Sponsor costs.
Sponsor undertakes to ensure on its costs acceptance or
removal of the Equipment or will ensure destroying of it
as soon as this will be possible or acceptable. All repairs
and service of the Equipment, maintenance and spare
parts needed a well as the required control and
inspections of the Equipment will be paid by the Sponsor.
When handing over the Equipment to the Institution an
employee of the Institution from Department of
instrument technology or IT Department (depending on
device type) shall be present. A transfer protocol has to
be drafted with this employee and he will take over the
appropriate documentation from Sponsor (i. e. certificate
CE and using manual).

B-2. Use. During the term of this Agreement, Institution
may use Equipment only for purposes of this Trial.

B-3. Ownership. Until the termination of this Agreement,
this Equipment remains the property of the respective
vendors that have provided the Equipment to Sponsor or
INC Research and must be returned either within a
reasonable period of time upon request by Sponsor or
INC Research, not to exceed five (5) business days, or
immediately upon termination of this Agreement.
Institution agrees to return the Equipment in the manner
directed by Sponsor or INC Research in substantially the
same condition as when received by Institution taking
into account normal wear and tear. Institution further
agrees that unless otherwise authorized in writing by the
Sponsor or INC Research of this Trial, Institution will not
alter the Equipment in any way. Institution must not
install any components or software, if applicable, without
express approval of the Sponsor or INC Research. Any
software provided to Institution may not be duplicated.
Institution is not permitted to use the Equipment for any
other purpose than for the performance of this Trial in
accordance with the Protocol.

B-4. Disposition. After completion of Trial conduct or at
an earlier time specified by Sponsor, Institution will
arrange for return of Equipment and Sponsor materials, at
Sponsor’s expense, to Sponsor or a location designated
by Sponsor. Alternatively the Institution and Principal
Investigator may retain the Equipment at a mutually
agreed amount equal to the depreciated value of the
Equipment at the end of the Trial upon prior written
Sponsor approval. Such case should be settled by a
separate Agreement.

souladu s jakymikoli manualy, navody k pouziti ¢i pokyny,
a to po celou dobu jeho drzeni Hlavnim zkousSejicim nebo
Zdravotnickym zafizenim. Zadavatel ponese
veskeré vydaje v souvislosti s dodanim, instalaci a
vracenim Vybaveni. Zadavatel se zavazuje, ze =zajisti
ptrevzeti ¢i odvoz Vybaveni ze Zdravotnického zatizeni ¢i
zajisti jeho likvidaci na své naklady, a to nejdiive jak to
bude mozné a vhodné. Veskeré opravy a servis
zaptj¢eného Vybaveni, jeho béznou udrzbu a potiebné
nahradni dily, jakoz i predepsané kontroly, prohlidky a
revize Vybaveni bude hradit Zadavatel. Pfi predani
pfistroji Zdravotnickému zafizeni musi byt piitomen
pracovnik Oddgleni piistrojové techniky nebo Useku
informatiky (dle typu pfistroje) Zdravotnického zafizeni, se
kterym bude sepsan predavaci protokol a kterému budou
ze strany Zadavatele piedany veskeré souvisejici
dokumenty (napt. certifikat CE a ndvod k obsluze).

B-2. Pouziti Béhem doby trvani této smlouvy mize
zdravotnické zafizeni pouzivat zatfizeni pouze pro ucely
tohoto klinického hodnoceni.

B-3. Vlastnictvi Do ukonéeni této smlouvy zistane
toto zafrizeni ve vlastnictvi dodavatell, ktefi zafizeni
zadavateli nebo spolec¢nosti INC Research poskytli, a
musi byt na Zzadost zadavatele nebo INC Research
vraceno bud'to v pfiméfené lhiite€ neptesahujici pet (5)
pracovnich dnti nebo okamzit¢ po ukonceni této
smlouvy. Zdravotnické zatizeni vrati zafizeni zpisobem
stanovenym zadavatelem nebo spolecnosti INC Research
V podstaté ve stejném stavu, v jakém je zdravotnické
zafizeni prevzalo, s pfihlédnutim k béznému opotiebeni.
Zdravotnické zatizeni se dale zavazuje, ze pokud
nedostanou pisemné schvaleni zadavatele nebo
spole¢nosti INC Research tohoto klinického hodnoceni,
nebudou jakymkoliv zplisobem zafizeni upravovat.
Zdravotnické zafizeni nesmi instalovat zadné piipadné
SoucCasti ani software bez vyslovného schvaleni
zadavatele nebo spole¢nosti INC Research. Software
poskytnuty zdravotnickému zatizeni se nesmi kopirovat.
Zdravotnické zatizeni nesmi pouZzivat zatizeni pro zadné
jiné ucely nez je provadéni tohoto klinického hodnoceni
v souladu s protokolem.

B-4. Nakladani se zafizenim Po dokonceni provadéni
klinického hodnoceni nebo diive, ur¢i-li tak zadavatel,
zdravotnické zafizeni na naklady zadavatele zajisti
vraceni zafizeni a materialu zadavatele zadavateli nebo
do mista uréeného zadavatelem. Zdravotnické zatizeni a
hlavni zkouSejici si rovnéz mohou na zdkladé¢
ptedchoziho pisemného souhlasu zadavatele zatfizeni
ponechat vyménou za vzajemné dohodnutou castku
rovnajici se amortizované hodnota zafizeni na konci
klinického hodnoceni, pficemz tato varianta by byla
feSena samostatnou smlouvou
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ATTACHMENT C PRILOHA C
FINANCIAL ARRANGEMENTS WORKSHEET ZAZNAM FINANCNiHO UJEDNANi
FINANCE SUMMARY BOX SHRNUTI{ FINANCNICH ZAVAZKU

Invoice Currency / Ména faktury: EUR
Payment Base / Zaklad platby: Visit-based / dle navstévy
INC Contracting Entity / Smluvni subjekt INC: INC Research UK Limited /
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