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CLINICAL TRIAL AGREEMENT

SMLOUVA O KLINICKE STUDII

Protocol # 156-13-211

Protokol 156-13-211

This Clinical Trial Agreement (‘“Agreement”) between

Tuto smlouvu o klinickém hodnoceni (déle jen ,,smlouva‘)

uzavieli
Otsuka Pharmaceutical Development & | Otsuka Pharmaceutical Development &
Commercialization, Inc. with principal place of | Commercialization, Inc. s hlavnim sidlem v 2440

business at 2440 Research Boulevard, Rockville,
Maryland 20850, United States (hereinafter the
“Sponsor”) represented by INC Research, UK Itd.

Research Boulevard, Rockville, Maryland 20850, USA
(dale jen “zadavatel’) zastoupeny INC Research UK Itd.

and

a

University Hospital Hradec Kralové, with a place of
business at Sokolska 581, 500 05 Hradec Kralové —
Novy Hradec Kralové, Czech Republic, Director,
VAT number CZ00179906 (“Institution”)

Fakultni nemocnice Hradec Kralové, se sidlem na adrese
Sokolska 581, 500 05 Hradec Kralové — Novy Hradec
Kralové, Ceska republika, DIC: CZ00179906 (dile jen
,,Poskytovatel zdravotnich sluzeb*)

and

at
Hemodialysis center of University Hospital Hradec
Kralové,_ Sokolska 581, 500 05 Hradec Kralové —
Novy Hradec Kralové, Czech Republic (“Principal
Investigator™)

a

I <

pracovistém na adrese Hemodialyza¢ni stiedisko Fakultni
nemocnice Hradec Kralové, Sokolska 581, 500 05 Hradec
Kralové - Novy Hradec Kralové (dile jako ,hlavni
zkousejici®).

when signed by all parties, is effective as of date of last
signature.

Smlouva po podpisu vSemi stranami nabyva t¢innosti datem
posledniho podpisu.

By separate agreement, Sponsor has engaged_

I (CRO”)_acting as an independent contractor, to
act on behalf of Sponsor for the purposes of transferring
certain obligations in connection to this Agreement.

Samostatnou smlouvou zadavatel povéfil jako nezavislého
dodavatele smluvni vyzkumnou organizaci spolecnost

I (“CRO™), k jedndni jménem
zadavatele pro ucely pfevodu uréitych povinnosti
souvisejicich s touto smlouvou.

Additionally, by
engaged INC Research UK Limited, a contract research
organization with registered offices located in the |l

separate agreement, Sponsor has

B i cuding its affiliates, subsidiaries, and

specifically its parent company INC Research, LLC
(“INC Research”) to handle the site contracting for the
Study and has authorized INC Research to execute this
Agreement on behalf of Sponsor.

Déle povetil zadavatel samostatnou smlouvou smluvni
vyzkumnou organizaci spole¢nost INC Research UK Limited

s registrovanym sidlem ve _
.
I /cc(n¢ jejich
pobocek, dcefinych spolecnosti a matetské spolecnosti INC
Research, LLC (“INC Research”) vyjedndnim smluv pro tuto
studii a povéfil INC Research uzavienim této smlouvy
jménem zadavatele.

Sponsor wishes to support a clinical trial entitled “A

Zadavatel chce podpofit klinickou studii s ndzvem
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Phase 3b, Multi-center, Open-label Trial to Evaluate the
Long Term Safety of Titrated Immediate-release
Tolvaptan (OPC 41061, 30 mg to 120mg/day, Split dose)
in Subjects with Autosomal Dominant Polycystic Kidney
Disease” to be conducted at Institution. This Agreement
also covers any companion protocol(s), later developed
and approved in writing by all parties, that are conducted
concurrently with the protocol identified above
(collectively, “Protocol”) and that involve some or all of
the same Trial Subjects (collectively, “Trial”).

Estimated duration of the Study is e

~Multicentrické, nezaslepené klinické hodnoceni fize 3b
hodnotici dlouhodobou bezpecnost tolvaptanu s okamzitym
uvoliovanim (OPC 41061, 30 mg aZz 120 mg/den, dé€lend
divka) u subjekti s polycystickou chorobou ledvin
autosomdlné dominantniho typu®“, kterd bude realizovdna
v zafizeni Poskytovatele zdravotnich sluzeb. Tato smlouva
se vztahuje také na jakékoliv pozd¢ji vytvofené doprovodné
protokoly, schvilené pisemné vSemi smluvnimi stranami,
realizované soub&zné s protokolem uvedenym vySe (souhrnné
protokol*), které se tykaji nékterych nebo vsSech subjektt
hodnoceni (souhrnné ,,studie®).

Piedpokladana délka trvani studie je|j |G

The parties agree as follows:

Strany se dohodly takto:

1. Investigators and Research Staff.

1. ZkousSejici a spolupracujici osoby.

1.1 Principal Investigator. The Principal Investigator
will be responsible for the direction of the Trial in
accordance with applicable Institution policies.

1.1 Hlavni zkouSejici. Hlavni zkousSejici bude osoba
odpovédnd za fizeni studie v souladu s platnymi ptedpisy
Poskytovatele zdravotnich sluzeb.

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

1.2 Dalsi zkousSejici a spolupracujici osoby. Poskytovatel
zdravotnich sluzeb a hlavni zkousSejici zajisti, aby se na
provadéni studie jako dalsi zkousSejici a spolupracujici osoby
podilely pouze osoby s odpovidajicim vzd€lanim a
kvalifikaci.

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, in
particular Czech Act on Pharmaceuticals No. 378/2007
Coll., Health Services Act No. 372/2011 Coll. and
Degree No. 226/2008 Coll. on Good Clinical Practice,
rules, regulations, guidelines and standards including
without limitation all relevant International Conference
on Harmonization Good Clinical Practice (“ICH GCP”)
guidelines and standards, and all applicable laws relating
to the confidentiality, privacy and security of patient
information, particularly Act No. 101/2000 Coll. Personal
data protection ("Applicable Law").

1.3 Povinnosti Poskytovatele zdravotnich sluzeb a
hlavniho zkousSejictho. Poskytovatel zdravotnich sluzeb a
hlavni zkousSejici zadavateli odpovidaji za dodrzovani
podminek této smlouvy persondlem studie. Poskytovatel
zdravotnich sluzeb a hlavni zkousSejici zajisti, aby persondl,
ktery se bude podilet na provadéni studie, byl informovén o
veskerych podminkdch této smlouvy platnych pro
vykondvané cinnosti a souhlasil s nimi. Poskytovatel
zdravotnich sluzeb urci, které z povinnosti v ramci této
smlouvy deleguje na hlavniho zkousSejictho.  Poskytovatel
zdravotnich sluZzeb a hlavni zkousejici zodpovidaji za
dodrzovani platnych zdkonti, zejména zakona ¢. 378/2007
Sb., o lécivech, zdkona ¢. 372/2011 Sb. o zdravotnich
sluzbach a vyhlasky ¢. 226/2008 Sb., o spravné klinické
praxi, pravidel, nafizeni, smérnic a norem, véetné veSkerych
platnych smérnic a norem Mezindrodni konference pro
harmonizaci spravné klinické praxe (,ICH GCP®), a
veskerych platnych zdkonl na ochranu a zabezpeceni
osobnich tdaja pacientli, zejména zakona ¢. 101/2000 Sb. o
ochran¢ osobnich udaju (,,platné zdkony*).

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

1.4 Zakaz zastupovani. Poskytovatel zdravotnich sluzeb a
hlavni zkouSejici nesméji predat provadeéni studie jinému
hlavnimu zkouSejicimu bez pfedchoziho pisemného schvaleni

zadavatele.  Pfipadny ndhradni hlavni zkouSejici bude
povinen vyjadfit souhlas s podminkami této smlouvy
pisemné. 'V piipadé, Ze zadavatel neschvali nahradniho

hlavniho zkous$ejiciho, miize zadavatel od smlouvy ustoupit
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Investigator, Sponsor may terminate this Agreement in
accordance with the Termination provisions below.

v souladu s déle uvedenymi podminkami ukonceni.

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.

1.5 Delegovani odpovédnosti hlavnim zkouSejicim.
Hlavni zkousejici miaZe delegovat své povinnosti a
odpovédnosti na dalsi zkouSejici nebo spolupracujici osoby
pouze v rozsahu povoleném zdkonem upravujicim provadéni
studie a podle ddle uvedenych podminek.

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.

1.6 Dodrzovani zdsad Poskytovatele zdravotnich sluzeb.
Hlavni  zkouSejici  musi  dodrZzovat  zdsady a
postupy organizace(ci), s kterou je spojen, véetné platnych
finan¢nich ptedpist. Hlavni zkouSejici okamZit¢ uvédomi
zadavatele o jakémkoliv konfliktu mezi podminkami této
smlouvy a takovymi zdsadami a strany se pokusi dosdhnout

Mew oz

patfi¢ného narovnani.

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

2. Protokol. Poskytovatel zdravotnich sluzeb a hlavni
zkousSejici povedou studii v souladu s protokolem.

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

2.1 Dodatky. Protokol smi byt upravovan pouze formou
pisemného dodatku podepsaného zadavatelem,
poskytovatelem zdravotnich sluzeb a hlavnim zkouSejicim.
Strany jsou si védomy skute¢nosti, Ze dodatky k protokolu
také musi schvalit pfislusn nezavisla eticka komise (,JEC*).

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 working days after the change is
implemented. Any emergency change to the Protocol
must be followed by a written Amendment.

2.2 Neodkladné dodatky. Jestlize je nutné z neodkladnych
divodd zménit protokol pro bezpe¢nost subjektli hodnoceni
(podle definice uvedené déle), Poskytovatel zdravotnich
sluzeb nebo hlavni zkouSejici uvédomi zadavatele a
prisluSnou nezdvislou etickou komisi co nejrychleji,
nejpozdéji vsak do péti pracovnich dnii po zavedeni této
zmény. VsSechny neodkladné zmény protokolu je nutné
zaznamenat v pisemném dodatku.

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.

2.3 Zadny dalS$i vyzkum. Bez souhlasu zadavatele a
zdokumentovani formou privodniho protokolu nebo dodatku
k pivodnimu protokolu se subjekty v pribéhu studie nesmeji
Ucastnit jinych vyzkumnych projektt. Zakizané vyzkumné
aktivity jsou napiiklad analyzy biologickych vzorki subjekti
hodnocenf pro nelécebné tcely.

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

3. Nezdvisld etickd komise. Pfed zahdjenim studie zajisti
zadavatel u nezdvislé etické komise schvéleni studie a
formuldfe informovaného souhlasu splnujictho vsechny
platné predpisy. Poskytovatel zdravotnich sluZeb a hlavni
zkousejici dale zajisti, aby v celém prub¢hu byla studie pod
trvalym dohledem nezdvislé etické komise.

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.

3.1 Neschvéleni studie. JestliZe nezdvisld etickd komise
bez zavinéni Poskytovatele zdravotnich sluzeb nebo hlavniho
zkousSejiciho studii neschvali, platnost této smlouvy okamZzité
skon¢i bez sankci pro Poskytovatele zdravotnich sluZeb ve
smyslu uvedeném déle.

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.

4. Vedeni studie. Poskytovatel zdravotnich sluZeb a hlavni
zkousSejici povedou studii v souladu s protokolem, pisemnymi
pokyny zadavatele nebo osoby jim urcené a v souladu s
platnymi zdkony.
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5. Sponsor Drug. Sponsor will provide to the
Institution’s Pharmacy with sufficient quantities of the
Sponsor product that is being studied (“Sponsor Drug”)
to conduct the Trial. If required by the Protocol and
unless otherwise agreed, Sponsor will also provide
placebo or comparator drug (“Comparator Drug”).

5. LécCivo zadavatele. Zadavatel poskytne 1ékarng
Poskytovatele zdravotnich sluzeb dostatecné mnozstvi
hodnoceného vyrobku zadavatele (,JéCivo zadavatele®) k
provedeni studie. Pokud to vyZaduje protokol a nedojde
k jiné dohodé, zadavatel rovnéz poskytne placebo nebo
srovnavaci 1éC¢ivo (,,srovnavaci 1é¢ivo*).

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.

5.1 Uchovdvidni a vyddvini 1éCiv. Poskytovatel
zdravotnich sluzeb a hlavni zkousSejici museji dodrZovat
platné zdkony a piislusné predpisy tykajici se peclivého
uchovévini a vydavani 1éc¢iva zadavatele nebo srovnavaciho
1éCiva, véetné piisluSné dokumentace.

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 Collaborators.

5.2 Kontrola. Poskytovatel zdravotnich sluzeb a hlavni
zkousejici budou patficn€ kontrolovat stav zdsob léCiva
zadavatele a srovndvactho 1éCiva, nepodaji ani nevydaji
1éCivo osobég, kterd neni subjektem hodnoceni, a piistup k
IéC¢ivu umozni vyhradn€ hlavnimu zkouSejicimu, dal$im
zkouSejicim a spolupracujicim osobdm.

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.

5.3 Pouzivdni. Poskytovatel zdravotnich sluZeb a hlavni
zkousSejici museji pouzivat léCivo zadavatele a srovnavaci
1é¢ivo pouze zplisobem uvedenym v protokolu. Jakékoliv
jiné pouziti léCiva zadavatele nebo srovndvaciho 1éCiva
predstavuje zdvazné poruseni této smlouvy.

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

5.4 Vlastnictvi 1é¢iva zadavatele. LéCivo zadavatele je a
zUstavd vlastnictvim zadavatele. Zadavatel neud¢luje
Poskytovateli zdravotnich sluZeb ani hlavnimu zkouSejicimu
Zadna vyslovnd ani vyvozovana prava vlastnictvi k 1é¢iva
zadavatele ani k metoddm jeho vyroby nebo pouZivani.

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.

5.5 Platba za léiva zadavatele a srovndvaci léCiva.
Poskytovatel zdravotnich sluzeb ani hlavni zkousSejici
nebudou subjektim hodnoceni ani tietim strandm uctovat
7adné Castky za léCiva zadavatele, srovndvaci 1éCiva ani za
jakékoliv sluzby hrazené podle této smlouvy zadavatelem.

6. Research Grant. Funding will be made by way of
grant payments in accordance with Attachment B. The
grant represents 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 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.

6. Vyzkumny grant. Prostfedky budou poskytnuty ve forme
grantovych plateb v souladu s pfilohou B. Grant je urcen na
ndklady Poskytovatele zdravotnich sluZeb a hlavniho
zkousejictho na provadéni studie. VSechny castky zahrnuji
veskeré piimé, nepiimé, rezijni a dal§i naklady, vcetné
nakladd na laboratorni a pomocné sluzby a zlstanou pevné po
dobu trvani studie, pokud se strany pisemn¢ nedohodnou
jinak. Poskytovatel zdravotnich sluZeb ani hlavni zkouSejici
nebudou piimo ani nepifimo vyzadovat ani pfijimat od
pacientli uUcastnicich se studie (,,subjekty hodnoceni*) ani
tretich stran odménu za materidly, lécbu nebo sluzby
vyZadované podle protokolu a poskytnuté nebo hrazené
zadavatelem, vcetné 1éCiva zadavatele, srovnavaciho 1éCiva,
skriningu subjektli hodnoceni, infuzi, sluzeb 1€kaiti a sester,
diagnostickych testh a poddvani 1éCiva zadavatele a
srovndvactho l1éCiva.

7. Trial Subject Enrollment. Institution and Principal
Investigator have agreed to enroll qualified patients in the
Trial in accordance with the Protocol. A qualified patient
is one who meets all Protocol criteria for inclusion in the

7. Zatazeni subjektd hodnoceni. Poskytovatel zdravotnich
sluzeb a hlavni zkouSejici budou vyhovujici pacienty do
studie zafazovat v souladu s protokolem. Vyhovujici je
pacient, ktery spliiuje vSechna kritéria protokolu do zatazeni
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Trial. Expected number of subjects enrolled is between.

do studie. Pfedpoklddany pocet zatazenych subjektd je -_

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

7.1 Multicentrické studie. Po dosaZeni celkového poctu
subjektd hodnoceni potfebného pro provadéni multicentrické
studie mize zadavatel zastavit dal$i zafazovani pacientii do
studie.

8. Informed Consent. Institution and 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. Institution and
Principal Investigator will maintain a signed original of
that ICF in the Trial Subject’s record. Institution and
Principal Investigator will provide Sponsor an
opportunity to review and approve the content of the ICF,
including any revisions made during the course of the
Trial, before it is used. Institution and Principal
Investigator will allow Sponsor or its designee to inspect
signed ICFs or photocopies thereof during monitoring
visits or audits. 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. The parties expressly agree that the Trial Subject’s
signed ICF represents a relationship between the
Institution and/or Principal Investigator, and not the
Sponsor or CRO. When required, the approved ICF will
be modified to reflect amendments to the Protocol.

8. Informovany souhlas. Poskytovatel zdravotnich sluzeb a
hlavni zkousSejici od kaZzdého subjektu hodnoceni ziska
formulaf  informovaného souhlasu  (,,formular ICF*)
vysvétlujici prdva subjektu hodnoceni v souvislosti s timto
vztahem s Poskytovatelem zdravotnich sluzeb a hlavnim
zkousejicim. Poskytovatel zdravotnich sluzeb a hlavni
zkouSejici uloZi podepsany origindl formuldte ICF v
zaznamech subjektu hodnoceni. Poskytovatel zdravotnich
sluzeb a hlavni zkousSejici umoZni zadavateli pfed pouZzitim
zkontrolovat a schvalit obsah formulare ICF, vcetné
jakychkoliv revizi provedenych béhem studie. Poskytovatel
zdravotnich sluzeb a hlavni zkousSejici umoZni zadavateli
nebo jeho zastupci prohlédnout podepsané formuldie ICF
nebo jejich fotokopie v prubéhu monitorovacich nebo
kontrolnich ndvstév. Poskytovatel zdravotnich sluzeb a
hlavni zkouSejici predlozi zadavateli ke kontrole a
pisemnému schvaleni jakékoliv zmény, které mtze navrhovat
pro formulat ICF, a to pfed jeho ptfedloZzenim ke schvéleni
nezavislé etické komisi. Hlavni zkouSejici musi zajistit, aby
kazdy subjekt pied zahajenim dcasti na studii studie podepsal
formuldt ICF schvéleny zadavatelem a etickou komisi
Poskytovatele zdravotnich sluZzeb.  Strany se vyslovné
dohodly, Ze formuldi ICF podepsany subjektem hodnoceni
pfedstavuje vztah s Poskytovatelem zdravotnickych sluZeb a
hlavnim zkouSejicim, a nikoliv se zadavatelem nebo s CRO.
Kdykoliv to bude potfebné, schvileny formulai ICF bude
upraven tak, aby odrazel ptipadné dodatky k protokolu.

9. Adverse Events. Institution and 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.

9. Nezddouci piihody. Poskytovatel zdravotnich sluzeb a
hlavni zkouSejici nahldsi neZdadouci pifthody subjektd
hodnoceni v souladu s pokyny protokolu a platnymi ptredpisy.
V pfipad¢ potieby to predstavuje okamzité hldSeni po
telefonu.

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. Institution and Principal Investigator
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. Chranéné zdravotni tdaje.  Strany potvrzuji, jako
spolecny cil zabezpeceni vSech identifikovatelnych
zdravotnich daju, jejich uchovavani v divérnosti a ochranu
pfed neopravnénym zpiistupnénim. Poskytovatel zdravotnich
sluZzeb a hlavni zkouSejici prohlaSuji a zarucuji, Ze budou
dodrzovat vSechna ustanoveni platnych zakond upravujicich
daveérnost, ochranu soukromi a zabezpefeni osobnich tdaju.

10.1 Authorization to Use and Disclose Health
Information. Institution and 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

10.1 Souhlas s pouzitim a zpfistupnénim zdravotnich
udaju. Poskytovatel zdravotnich sluzeb a hlavni zkousejici
od kazdého subjektu hodnoceni v souladu s platnymi zdkony
ziska pisemny souhlas k poskytnutf osobnich tudaji zadavateli
a dals$im osobdm a subjektim uréenym zadavatelem,
vyplnéné Formuldfe k hlaSeni piipadu (,,CRF*), zdrojové
dokumenty a dal8i potfebné informace podle protokolu.

Czech Institution Template Protocol 156-13-211, version 1.0, 27 May 2011

Page 5 of 29



Confidential/Davérné

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 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 CRO 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.

Zadavatel a INC Research se zavazuji, Ze i nad rdmec
ochrany ze zdkona tato smlouva zaklddd povinnost chrénit
vSechny individudln¢ identifikovatelné ddaje o pacientech a
omezit jejich pouzivini pouze na osoby a subjekty,
konzultanty, dodavatele, subdodavatele a zastupce, ktefi
potfebuji piistup k témto informacim pro plnéni povinnosti v
souvislosti se studif. PouZivani téchto udaji bude omezeno
na rozsah povoleny souhlasem a zadavatel, INC Research, ani
jind strana, které zadavatel a INC Research mohou sdélit
individudln¢ identifikovatelné zdravotni ddaje, nesmi tyto
informace pouzivat k ziskdvani subjekti hodnoceni pro dalsi
studie, k propagaci jinych studii, produktl, k marketingu ¢i
marketingovému vyzkumu. Poskytovatel zdravotnich sluZeb
a hlavni zkouSejici umozni zadavateli nebo CRO pted
pouzitim zkontrolovat a schvalit obsah souhlasu s pouZitim
osobnich informaci, v¢etné jakychkoliv revizi provedenych
béhem studie.

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. Duvérné informace. V prubéhu studie
mohouPoskytovatel zdravotnich sluzeb a hlavni zkousSejici
ziskavat nebo vytvaret informace, které maji pro zadavatele a
pridruzené strany diivérnou povahu.

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

11.1 Definice. S vyjimkou déle uvedenych omezeni jsou
za ddvérné povazovany vsSechny informace poskytnuté
zadavatelem nebo CRO nebo vytvotené pro zadavatele nebo
pro CRO, objevy (ve smyslu definovaném déle) a vSechny
udaje shromazdéné v pribéhu studie, zpravy, technické a
ekonomické informace, informace o podminkiach zadavatele
nebo CRO k této nebo jinym smlouvdm o klinické studii,
informace o obchodnich nebo studijnich strategiich, obchodni
tajemstvi a know-how predané Poskytovatele zdravotnich
sluzeb piimo nebo nepiimo, v pisemné, elektronické, tstni
nebo obrazové formé, nebo vzniklé v rdmci této smlouvy.

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

11.2 Vyjimky. Za duvérné se nepovazuji informace, které
jiz byly vetejné piistupné pied predanim zadavateli nebo
CRO, staly se vefejn¢ piistupnymi v pritbéhu trvani tohoto
zavazku davérnosti jinym zplsobem neZ porusenim této
smlouvy Poskytovatelem zdravotnich sluZeb, byly zndmy
Poskytovateli zdravotnich sluZzeb v okamZiku jejich pfedénd,
nepodléhaji ochrané nebo je Poskytovatel zdravotnich sluZeb
ziskd bez zavazku k ochran¢ od tieti strany, kterd ma ze
zékona pravo na jejich zptistupnéni.

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

11.3 Povinnost zachovdvat divérnost informaci. Bez
ptedchoziho pisemného schvédleni zadavatele nesmi
Poskytovatel zdravotnich sluzeb ani hlavni zkouSejici

pouzivat divérné informace pro jiné ucely, neZ k jakym je
opraviiuje tato smlouva a nesméji je sd¢lovat tfetim stranim
krom¢ piipadi, ke kterym je opraviiuje tato smlouva nebo
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authorized in this Agreement or as required by law.
Required disclosure of Confidential Information to the
IEC or to an applicable regulatory authority is
specifically authorized.

zakon. Konkrétné muze duveérné informace predat nezavislé
etické komisi nebo piislusnému regula¢nimu organu.

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.

11.4 Zptistupnéni osobnich tidaji vyzadované ze zdkona.
JestliZe je ze zdkona vyzadovano zpiistupnéni osobnich tidaji
za jinym ducCelem, neZ vyslovné povoluje tato smlouva,
nepiedstavuje to poruSeni smlouvy. Poskytovatel zdravotnich
sluzeb o tom musi pisemné informovat zadavatele co nejdiive
pfedem, aby zadavatel mohl podniknout zdkonné kroky
k ochrané¢ svych davérnych informaci. Poskytovatel
zdravotnich sluzeb sd€li pouze tdaje nutné pro splnéni
zakonného pozadavku a zachova divérnost osobnich tdajt ve
vztahu ke v§em ostatnim strandm.

11.5 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 five (5) years after termination.
Permitted uses and disclosures of Trial Data are described
in Section 15 (Publications) of this Agreement.

11.5 Platnost povinnosti po ukonéeni smlouvy. Povinnost
nepouzivat a nesdélovat diivérné informace s vyjimkou ddaja
o studii a analyzach biologickych vzorkl pretrvava 5 (pét) let
po ukonceni platnosti smlouvy. Pfipustny rozsah pouZiti a
zpristupnéni tdaju ze studie je popsan v bod¢ 15 (Publikace)
této smlouvy.

11.6 Return of Confidential Information. If requested
by Sponsor in writing, Institution and Principal
Investigator will return all Confidential Information
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 for the sole purpose of
determining the scope of obligations incurred under this
Agreement.

11.6 Vraceni divérnych informaci. Pokud o to zadavatel
pisemné pozadd, Poskytovatel zdravotnich sluzeb a hlavni
zkousejici vrati vSechny dliveérné informacni materidly s
vyjimkou téch, které musi podle platnych zakonu zlstat na
pracovisti provadéjicim studii. Poskytovatel zdravotnich
sluzeb a hlavni zkousSejici si vSak mohou ponechat jednu
archivni kopii davémych informaci vyhradné pro stanoveni
rozsahu povinnosti v rdmci této smlouvy.

12. Trial Data, Biological Samples, and Records.

12. Data studie, biologické vzorky a zdznamy.

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.

12.1 Data studie. V prub&hu studie mohou Poskytovatel
zdravotnich sluZeb a hlavni zkousSejici ve smyslu protokolu
shromazd'ovat a preddvat zadavateli nebo jeho zastupci urcité
udaje. Patii sem formulate CRF (nebo jejich ekvivalent),
elektronické datové zdznamy a vSechny dal$i dokumenty a
materidly vytvofené pro studii, které musi byt ptfedloZeny
zadavateli nebo jeho zdstupci, napf. rentgenové snimky,
snimky MR nebo jiné typy snimkii, EKG, EEG nebo jiné
typy zaznamid nebo vytiskll vySetfeni nebo souhrny dat
(souhrnng ,.data studie). Poskytovatel zdravotnich sluzeb a
hlavni zkouSejici zajisti pfesné a vcasné shromazdovéni,
zaznamendni a pfedloZeni dat studie.

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.

a. Vlastnictvi dat studie. S vyhradou prava
Poskytovatele zdravotnich sluZeb a hlavniho zkouSejictho na
publikaci vysledkli studie a nevyhradni licence na nékteré
zpusoby pouziti je vyhradnim vlastnikem vSech dat studie
zadavatel.

b. Non-Exclusive License. Sponsor grants
Institution and Principal Investigator a royalty free non-
exclusive license, with no right to sublicense, to use Trial

b. Nevyhradni licence. Zadavatel  ud¢luje
Poskytovatele zdravotnich sluzeb a hlavnimu zkousSejicimu
nevyhradni bezplatnou licenci na pouzivani dat studie pro
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Data for internal research or educational purposes.

interni vyzkumné nebo vzdéldvaci ucely, bez prdva na
udé¢lovéni dil¢ich licenci.

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.

c. Zdravotni zdznamy. Zdravotni zaznamy subjekt
hodnoceni, které se nepfedklddaji zadavateli, mohou
obsahovat stejné informace, jaké jsou obsazeny v datech
studie. Zadavatel si na tyto dokumenty ani informace, které
obsahuji, ne€ini vlastnicky narok.

12.2 Biological Samples. If so specified in the
Protocol, Institution and Principal Investigator may
collect and provide to Sponsor or its designee biological
samples (e.g., blood, urine, tissue, saliva, etc.) obtained
from Trial Subjects for testing that is not directly related
to patient care or safety monitoring, including
pharmacokinetic, pharmacogenomic, or biomarker testing
(“Biological Samples”).

12.2 Biologické vzorky. Poskytovatel zdravotnich sluzeb
a hlavni zkouSejici mohou vsouladu s protokolem
shromazd'ovat a pieddvat zadavateli nebo zadavatelem
uréenému subjektu biologické vzorky (napt. krev, moc, tkan,
sliny, atd.) ziskané od subjektli hodnoceni na analyzy, které

pfimo nesouviseji spéfi o pacienta nebo sledovani
bezpecnosti, véetné farmakokinetickych,
farmakogenomickych nebo biomarkerovych testd

(,,biologické vzorky*).

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

a. PouZivani. Poskytovatel zdravotnich sluzeb a hlavni
zkousejici nepouZziji biologické vzorky odebrané podle
protokolu Zadnym jinym zptsobem ani k jinému ucelu nez
stanovi protokol.

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.

b. Vysledky vzorkli. Zadavatel nebo osoba jim urcena
provede testy biologickych vzorkl, jak je wuvedeno
v protokolu.  Pokud protokol neuvadi jinak, zadavatel
neposkytne vysledky téchto testd (,,vysledky vzorkd®)
Poskytovatele zdravotnich sluZeb, hlavnimu zkousSejicimu,
ani subjektu hodnoceni. S vysledky vzorkd bude naklddano
stejné jako s daty studie; proto jestliZe zadavatel poskytne
vysledky vzorkli Poskytovatele zdravotnich sluzeb nebo
hlavnimu zkousSejicimu, budou se na tato data vztahovat
povolené zplisoby pouziti, jak jsou uvedeny v této smlouve.

12.3 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.

12.3 Zaznamy. Poskytovatel zdravotnich sluzeb a hlavni
zkousejici zajisti, aby studijni zdznamy subjektu hodnocent,
které zahrnuji kopie veskerych studijnich dat Poskytovatele
zdravotnich sluzeb a hlavniho zkousejiciho a také piislusné
zdrojové dokumenty (spole¢né oznacované jako ,,Zaznamy*)
byly udrzoviany v aktudlnim stavu a byly spravovany v
souladu s platnymi zdkony.

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. Institution
provides the fee-free archivation for the term of 5 years in
compliance with Act. No. 378/2007 Coll., and for
following 10 years will provide with archivation for fee
of NI 1his fee will be payble upon the
invoice, which will be issued after the signing of this
agreement.

Sponsor will notice Institution 6 months in advance
before the end of paid period that requires additional

a. Uschova. Poskytovatel zdravotnich sluzeb a hlavni
zkouSejici uschovaji vSechny zdznamy a dokumentaci
souvisejici se studif po obdobi pozadované platnymi zdkony a
predpisy a protokolem. Poskytovatel zdravotnich sluZzeb a
hlavni zkouSejici uschovaji vSechny zdznamy za takovych
skladovacich podminek, které umoZni jejich stabilitu a
ochranu, po obdobi patnicti (15) let po ukonceni studie.
Poskytovatel provede bezplatnou archivaci 5 let v souladu se
zakonem ¢. 378/2007 Sb. a na dalSich 10 let provede

zpoplatnénou archivaci — || B Na zpoplatnénou
archivaci bude vystavena faktura po podpisu smlouvy.

Zadavatel v predstihu 6 mésicih od konce zpoplatnéné
archivace ozndmi poskytovateli, Ze trva na dal$i archivaci a
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archiving and will pay appropriate fee.

uhradi naklady s tim spojené.

13 Personal Data.

13.1 Study Team Member Personal Data. Both prior to
and during the course of the Trial, the Principal
Investigator and his/her teams may be called upon
to provide personal data. This data falls within the
scope of the law and regulations relating to the
protection of personal data. For the Principal
Investigator, this personal data may include names,
contact information, work experience and
professional qualifications, publications, resumes,
educational background and information related to
potential Dual Capacity conflict of interest, for the
following purposes:

(D the conduct of clinical trials;

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

3) compliance with legal and regulatory
requirements

4 publication on www.clinicaltrials.gov
and websites and 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

Names and member of the Trial staff may be processed in
CRO’s study contacts database for study-related purposes
only.

13.2 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, including the
disclosure, transfer, and processing of data collected
in accordance with the Protocol, in compliance with
applicable data protection provisions.

13.3 Data Controller. The Sponsor shall be the data
controller for such personal data expect that, if CRO
deals with any personal data under this Agreement in
the manner of a data controller, CRO shall be the
data controller of such personal data to the extent of
such dealings. CRO may process “personal data” as
defined in the applicable data protection legislation

13 Osobni ddaje.

13.1 Osobni ddaje ¢lena tymu klinického hodnoceni. Jak
pfed klinickym hodnocenim, tak v jeho prabéhu
mohou byt hlavni zkousSejici a jeho/jeji tymy vyzvani,
aby poskytli osobni ddaje. Na tyto tdaje se vztahuji
zdkony a pfedpisy o ochrané osobnich udaji. U
hlavniho zkouSejictho tyto osobni uddaje mohou
zahrnovat kiestni jméno a piijmeni, kontaktni ddaje,
pracovni zkuSenosti a odbornou kvalifikaci, publikace,
Zivotopisy, dosaZené vzdelani a informace vztahujici
se k potencidlnimu stietu zdjmi vyplyvajicimu z
kumulace funkci (Dual Capacity) pro ndsledujici
ucely:

(1) realizace klinickych hodnocent;

(2) provérky provddéné orginy stitni spravy nebo
regula¢nimi orgdny, zadavatelem, CRO a jejich
zprostiedkovateli a ptidruZzenymi subjekty;

(3) dodrzovani  vSech platnych prdavnich a
regulacnich pozadavki
(4) zvetejnéni na webové strance

www.clinicaltrials.gov a na webovych strankach
a v databazich, které slouzi pro srovnavaci
ucely;
uchovavani v databdzich pro usnadnéni vybéru
zkousejicich pro klinicka hodnoceni provadéna v
budoucnu; a
(6) dodrzovani veskeré platné legislativy pro boj
proti korupci
Jména a identifikacni ddaje ¢lenti tymu klinického hodnoceni

&)

mohou byt zpracovavany v databazi kontaktnich ddaji CRO
pouze pro ucely souvisejici s klinickym hodnocenim

13.2 Osobni tdaje subjektu klinického hodnoceni. Hlavni
zkouSejici ziskd pisemny souhlas subjektu klinického
hodnoceni se shromazd’ovdnim a pouZzivanim osobnich
udaju  subjektu klinického hodnoceni pro ucely
klinického hodnoceni, v€etné zpfistupnéni, pfevodu a
zpracovani udaji shromaZdénych podle protokolu v
souladu s platnymi ustanovenimi o ochrané ddaju.

13.3 Spravce udaju. Zadavatel je sprdvcem tudaju pro tyto
osobni udaje ale pfedpoklddd se, Ze pokud CRO naklad4 s
jakymikoli osobnimi tdaji podle této smlouvy jako sprdvce
udaju, je CRO povinna byt spravcem téchto osobnich tidaji v
rozsahu, v jakém s nimi nakladd. CRO muzZe zpracovavat
,;~osobni udaje*, jak je stanoveno v platné legislativé tykajici
se ochrany osobnich udajl, kterd je platnd podle téZe nebo
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enacted under the same or equivalent/similar
national legislation (collectively “Data Protection
Legislation”), of the Principal Investigator and Trial
staff for study-related purposes and all such
processing will be carried out in accordance with the
Data Protection Legislation.

ekvivalentni/podobné vnitrostatni legislativy (spolecné déle
oznacované jako ,legislativa tykajici se ochrany udaju‘),
hlavniho zkousSejiciho a pracovniki klinického hodnoceni pro
ucely souvisejici s klinickym hodnocenim, pficemz veskeré
takové zpracovani bude provedeno v souladu s legislativou
tykajici se ochrany udajt.

14. Inspections and Audits.

14. Kontroly a audity.

14.1 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.

14.1 Pfistup. Na zdklad€é pfiméfené Zadosti a v béZné
pracovni dobé mohou zadavatel, autorizovani zastupci
zadavatele nebo piislusného regulacniho orgénu pofizovat
kopie a kontrolovat v§echny formulafe CRF a jiné zdznamy o
studii (v€etn€ zdznamu o ucastnicich studie jejich zdravotnich
karet, potvrzeni o obdrZeni a vydani 1é€iv), prostory, zafizen{
a cCinnosti souvisejicich se studii nebo nezavislou etickou
komisi a pozorovanim pribéhu studie.

14.2 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 Collaborators
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.

14.2 Ozndmeni. Poskytovatel zdravotnich sluZzeb nebo
hlavni zkousSejici museji uvédomit zadavatele do 24 (dvaceti
¢tyf) hodin po pokusu nebo Zadosti vlady, piislusného
regula¢ntho orgdnu nebo jinych osob o inspekci nebo
kontaktovani Poskytovatel zdravotnich sluZeb, hlavniho
zkousejiciho nebo spolupracujicich osob ve véci studie a
musi poskytnout zadavateli kopie veSkerych sdé€leni
zaslanych témito osobami, a rovnézZ musi poskytnout
zadavateli prileZitost zucCastnit se jakékoliv navrhované nebo
skute¢né odpovédi hlavniho zkousSejiciho nebo Poskytovatel
zdravotnich sluZeb na takova sdéleni.

143  Cooperation. Institution and  Principal
Investigator will ensure the full cooperation of the
Institution, Principal Investigator, Collaborators, and IEC
members with any such inspection and will ensure timely
access to applicable records and data. Institution and/or
Principal Investigator will promptly resolve any
discrepancies that are identified between the Trial Data
and the Trial Subject’s medical records. 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.

14.3 Spoluprace. Poskytovatel zdravotnich sluZeb a hlavni
zkousSejici museji zajistit plnou spoluprici Poskytovatele
zdravotnich sluZeb a hlavniho zkouSejiciho, spolupracujicich
osob a Clent etické komise pii takové inspekci a musi zajistit
vCasny piistup k pifisluSnym zdznamim a datim.
Poskytovatel zdravotnich sluzeb nebo hlavni zkouSejici
museji bez odkladu fesit jakékoliv nesrovnalosti shledané v
datech studie a zdravotnich zdznamech subjektti hodnoceni.
Poskytovatel zdravotnich sluzeb nebo hlavni zkousSejici bez
odkladu piedaji zadavateli kopie vSech ndlezl inspekce, které
Poskytovatel zdravotnich sluZeb nebo hlavni zkouSejici
obdrzi od regulacniho orgdnu v souvislosti se studii.
Kdykoliv je to realizovatelné, Poskytovatel zdravotnich
sluZeb nebo hlavni zkousejici také daji zadavateli piileZitost
pfedem prohlédnout a opatfit pfipominkami vSechny
odpovédi Poskytovatele zdravotnich sluzeb nebo hlavniho
zkousejiciho na inspekce regulaénich organd vztahujici se ke
studii.

15. 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

15. Objevy. Jestlize vysledkem provadéni studie bude objev,
at’ patentovatelny ¢i nikoli, (,,objev), Poskytovatel
zdravotnich sluzeb a hlavni zkousSejici o tom budou okamzité
informovat zadavatele. Poskytovatel zdravotnich sluzeb a
hlavni zkousejici postoupi veskeré niroky k tomuto objevu
zadavateli bez jakychkoliv dal$ich zdvazkt nebo thrad kromé
téch, které poskytuje tato smlouva. Poskytovatel zdravotnich
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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.

sluZzeb a hlavni zkouSejici poskytnou zadavateli na nédklady
zadavatele priméfenou pomoc pii poddvani patentovych
pfihlaSek ve vztahu k objevu a jejich uplatnovani. Zadavatel
udéluje Poskytovateli zdravotnich sluzeb a hlavnimu
zkousejicimu nevyhradni bezplatnou licenci bez prava na
udélovani dil¢ich licenci a na pouZivani dat studie pro intern{
vyzkumné nebo vzdélavaci tcely.

16. Publications. Institution and Principal
Investigator may publish the results of the
Trial. However, at least sixty (60) days prior to
submitting a manuscript to a publisher or other
outside persons (i.e., reviewer(s)) or prior to
any public presentation, a copy of the
manuscript or presentation will be provided to
Sponsor by Institution and Principal
Investigator for Sponsor to review. If
Institution and Principal Investigator are part of
a multi-center trial, Institution and Principal
Investigator agree that the first publication will
be a joint publication containing full trial
results. If there has been no multi-center
publication within eighteen (18) months of
completion or termination of the Trial,
Institution and Principal Investigator are free to
publish separately, subject to the other
requirements of this Agreement. If Institution
and Principal Investigator are conducting a
single-center trial, Institution and Principal
Investigator may publish the results based on
analyses pre-specified in the Protocol, in
collaboration with Sponsor.
Institution and Principal Investigator agree that
Sponsor is free to use, copy, reprint, disseminate,
and translate, in whole or in part, any publication
related to the Trial or otherwise to this
Agreement, including, but not limited to any
article, abstract, manuscript, data, text, diagrams,
posters, charts, slides or pictures related to the
Trial results, so long as proper attribution is
provided to the author(s).

Sponsor reserves the right to publish in connection with
the Trial.

16. Publikace. Poskytovatel zdravotnich sluzeb a hlavni
zkousejici miiZou uvetejnit vysledky klinického hodnoceni.
Nicméné, nejméne Sedesat (60) dnd pied predloZenim
publikace vydavateli anebo jiné tfeti osob& (naptiklad
recenzentovi(im) anebo pted jakoukoli vefejnou prezentaci
dila, musi Poskytovatel zdravotnich sluZeb a hlavni
zkousejici predloZit kopii publikace anebo prezentace
zadavateli ke kontrole. Pokud se Poskytovatel zdravotnich
sluzeb a hlavni zkouSejici dcastni multicentrického
klinického hodnoceni, Poskytovatel zdravotnich sluzeb a
hlavni zkousejici souhlasi s tim, Ze prvni uvefejnéni bude
spole¢nou publikaci obsahujici veskeré vysledky klinického
hodnoceni. Pokud nebude publikace o multicentrickém
klinickém hodnoceni vyddna do osmnicti (18) mésici po
dokonéeni anebo ukonceni klinického hodnoceni, budou
Poskytovatel zdravotnich sluZzeb a hlavni zkouSejici
opradvnéni publikovat voln€ a samostatné pod podminkou
souladu s ostatnimi ustanovenimi této Smlouvy. Pokud
Poskytovatel zdravotnich sluZzeb a hlavni zkouSejici vedou
klinické hodnoceni sjednim centrem, Poskytovatel
zdravotnich sluzeb a hlavni zkouSejici mizou publikovat
vysledky na zdkladé analyz predem specifikovanych
v Protokole a v spoluprici se Zadavatelem.

Poskytovatel zdravotnich sluZeb a hlavni zkouSejici souhlas,
7Ze zadavatel je oprdvnén uZivat, kopirovat, tisknout,
roz§ifovat a preklddat, zcela anebo zCasti, jakoukoliv
publikaci tykajici se klinického hodnoceni anebo této
Smlouvy, vcetné jakéhokoliv ¢lanku, abstraktu, prvopisu,
udajii, textu, diagramu, posterii, tabulek, prezentaci anebo
obrazku tykajicich se vysledkt Klinického hodnoceni a to tak
dlouho, nez je fadné citovan autor téchto del.
Zadavatel si vyhrazuje prdvo publikovat v souvislosti
s Klinickym hodnocenim

17. Publicity. Neither party will use the name of the
other 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. Publicita. Zadnd ze stran nepouZije jméno druhé strany
ani Zddného zjejich zaméstnancti pro ucely reklamy a
propagace bez pisemného svoleni druhé strany. Zadavatel si
vSak rezervuje pravo uvést Poskytovatele zdravotnich sluzeb
a hlavniho zkousSejictho v souvislosti s uvedenim protokolu
v databance klinickych hodnoceni Narodnich instituti zdravi
(NIH), jinych vefejné dostupnych seznamech klinickych
hodnoceni nebo jinych sluzbach ¢i mechanismech ndboru
pacientd.

18. Indemnification. = Sponsor agrees to indemnify,
defend or cover costs of defense for, and hold harmless

18. Zbaveni odpovédnosti. Zadavatel se zavazuje, Ze zbavi
odpovédnosti, obhdji, ponese ndklady obhajoby a nebude
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(“Indemnify”) the Trial investigators; any institution at
which the Trial is conducted, its officers, agents, and
employees; (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 Trial
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 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.

pozadovat ndhradu Skody (,,zbavi odpovédnosti®) zkousejici
v ramci studie; jakéhokoliv Poskytovatele zdravotnich sluZeb,
u kterého se studie provadi, jeho pfedstavitele, zdstupce a
zaméstnance (souhrnné ,.strany zbavené odpovédnosti®) vuci
veSkerym ndrokiim vznesenym tfeti stranou ohledné Skod,
nakladd, odpovédnosti, vydaji souvisejicich s ijmou subjektu
hodnoceni, nidvrhem studie nebo specifikacemi protokolu
studie. Ujma subjektu hodnoceni znamend télesnou djmu
nebo psychiatrickou udalost souvisejici s lé¢ivem zptisobenou
poddvanim nebo pouZividnim lé¢iva zadavatele poZadovaného
protokolem, které by subjekt hodnoceni pravdépodobné
neutrpél, kdyby se studie nezdcastnil. Zadavatel se dile
zavazuje, 7e uhradi Poskytovateli zdravotnich sluzeb
skute¢né ndklady diagnostickych postupi a lékarské péce
nezbytné k 1écbé poskozeni subjektu  hodnoceni.
Poskytovatel zdravotnich sluZzeb a hlavni zkouSejici se
zavazuji, Ze poskytnou nebo zajisti okamZitou diagnézu a
1écbu jakékoli zdravotni djmy vzniklé subjektu hodnoceni
ndsledkem jeho uUcasti ve studii. Poskytovatel zdravotnich
sluZeb a hlavni zkouSejici se dédle zavazuji, Ze o takové
zdravotni 4jme€ okamzit¢ uvédomi zadavatele.

18.1 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, or (c) negligence or willful
misconduct by an Indemnified Party.

18.1 Vyjimky. Z této dohody o zbaveni odpovédnosti jsou
vynaty veSkeré ndroky na thradu Skod vzniklych (a)
nedodrZovanim protokolu nebo pisemnych pokynti zadavatele
na stran¢ ,,strany zbavené odpovédnosti, (b) nedodrzovanim
platnych statnich predpist ,stranou zbavenou
odpovédnosti“ nebo (c) nedbalosti nebo zdmérné nespravnym
jednanim strany zbavené odpoveédnosti.

18.2 Notice and Cooperation. Institution and Principal
Investigator agree to provide Sponsor 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, provided it is not contrary to good
manners and laws of Czech Republic.

18.2 Oznédmeni a spolupridce. Poskytovatel zdravotnich
sluZeb a hlavni zkouSejici se zavazuji, Ze zadavateli okamzit¢é
ozndmi jakékoli naroky podléhajici zbaveni odpovédnosti a
budou s nim plné spolupracovat na jejich feseni. Pokud o to
zadavatel pozada, Poskytovatel zdravotnich sluzeb a hlavni
zkousejici se zavazuji, Ze zadavateli pfenechaji vyhradni
vedeni obhajoby naroku podléhajictho zbaveni odpoveédnosti
za ptredpokladu, Ze nebude odporovat dobrym mravim a
pravnimu fadu Ceské republiky.

18.3 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.

18.3 Narovndni nebo kompromis. = Narovnini nebo
kompromisni  feSeni ndroku  podléhajictho  zbaveni
odpovédnosti nebude pro zadavatele zdvazné bez jeho
pfedchoziho pisemného souhlasu. Tento souhlas s
narovninim nebo kompromisnim feSenim nebude zadavatel
nepiiméfené odpirat. Zadni ze stran neuznd pochybeni
jménem druhé strany bez jejitho pisemného souhlasu.

18.4 CRO expressly disclaims any and all liability
whatsoever in connection with the Sponsor Drug or the
Trial Protocol except to the extent that such liability
arises from CRO’s negligent act, omission or willful
misconduct.

184 CRO vyslovné odmitd jakoukoli odpovédnost
v souvislosti s 1écivem zadavatele nebo protokolem studie
s vyjimkou piipadl, kdy odpovédnost vznikne na zdkladé
nedbalého jednédni, opomenuti nebo zdmeérného nespravného
jednéni CRO.
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19. Termination.

19. Ukonceni.

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

19.1 Podminky ukonceni platnosti smlouvy. Platnost této
smlouvy skon¢i, pokud nastane kterdkoliv z ndsledujicich
udélosti:

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.

a. Odepfeni souhlasu etickou komisi. Jestlize bez
zavinéni Poskytovatele zdravotnich sluZzeb nebo hlavniho
zkouSejictho studie nebude zahdjena z divodu nesouhlasu
etické komise, platnost této smlouvy skon¢i s okamZitou
platnosti.

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.

b. Ukonceni studie. Pro dcely této smlouvy je smlouva
povaZzovand za ukonenou po dokonceni vSech Ccinnosti
vyzadovanych protokolem pro vSechny zatfazené subjekty
hodnoceni, a poté, co zadavatel obdrzi vSechny relevantni
udaje poZadované protokolem, dokumenty studie a biologické
vzorky a obé strany smlouvy obdrzi vSechny dluzné platby.

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.

c. Pred¢asné ukonceni studie. Jestlize dojde ve smyslu
dile uvedeném k ptedCasnému ukonceni smlouvy, platnost
této smlouvy skonéi poté, co zadavatel obdrzi vSechny
relevantni ddaje pozadované protokolem, dokumenty studie a
biologické vzorky, a ob¢ strany smlouvy obdrzi vsSechny
dluzné platby.

(1) Termination of Trial Upon Notice. Sponsor
reserves the right to terminate the Trial for any reason
upon thirty (30) days written notice to Institution and
Principal Investigator.

(I) Ukonceni studie vypovédi. Zadavatel si
rezervuje pravo ukoncit studii z jakéhokoliv diivodu na
zéklad¢ tiiceti (30) denni pisemné vypoveédi zaslané
Poskytovateli zdravotnich sluZzeb a hlavnimu zkouSejicimu.

(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 that include failure to
enroll Trial Subjects at a rate sufficient to achieve Trial
performance goals; material unauthorized deviations
from the Protocol or reporting requirements;
circumstances that in Sponsor’s opinion pose risks to the
health or well being of Trial Subjects; or regulatory
agency actions relating to the Trial or the Sponsor Drug
or Comparator Drug.

(2) Okamzité ukoneni studie zadavatelem.
Zadavatel si dale vyhrazuje pravo pisemnou vypovédi ukoncit
studii okamzité z divodu, jako jsou zatazovani subjektd do
studie nedostatecné rychle pro dosazeni cill, vyznamné
neschvilené materidlni odchylky od protokolu, nesplnéni
zdaznamni povinnosti, okolnosti, které podle zadavatelova
ndzoru predstavuji nebezpe¢i pro zdravi nebo pohodu
subjekt hodnoceni nebo krokii regula¢niho organu ve vztahu
ke studii nebo 1é¢ivu zadavatele ¢i srovnavacimu 1écivu.

(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.

(3) Okamzité ukonceni studie Poskytovatelem
zdravotnich sluzeb nebo hlavnim zkouSejicim. Poskytovatel
zdravotnich sluzeb a hlavni zkousSejici si vyhrazuji pravo
pisemnou vypovédi zadavateli nebo spolecnosti INC
Research ukoncit studii s okamZitou platnosti, pokud to
pozaduje nezdvisld etickd komise nebo pokud je ukonceni
nutné pro ochranu zdravi subjektti hodnoceni.

(4) Notification of the end of the Trial - Sponsor shall
forward a Notification of the end of the Trial to the
Institution’s Legal Department after Study termination.

(4) Oznameni o ukonceni studie — Zadavatel piedd po
ukonceni studie ozndmeni o ukonceni studie na pravni odbor
Poskytovatele zdravotnich sluzeb.

19.2 Payment upon Termination. If the Trial is
terminated early in accordance with this Agreement,
Sponsor will provide a termination payment equal to the
amount owed for work already performed up to and
including the effective date of termination, in accordance
with Attachment B, less payments already made. The
termination payment will include any non-cancelable

19.2 Platba po ukonceni. Jestlize dojde k pred¢asnému
ukonceni studie v souladu s touto smlouvou, zaplati zadavatel
posledni platbu rovnajici se ¢astce dluzné za jiz provedenou
préaci az do dne uc¢innosti ukonceni smlouvy véetné, v souladu
s piilohou B, po odecteni jiZ vyplacenych plateb. Posledni
platba bude =zahrnovat vSechny nezruSitelné vydaje
s vyjimkou osobnich nakladi, pokud byly fadné vynaloZeny a
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expenses, other than 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.

pfedem schvileny zadavatelem a pouze v rozsahu, ve kterém
je nelze pfimétené omezit. JestliZe studie nebyla zahdjena z
divodu odepreni souhlasu etické komise, zadavatel proplati
Poskytovateli zdravotnich sluzeb honordi etické komise a
vSechny dalsi vylohy, které zadavatel pfedem pisemné
schvalil.

19.3 Return of Materials. Unless Sponsor instructs
otherwise in writing, Institution and Principal
Investigator will promptly return all materials supplied by
Sponsor for Trial conduct, including unused Sponsor
Drug or Comparator Drug, unused CRFs, and any
Sponsor -supplied Equipment.

19.3 Vréiceni materidli. Pokud zadavatel neud€li jiné
pisemné pokyny, Poskytovatel zdravotnich sluZeb a hlavni
zkousejici okamzit¢ vrati vSechny materidly obdrZzené od
zadavatele pro provddéni studie, vcetné nepouzitych 1éCiv
zadavatele nebo srovnavacich 1é¢iv, nepouZitych formulait
CREF a veskerého zatizeni poskytnutého zadavatelem.

20. Insurance. The Institution and Principal Investigator
will secure and maintain in full force and effect
throughout the performance of the Trial (and following
termination of the Trial to cover any claims arising from
the Trial) insurance coverage for medical professional
liability with limits in accordance with local standards for
all medical professionals conducting the Trial.

The Sponsor agrees and confirms that it will ensure the
Clinical Trial Insurance in accordance to section 52 part 3
f) Act No. 378/2007 Coll. on Pharmaceuticals as

20. Pojisténi.  Poskytovatel zdravotnich sluzeb a hlavni
zkousejici zajisti pojistné kryti profesni odpoveédnosti pro
vSechny zdravotnické odborniky provadéjici studii a po dobu
provadéni studie (a po ukonceni studie na kryti vSech naroka
vzniklych v souvislosti se studif) a budou udrzovat jeho plnou
platnost a dcinnost s limity nastavenymi v souladu
s nejlepSimi mistnimi standardy.

Zadavatel prohlaSuje a potvrzuje, Ze v souladu s ust. § 52
odst. 3, pism. f) zdkona ¢&. 378/2007 Sb., o léCivech, v

platném znéni, zajisti pojisténi klinického hodnoceni.

amended.
21. Debarment, Exclusion, Licensure and | 21. Zdkaz ¢innosti, vylouceni, povoleni pracovat ve
Response. Institution and Principal Investigator each | zdravotnictvi a fteSeni situace. Poskytovatel zdravotnich

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 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 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.

Neither Institution nor Principal Investigator will pay
another physician to refer subjects to the Study.

sluzeb a hlavni zkouSejici potvrzuji, Ze na n¢ nebyl uvalen
zdkaz ¢innosti ani omezeni k provadéni klinického vyzkumu
a 7e nepouzije v Zadné souvislosti sluZeb jakékoli osoby, na
kterou se vztahuje zdkaz nebo omezeni plsobeni v klinickém
vyzkumu podle platnych zakonti pro sluzby, které budou
poskytovany podle této smlouvy. Poskytovatel zdravotnich
sluzeb a hlavni zkousejici také potvrzuje, Ze nebyli vylouceni
z 7Zadného vladniho programu zdravotni péce. Poskytovatel
zdravotnich sluZeb a hlavni zkouSejici dale potvrzuji, Ze na né
nebyla uvalena statni spridva a Ze neporuSili Zaddné platné
zakony a ptedpisy proti uplatkim a korupci. Po dobu trvani
této smlouvy a tif let po jejim ukonceni Poskytovatel
zdravotnich sluZeb a hlavni zkouSejici okamzité¢, pokud
mozno do 2 (dvou) pracovnich dnil pisemné uvédomi
zadavatele, jestlize bude nutné pozménit nékteré z opravnéni
ve svétle novych informaci nebo kdyz se dozvi o vdznych
problémech v souvislosti s povolenim pracovat ve
zdravotnictvi u kohokoliv, kdo na studii pracoval (v&etné
hlavniho zkouSejictho). Poskytovatel zdravotnich sluzeb a
hlavni zkouSejici budou spolupracovat se spole¢nosti INC
Research pfi ptijimani potfebnych ndpravnych opatteni.

Ani Poskytovatel zdravotnich sluZeb ani hlavni zkouSejici
nebudou provadét thrady dalsimu 1ékafi v souvislosti s
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Institution and Principal Investigator represent and
warrant that payments or items of value received pursuant
to this Agreement or in relation to the Study will not
influence any decision that Institution, Principal
Investigator or any of their respective owners, directors,
employees, agents, consultants, or any payee under this
Agreement may make, as a government official or
otherwise, in order to assist Sponsor or CRO to secure an
improper advantage or obtain or retain business.

Institution and Principal Investigator further represent
and warrant that neither they nor any of their respective
owners, directors, employees, agents, or consultants, nor
any payee under this Agreement, will, in order to assist
Sponsor or CRO to secure an improper advantage or
obtain or retain business, directly or indirectly pay, offer
or promise to pay, or give any items of value to any
person or entity for purposes of (i) influencing any act or
decision; (ii) inducing such person or entity to do or omit
to do any act in violation of their lawful duty; (iii)
securing any improper advantage; or (iv) inducing such
person or entity to use influence with the government or
instrumentality thereof to affect or influence any act or
decision of the government or instrumentality.

vytipovanim subjektii pro klinické hodnoceni. Poskytovatel
zdravotnich sluzeb a hlavni zkouSejici prohlasuji a garantuji,
Ze platby nebo pfedméty majici hodnotu ziskané podle této
smlouvy nebo v souvislosti s klinickym hodnocenim nebudou
mit vliv na Zadnd rozhodnuti Poskytovatele zdravotnich
sluZzeb, hlavnitho zkouSejictho ani Zadného =z jejich
ptislusnych vlastniku, feditelt, pracovniku,
zprostiedkovatelil, konzultantli, a Ze ani Zadny jiny piijemce
platby podle této smlouvy nebude na zdkladé svého postaveni
pracovnika stitni sprdvy c¢i jiného postaveni poskytovat
soucinnost zadavateli ani CRO pro zajiSténi nepiipustné
vyhody nebo ziskani ¢i zachovani obchodni piileZitosti.

Poskytovatel zdravotnich sluZzeb a hlavni zkousejici déle
prohlasuji a garantuji, Ze ani Poskytovatel zdravotnich sluzeb
ani hlavni zkousejici ani Zadny z jejich piislusnych vlastniki,
feditell, zaméstnanci, zprostfedkovatell ¢i konzultantd, ani
Zadny piijemce platby podle této smlouvy, s cilem pomoci
zadavateli nebo CRO zajistit nepiipustnou vyhodu nebo
ziskat ¢i zachovat obchodni pfileZitost, piimo nebo nepiimo
neuhradi, nenabidne ani neslibi, Ze uhradi, a ani neda zadné
prfedméty majici hodnotu Zadné osob€ ani subjektu za icelem
(i) ovlivnéni jakéhokoliv dkonu nebo rozhodnuti; (ii) pfim&t
jakoukoliv takovou osobu nebo subjekt, aby konal ¢i nekonal
v rozporu se svou povinnosti vyplyvajici ze zdkona; (iii)
zajiSténi jakékoliv nepiipustné vyhody; nebo (iv) pfimét
takovou osobu nebo subjekt, aby vyuzil svij vliv v rdmci
staitni spravy nebo jejim prostfednictvim pro ovlivnéni
jakéhokoliv dkonu nebo rozhodnuti stitni spravy nebo
¢inéného jejim prostiednictvim.

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

22. Postoupeni a delegovani. Zadavatel mize kdykoliv po
pisemném oznameni Poskytovateli zdravotnich sluZeb a
hlavnimu zkouSejicimu pfevzit zdvazky a pradva CRO nebo
nahradit CRO jinym nezdvislym dodavatelem. Poskytovatel
zdravotnich sluzeb ani hlavni zkouSejici nesméji prevést na
jiny subjekt nebo na subdodavatele zadna prava a zdvazky
vyplyvajici z této smlouvy bez ptfedchoziho pisemného
souhlasu zadavatele a vyslovného souhlasu Poskytovatele
zdravotnich sluZeb, hlavniho zkouSejictho, CRO a piipadného
nového nabyvatele prav nebo subdodavatele. Poskytovatel
zdravotnich sluZzeb nebo hlavni zkousejici museji pfedem
uvédomit zadavatele predtim, neZz se piestchuji do nové
lokality. Tato smlouva je zdvazna pro ndsledniky a povolené
nabyvatele prav zadavatele a v Gplnosti na n¢€ pirechazi.

23. Equipment. Sponsor may provide, or arrange for a
vendor to provide, certain equipment for use by
Institution and Principal Investigator during the conduct
of the Trial (“Equipment”). Equipment use, ownership
and disposition terms are further outlined in Attachment
C

23. Zafizeni. Zadavatel muize poskytnout nebo zafidit
dodavku urcitého zatizeni pro pouZiti ze strany Poskytovatel
zdravotnich sluzeb a hlavniho zkouSejictho béhem provadéni
studie (,,zafizeni). = Podminky pouzivani, vlastnictvi a
likvidace zafizeni jsou uvedeny podrobné v piiloze C.

24. Survival of Obligations. Obligations relating to
Research Grant, Confidential Information, Inventions,
Records, Publications, Publicity, Debarment and
Exclusion, and Indemnification survive termination of

24. Platnost povinnosti po ukonceni smlouvy. Povinnosti
tykajici se vyzkumného grantu, divérnych informaci, objevi,
zaznamu, publikaci, publicity, zdkazu Cinnosti a vylouceni a
zbaveni odpovédnosti zlistavaji v platnosti i po ukonceni této
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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.

smlouvy, stejné¢ jako dal§i ustanoveni této smlouvy nebo
jejich priloh, které diky svému charakteru a zaméru po
ukonceni smlouvy zlstavaji naddle v platnosti.

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

25. Uplnost smlouvy. Tato smlouva obsahuje tipIné ujednéni
stran a k datu d¢innosti nahradi v§echny ostatni smlouvy mezi
smluvnimi stranami tykajici se dané studie. Tuto smlouvu lze
prodlouzit, obnovit nebo jinak upravit pouze na zdkladé¢
pisemného dodatku podepsaného obéma smluvnimi stranami.
Vzdani se prdva na dodrzeni jakékoli podminky nebo
ustanoveni této smlouvy, nebo jejich poruSeni na zdkladé
jednani ¢i jinak v jednom ¢i vice pripadech, nebude
povazovano ani vyklddano jako dal$i nebo pokracujici vzdani
se prava na dodrZeni takové podminky nebo ustanoveni, ani
jeho ptedchozi, soucasné nebo ndsledné poruseni, nebo
vzdani se prdva na dodrZeni jakékoli jiné podminky nebo
ustanoveni této smlouvy stejného nebo odlisného charakteru.

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

26. Rozpor s pfilohami. Pokud jsou podminky a ustanoveni
této smlouvy v rozporu s podminkami a ustanovenimi
protokolu, podminky a ustanoveni této smlouvy budou mit
pfevahu s ohledem na pridvni a obchodni zileZitosti a
podminky a ustanoveni protokolu budou mit pfevahu s
ohledem na technicky vyzkum a védecké otdzky, pokud
nebude vyslovné dohodnuté jinak pisemnou formou mezi
smluvnimi stranami.

27. 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. Vztahy mezi stranami. Vztah Poskytovatele zdravotnich
sluzeb a hlavniho zkouSejictho k zadavateli je vztahem
nezdvislych smluvnich stran, nikoli vztahem partnerského
podniku, firmy a jejtho zastupce, zaméstnance a
zaméstnavatele, spole¢ného podniku a podobné.

28. 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) 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. Vy$8i moc. Zadna ze smluvnich stran neodpovidd za
zpozdéni v plnéni nebo neplnéni povinnosti vyplyvajicich
ztéto smlouvy, jestliZe takové zpozdéni ¢i neplnéni je
disledkem okolnosti mimo jeji pfimétenou kontrolu (kromé
jiného vcetné bozi vile, zdsahi vlady, nehody, stavky,
terorizmu, bioterorizmu, vysazeni z price nebo jiné formy
protestnich akci zaméstnancl) a okamZit¢ o ném uvédomi
druhou stranu (,,vy$§i moc*). Zasah vy$si moci nepfedstavuje
poruSeni této smlouvy a termin plnéni bude piiméfené
posunut. Jestlize vSak trvd vice nez 30 (tficet) dnt, strany
mohou zahdjit diskusi s cilem tlevy jejich dusledkd a pokud
je to mozné s cilem dohodnout se na alternativnich
ujednénich, kterd mohou za danych okolnosti byt pfimétena.

29. 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.

29. Rozhodné pravo. S vyhradou vySe uvedenych podminek
provadéni studie se tato smlouva fidi a je vykldddna podle
zakonu Ceské republiky.

30. 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

30. Ozndmeni. VSechna ozndmeni vyZadovand touto
smlouvou musi byt poddna v pisemné formé. Za dorucend
budou povaZovana pii osobnim doruceni, zaslani kuryrni
sluZzbou nebo doporuéenym dopisem za podminky, Ze
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matters, such as safety reports, will be promptly
communicated via telephone, and confirmed in writing:

vSechny naléhavé véci jako zprdvy o bezpecnosti budou
okamzité¢ nahldSeny po telefonu a potvrzeny pisemné na
adresu:

SPONSOR:

ZADAVATEL:

Otsuka Pharmaceutical Development &
Commercialization, Inc.

Otsuka Pharmaceutical Development & Commercialization,
Inc.

With a copy to CRO:

Kopie pro:

Institution:

Poskytovatel zdravotnich sluzeb:

University Hospital Hradec Krélové

Fakultni nemocnice Hradec Kralové

Legal Department — Dasa Prokipkova

Pravni odbor — Déasa Proklipkova

Sokolska 581

Sokolska 581

500 05 Hradec Krilové — Novy Hradec Kralové

500 05 Hradec Krélové — Novy Hradec Krilové

Czech Republic

Ceska republika

Principal Investigator:

University Hospital Hradec Kralové

Hlavni zkousSejici:

Fakultni nemocnice Hradec Kralové

Hemodialysis center

Hemodialyzac¢ni stfedisko

Sokolskd 581

Sokolskd 581

500 05 Hradec Kralové — Novy Hradec Kréalové

500 05 Hradec Kralové — Novy Hradec Krdlové

Czech Republic

Ceska republika

31. Nondiscrimination And Equal Treatment. The
Institution and Principal Investigator hereby certifies by
signing this Agreement that all services are provided in
accordance with all applicable national laws, regulations
and guidelines relating to equal treatment of and anti-
discrimination towards individuals with regard to racial
or ethnic origin; religion and belief ; disability; sexual
orientation and age.

31. Zikaz diskriminace a rovné zachdzeni. Poskytovatel
zdravotnich sluZeb a hlavni zkouSejici potvrzuji podpisem
této smlouvy, Ze veSkeré sluzby se poskytuji v souladu se
viemi platnymi ndrodnimi zdkony, pfedpisy a smérnicemi
tykajicimi se rovného zachazeni a zdkazu diskriminace osob
na zakladé rasového ¢i etnického pivodu, ndboZenstvi,
vyznéni, zdravotniho postiZeni, sexudlni orientace a veéku.

In case of any discrepancies between English and Czech
version of this Agreement, the Czech version shall
prevail and be decisive.

The parties hereto agree that before taking any legal
action they shall endeavor to amicably settle any dispute

V ptipadé€ rozporu mezi anglickou a ¢eskou verzi této
smlouvy ma piednost a je rozhodujici verze ceska.

Smluvni strany se zavazuji, Ze dffve neZ u€ini jakékoli pravni

kroky, budou se snaZit smirn¢ urovnat veSkeré spory vzniklé
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arising between them in connection with the execution of
this Agreement. In the event that the Parties will fail to
reach an amicable agreement within two weeks, the
dispute shall be settled by the relevant Czech court
having jurisdiction.

The Parties acknowledge that this Agreement will be
published in the Agreement Registry. The Parties agreed
that Sponsor’s marked trade secrets will be before the
publishing removed from the Agreement. The Parties
further agreed that Institution will publish the Agreement
in the Registry.

The Parties acknowledge that the SIV will be not
conducted before the Agreement will be published in the
Registry.

mezi nimi v souvislosti s provddénim této smlouvy. V
piipadé, Ze strany nedosdhnou smirného feSeni do dvou
tydntl, bude spor fesen piislusnym soudem Ceské republiky.

smlouva bude
uvefejnéna v registru smluv. Smluvni strany se dohodly, zZe
oznaené obchodni tajemstvi zadavatelem, bude pired
zaddnim smlouvy do registru smluv odstranéno. Ddle se
strany dohodly, Ze uvefejnéni smlouvy do registru provede
Poskytovatel.

Smluvni strany berou na védomi, Ze

Strany berou na védomi, Ze nedojde k inicia¢ni navstévé do
okamziku uverejnéni konefného dokumentu v registru
smluv.

[SIGNATURE PAGE FOLLOWS]

[NASLEDUJE STRANA S PODPISEM]
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Agreed to and Accepted:

Souhlasim a pFijimam.

Otsuka Pharmaceutical Development &
Commercialization, Inc. by INC RESEARCH UK
Limited as its attorney-in-fact / Otsuka Pharmaceutical
Development & Commercialization, Inc. by INC
RESEARCH UK Limited jako jeho skute¢ny zastupce

INSTITUTION/POSKYTOVATEL ZDRAVOTNICH
SLUZEB
Fakultni nemocnice Hradec Kralové

Signature/Podpis

Signature/Podpis

Printed Name/Jméno hiillkovym pismem

Printed Name/Jméno hiillkovym pismem

] Director/Reditel
I

Title/Funkce Title/Funkce
Date/Datum Date/Datum
PRINCIPAL INVESTIGATOR/HLAVNI

ZKOUSEJICI

Signature/Podpis

Principal Investigator/Hlavni zkousSejici

Title/Funkce

Printed Name/Jméno hillkovym pismem

Date/Datum
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Attachment A

Priloha A

Protocol

Protokol

The clinical Trial to be performed pursuant to this
Agreement shall be that set forth in the Protocol dated 14
July 2014 and incorporated into this Agreement attached
hereto by reference in addition to all current and future
amendments thereto, which is incorporated into this
Agreement by reference and entitled:

Klinicka studie podle této smlouvy dand protokolem ze dne
14. cervence 2014 se timto vedle vSech stdvajicich a
budoucich dodatkli stava pfipojenou soucasti smlouvy pod
ndzvem:

Protocol # 156-13-211 “A Phase 3b, Multi-center, Open-
label Trial to Evaluate the Long Term Safety of Titrated
Immediate-release Tolvaptan (OPC 41061, 30 mg to
120mg/day, Split dose) in Subjects with Autosomal
Dominant Polycystic Kidney Disease ”

Protokol ¢. 156-13-211 ,Multicentrické, nezaslepené
klinické faze 3b hodnotici dlouhodobou
bezpecnost tolvaptanu s okamZitym uvoliiovinim (OPC
41061, 30 mg az 120 mg/den, délend davka) u subjektd s
polycystickou chorobou ledvin autosomdln¢ dominantniho

typu“

hodnoceni
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Attachment B

Priloha B

RESEARCH GRANT PAYMENT TERMS

PLATEBNI PODMINKY VYZKUMNEHO GRANTU

1. Payee details
The Parties agree that the payee designated below is the

proper payee for this Agreement, and that payments under
this Agreement will be made only to the following payee
(“Payee):

2. Udaje o pifjemci platby

Strany se zavazuji, Ze piijemce platby uvedeny niZe je
fadnym pifjemcem platby podle této smlouvy a Ze platby
podle této smlouvy budou provadény pouze nasledujicimu
piijemci platby (déle jen ,,piijemce platby*):

Payee Name Nazev prijemce
iversity Hospital H
Unfvers/lty ospital Hradec platby Fakultni nemocnie Hradec Kralové
Krélové
Sokolska 581 Adresa  prijemce | Sokolskd 581
Payee Address o o2 .
500 05 Hradec Krélové — | platby: 500 05 Hradec Krdlové — Novy
Novy Hradec Kralové Hradec Krilové
Czech Republic Ceska republika
5 Nazev banky 5
Bank Name Ceska sporitelna a.s., Praha Ceska spotitelna a.s., Praha

Bank Account

IBAN Number or branch

6256082/0800

CZ95 0800 0000 0000 0625

Bankovni tcet 6256082/0800

Cislo IBAN - nebo | /05 4800 0000 0000 0625 6082

number 6082 ¢islo pobocky
SWIFT Code GIBACZPX Kod SWIFT GIBACZPX
Identifikaéni dislo
VAT/GST/Tax D CZ00179906 DPH{GST: CZ00179906
Number (spotiebni
dar)/darnové
Payment reference Invoice number Variabilni symbol Cislo faktury

The Parties acknowledge that the designated Payee is
authorized to receive all of the payments for the services
performed under this Agreement. If the Investigator is not
the Payee, then the Payee's obligation is to reimburse the
Investigator, if applicable., The reimbursement to
Investigator and to Collaborators will be paid by Institution
in accordance with Institution’s internal regulations.
Investigator acknowledges that if Investigator is not the
Payee, CRO will not pay Investigator even if the Payee

Strany potvrzuji, Ze urceny piijemce platby je opravnén
ziskat veSkeré platby za sluzby realizované podle této
smlouvy. Neni-li zkousejici ptijemcem platby, je povinnost
pfijemce platby uhradit vydaje vynaloZené zkousejicim,
Odmeéna
spolupracujicim osobdm bude vyplacena Poskytovatelem

pokud takové existuji. zkouSejicimu a
zdravotnich sluzeb dle vnitfni smérnice Poskytovatele
7Ze pokud

zkousejici neni piijemcem platby, CRO neposkytne platbu

zdravotnich sluZeb. ZkousSejici potvrzuje,
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fails to reimburse Investigator.

No separate agreement will be closed between Sponsor and
the Investigator and/or Collaborators.

zkousejicimu, a to ani v pifipadé, Ze piijemce platby
neuhradi vydaje zkouSejicimu.

Zadavatel se zavazuje, Ze na tuto studii neuzavie se
zkouSejicim ani jinou spolupracujici osobou Zidnou dalsi
smlouvu.

2. PAYMENT DISPUTE

2. SPOR TYKAJICI SE PLATBY

Site will have thirty (30) days from the receipt of final
payment to submit any outstanding invoices or dispute any
payment discrepancies during the course of the Study.
Neither CRO nor Sponsor will be liable for any payment to
the Center, the Investigator, the Research Company or any
other Payee when request is made more than thirty (30)
days after receipt of final payment.

Misto provadéni klinického hodnoceni ma lhtitu tficeti (30)
dnti od data pfiijeti konec¢né platby na predloZeni jakychkoli
neuhrazenych faktur nebo sport tykajicich se jakychkoli
nesrovnalosti v platbach béhem klinického hodnoceni. Ani
CRO ani zadavatel neponesou odpovédnost za zadné platby
poskytovateli zdravotnich sluZzeb, zkouSejicimu, vyzkumné
spole¢nosti ani Zddnému jinému ptijemci platby, bude-li
ptislusny pozadavek ptedlozen po uplynuti tficeti (30) dnil
od data kone¢né platby.

3. PAYMENT TERM

3. PLATEBNI PODMINKA

CRO will pay the Payee Quarterly, on a completed visit per
subject basis in accordance with the attached Research
Grant. Ninety percent (90%) of each payment due,
including any Screening Failure that may be payable under
the terms of this Agreement, will be made based upon prior
month enrollment data confirmed by subject CRFs received
from the Site supporting subject visitation.

CRO bude provadét platby ve prospéch piijemce platby
¢tvrtletné podle poctu uskute¢nénych navstév subjektd v
souladu s prilozenym vyzkumnym grantem. Devadesat
procent (90 %) kazdé splatné platby, vcetné jakéhokoliv
ptipadu neudspésného screeningu (screening failure), ktery
mize byt splatny podle podminek této smlouvy, bude
uhrazeno na zdkladé daji o ndboru z predchoziho mésice
potvrzenych zaznamy subjekt hodnoceni (Case Report
Form, CRF) ziskanymi z mista provadéni klinického
hodnocent, které poskytuje podporu pro navstévy subjektu.

The balance of monies earned, up to ten percent (10%), will
be pro-rated upon verification of actual subject visits, and
will be paid by CRO to the Payee upon final acceptance by
Sponsor of all CRFs pages, all data clarifications issued,
the receipt and approval of any outstanding regulatory
documents as required by CRO and/or Sponsor, the return
of all unused supplies to CRO, and upon satisfaction of all
other applicable conditions set forth in the Agreement. All
CRFs must be completed within 5 business days of the
patient visit and all queries must be resolved within five (5)
business days of receipt by Center any time during the
Study. These timelines may be reduced during data

Zustatek zaslouZzené odmény, ve vysi aZ deseti procent
(10 %), bude uhrazen v imérné vysi po ovefeni skutecnych
navstév subjektl a CRO jej uhradi pifjemci platby, jakmile
obdrzi vSechny dokumenty CREF,
vysvétleni tykajici se udaju, po obdrzeni a schvaleni
jakychkoli
vyzadovanych CRO a/nebo zadavatelem, po vraceni
veskerych nepouzitych zdsob CRO a jakmile budou splnény

zadavatel veSkera

chybéjicich regulacnich dokumenttl

veSkeré dalsi platné podminky podle této smlouvy. VSechny
zaznamy CRF museji byt vyplnény ve lhité¢ 5 pracovnich
dnti od data navstévy pacienta a vSechny dotazy museji byt
vyfeSeny ve 1htt€ péti (5) pracovnich dnl od data pfijeti na
stran¢ centra, a to kdykoliv v pribéhu klinického
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cleaning periods, including but not limited to database lock.

hodnoceni. Tyto lhtity mohou byt zkraceny béhem obdobi
¢isténi tdaji, vcetné mimo jiné uzamceni databaze.

Institution and Investigator understand that the actual
number of subjects evaluated hereunder may vary
depending upon the progress of the Protocol at all Centers
combined. Sponsor or CRO may discontinue patient
enrollment if the total enrollment needed for a multi-center
Study has been achieved.

Poskytovatel zdravotnich sluZeb 1 zkouSejici chdpou, Ze se
aktudlni pocet subjektii hodnocenych podle této smlouvy
muze liSit podle vyvoje protokolu ve vSech zapojenych
centrech. Zadavatel a CRO mohou pferusit nabor pacientd,
pokud bude dosazeno cilového poctu zatazenych subjektil
pro ucely multicentrického klinického hodnoceni.

4. SCREENING FAILURE

4. NEUSPECH PRI SCREENINGU

Reimbursement for screen failures will be at the amount
indicated on the Screening Visits of the attached Research
Grant, not to exceed one (1) screen failure paid.

Uhrazeni vydaji spojenych s netdspéSnym screeningem
bude ve vysi urcené pro screeningové navstevy, které jsou
uvedeny v pfiloZzeném vyzkumném grantu, pfi¢emZ
nepiesdhne jeden (1) uhrazeny netispé$ny screening.

To be eligible for reimbursement of a Screening Visit,
completed screening CRF pages must be submitted to CRO
along with any additional information, which may be
requested by CRO to appropriately document the subject
screening procedures.

Zptsobilost k  proplaceni vydaji  spojenych se
screeningovou navstévou je ddna predloZenim vyplné€nych
stran dokumenti CRF tykajicich se screeningu CRO spolu s
dal$imi informacemi, které CRO muze vyZadovat pro fadné
zdokumentovani tkont spojenych se screeningem subjektu.

5. DISCONTINUED OR EARLY TERMINATION

5. PRERUSENI NEBO PREDCASNE UKONCENI

Reimbursement for discontinued or early termination
subjects will be prorated based on the number of confirmed
completed visits.

Uhrazeni vydaja v pripad¢ pferuseni ucasti subjektu nebo
predcasného ukonceni ze strany subjektti bude provedeno v
umérné vysi podle poctu potvrzenych realizovanych
navstév.

6. UNSCHEDULED VISITS

6. NEPLANOVANE NAVSTEVY

Payment for unscheduled visits will be reimbursed up to
|
I (vhich includes institutional overhead] for each
Unscheduled Visit performed in accordance with the
Protocol, upon receipt of original supporting invoices.
Patient numbers, visit date, and list of procedures
completed must be included on original invoice, and CRO

and/or Sponsor approval is required.

Uhrada nékladti spojenych s neplanovanymi ndvstévami
bude provedena do vyse [ GTcNNGEEEEEE
I o) zahmuje reZijni ndklady
Poskytovatele zdravotnich sluzeb] za kazdou neplanovanou
ndvstévu provedenou v souladu s protokolem na zdklad¢
pfijeti origindlnich doprovodnych faktur. Pocty subjekt,
datum navstévy a seznam provedenych tkonti museji byt
soucdsti origindlni faktury a vyZaduje se souhlas CRO
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a/nebo zadavatele.

7. INVOICES

7. FAKTURY

Original Invoices pertaining to this Study for the following
items must be issued and submitted to CRO for
reimbursement at the following address:

Origindlni faktury souvisejici s timto klinickym

hodnocenim za nasledujici polozky museji byt vystaveny a
doruceny CRO za tcelem thrady vydaju na tuto adresu:

Please note that invoices will not be processed unless
they reference the Sponsor name, Protocol number and
Investigator name and site number. After receipt and
verification, reimbursement for invoices will be made
within 40 days from receipt of invoice by CRO.

Vezméte prosim na védomi, Ze faktury nebudou
zpracovany, pokud neobsahuji jméno zadavatele, ¢islo
protokolu a jméno zkousSejiciho a ¢islo mista provadéni
klinického hodnoceni. Po obdrzeni a ovéieni bude
thrada faktur provedena do 40 dni od doruceni
faktury CRO.
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B, will be reimbursed on a pass-through basis upon
receipt of supporting invoices, up to the amount
noted in Schedule B. Patient numbers and
procedure date must be included on the invoice.
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Ukony
Vydaje spojené s ur¢itymi volitelnymi tikony, jak
jsou uvedeny v Piiloze B, budou hrazeny pritbézné
po obdrzeni doprovodnych faktur, a to ve vysi
uvedené v Ptiloze B. Faktura musi obsahovat pocty
pacientl a data tkont.

NO OTHER ADDITIONAL FUNDING REQUESTS

WILL BE CONSIDERED

These amounts include all applicable taxes.
Nothing in this agreement should be construed to
treat the contracting party as an employee for US
tax purposes. As such, the contracted party will be
responsible for its own tax liability and CRO will
NOT withhold any income or payroll taxes with

regard to any payment.

ZADNE DALSI POZADAVKY NA DODATECNE

UHRADY NEBUDOU ZOHLEDNENY

Tyto Castky zahrnuji vSechny platné dané. Nic
uvedeného v této smlouvé nesmi byt vykladano tak,
Ze smluvni strana je zaméstnancem pro ucely
zdanéni ve Spojenych statech. Smluvni strana jako
takovd je povinna splnit svou vlastni dafiovou
povinnost a CRO NEPROVEDE u Zidné uhrady
srazku 7Zadné dané z pfijmu ani Zadné jiné odvody.
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For Investigator sites outside of the United
Kingdom (UK) who are VAT registered, VAT
should NOT be added to the invoice and the
invoice should include the text: “VAT reverse
charge applicable (reverse charge). All payments
outlined in Attachment D (Study Budget) are
exclusive of any applicable VAT mark-up. If VAT
is applicable, it will be calculated in accordance
with applicable local regulations.

Pro mista provddéni klinického hodnoceni mimo
Spojené Kralovstvi, které maji registraci k DPH,
DPH NEBUDE piipoc¢tena na fakturu a faktura
bude obsahovat text: ,,Pro DPH je uplatnéno
pfeneseni dafiové povinnosti (reverse charge).
Veskeré platby uvedené v piiloze D (studijni
rozpocet) jsou bez DPH. Pokud se DPH uplatiiuje,
bude vypoctena v souladu s platnymi mistnimi
pravnimi predpisy.
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Attachment C

Ptiloha C

EQUIPMENT USE, OWNERSHIP & DISPOSITION

POUZIVANI ZARIZENI, JEHO VLASTNICTVI A
LIKVIDACE

C-1.  Use. During the term of this Agreement, Institution
and Principal Investigator may use Equipment only for
purposes of this Trial.

C-1.  Pouzivani. Béhem doby trvani této smlouvy miZe

Poskytovatel zdravotnich sluzeb a hlavni zkouSejici

pouZzivat zafizeni pouze pro tcely této studie.

C-2.  Ownership. Until the termination of this
Agreement, this Equipment remains the property of the
respective vendors that have provided the equipment to
Sponsor and must be returned either within a reasonable
period of time upon request by Sponsor, not to exceed five
(5) calendar days, or immediately upon termination of this
Agreement. Institution and/or Principal Investigator agree
to return the Equipment in the manner directed by Sponsor
in substantially the same condition as when received by
Institution and/or Principal Investigator. Institution agrees
to be financially responsible for obtaining insurance to
cover any loss or destruction to Equipment while in
and Principal Investigator’s which
exceeds ordinary wear and tear and/or lacks a reasonable

Institution’s care,
causal relationship to proper performance of the Trial.
Institution and Principal Investigator further agree that
unless otherwise authorized in writing by the Sponsor of
this Trial, Institution and Principal Investigator will not
alter the Equipment in any way. Institution must not install
any components or software, if applicable, without express
approval of the Sponsor. Any software provided to
Institution and/or Principal Investigator may not be
duplicated. Institution and Principal Investigator are not
permitted to use the Equipment for any other purpose than
for the performance of this Trial in accordance with the
Protocol. Neither Sponsor nor CRO has any liability for
damages of any sort, including personal injury or property
damage, resulting from the use of Equipment except to the
extent that such damages were caused by the negligence or
willful misconduct of Sponsor or CRO, as applicable, and
except to the extent that a personal injury constitutes a
compensable Trial Subject injury to be paid by Sponsor as
described in this Agreement.

C-2.  Vlastnictvi. Do ukoncenf této smlouvy zistane toto
zatizeni ve vlastnictvi dodavatelll, ktetfi zafizeni poskytli
zadavateli, a musi byt na Zaddost zadavatele vraceno bud’'to v
pfimétené 1hité nepiesahujici 5 (pét) kalendainich dnd
nebo okamzité¢ po ukonceni této smlouvy. Poskytovatel
zdravotnich sluZeb a hlavni zkouSejici se zavazuji, Ze
zatizeni vrati zptisobem, ktery urc¢i zadavatel, v podstaté ve
stejném stavu, v jakém jej nabyli. Poskytovatel zdravotnich
sluZzeb se zavazuje, Ze zafizeni na dobu drzeni ke své tiZi
pojisti proti ztrat¢ nebo zniCeni, které je vétSi neZ b&Zné
opotiebeni nebo neni v pfimétené pii¢inné souvislosti s
fddnym provadénim studie. Poskytovatel zdravotnich
sluzeb a hlavni zkouSejici se dile zavazuji, Ze bez
pisemného souhlasu zadavatele nebudou zafizeni nijak
upravovat. Poskytovatel zdravotnich sluzeb nesmi
instalovat Zaddné piipadné komponenty nebo software bez
vyslovného schvileni zadavatele. Software poskytnuty

Poskytovatele  zdravotnich  sluzeb nebo  hlavnimu

zkousejicimu je zakdzdno kopirovat. Poskytovatel
zdravotnich sluzeb a hlavni zkousSejici nesmé&ji pouZivat
zafizeni pro zadné jiné ucely neZ je provadeni této studie
v souladu s protokolem. Zadavatel ani CRO neodpovidaji
za Skody, osobni djmy nebo poskozeni majetku, zpisobené

pouzivanim zafizeni, s vyjimkou téch, které byly
zpusobeny nedbalosti nebo zdmérnym nespravnym

chovdnim zadavatele nebo CRO a piipadd, kdy osobni
Ujma je kompenzovatelnou udjmou subjektu hodnoceni
stanoveném touto

hrazenou zadavatelem ve smyslu

smlouvou.

C-3. Disposition. At Sponsor’s discretion, if Institution
and Principal Investigator satisfactorily complete

all Protocol requirements, Sponsor may transfer

C-3. Nakldddni s vybavenim. Pokud Poskytovatel
zdravotnich sluzeb a hlavni zkouSejici uspokojivé splni
veskeré pozadavky Protokolu, Zadavatel miZe, dle svého
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title of Equipment to Institution at the termination
of this Agreement. Sponsor will document this
transfer in writing. The depreciated value of this
equipment is considered part of the total
compensation for Trial conduct and would be
reconciled against the outstanding payment upon
the end of the Trial. If the Trial is terminated early,
Sponsor will notify Institution as to the disposition
of Equipment. If title to any Equipment is
transferred to Institution, Sponsor transfers the
Equipment ‘as is’ and does not make any
representation or provide any warranty of any kind
concerning the Equipment.

uvdzeni, pifi ukonceni Smlouvy pievést vlastnické pravo
k vybani na Poskytovatele zdravotnich sluzebPoskytovatele
zdravotnich sluZeb. Zadavatel dolozi pfevod vlastnického
Zustatkovd hodnota vybaveni bude
povazovdna za soucdst celkové odmény za provedeni

prava pisemng.

klinického hodnoceni a bude zapoctena vii¢i nezaplacenym
platbdm pfi ukonceni klinického hodnoceni. Pokud je
klinické hodnoceni ukonceno predCasné, Zadavatel bude
informovat Poskytovatele zdravotnich sluZebPoskytovatele
zdravotnich sluzeb jak ma nalozit s vybavenim. Pokud
vlastnické pravo k jakémukoliv vybaveni je pfevedeno na
Poskytovatele zdravotnich sluzeb, zadavatel pfevede
vybaveni jak stoji a lezi a neini Z4dné prohldSeni ani
neposkytuje Zadnou zdruku jakéhokoliv druhu ohledné
vybaveni.

Czech Institution Template Protocol 156-13-211, version 1.0, 27 May 2011

Page 28 of 29




I Confidential/Divérné

Attachment D/Pfiloha D
RESEARCH GRANT WORKSHEET/VYKAZ VYZKUMNEHO GRANTU
Monthly budget/mési¢ni rozpocet

Czech Institution Template Protocol 156-13-211, version 1.0, 27 May 2011 Page 29 of 29



