CLINICAL INVESTIGATOR
AGREEMENT - TRIPARTITE

SMLOUVA O ZABEZPECENi
KLINICKEHO HODNOCEN] —
TROJSTRANNA

This Clinical Study Agreement (this
“Agreement”) when signed by all parties
by and between

PPD Investigator Services LLC,

with its registered address at 929 North
Front St, Wilmington, NC 28401, USA,
Company ID: 46-2919241

(HCROH)

and

Fakultni nemocnice Hradec Kralove,
located at Sokolska 581, 500 05 Hradec
Kralove, Novy Hradec Kralove, Czech
Republic, represented by prof. MUDr.
Vladimir Palicka, CSc., dr.h.c., director
(the “Institution™)

and

4th Department of Internal Medicine —
Haematology, University Hospital and
Faculty of Medicine, Sokolska street 581
Hradec Kralové — Novy Hradec Kralove,
500 05 Czech  Republic (the
“Investigator”)

to conduct the Study (as defined below) in
relation to the Investigational Product(s)
(as defined below) valid as of the date of
the last signature of the Parties and
effective at the date following the date the
Agreement is registered in Contract
Register (the “Effective Date”).

Tato Smlouva o zabezpeceni Klinického
hodnoceni (dale jen ,,Smlouva‘*) mezi

PPD Investigator Services LLC,

se sidlem 929 North Front St,
Wilmington, NC 28401, USA

ICO: 46-2919241

(dale jen,,CRO ©),

a

Fakultni nemocnici Hradec Kralové,

se sidlem na adrese Sokolska 581, 500 05
Hradec Kralové - Novy Hradec Kralové,
Ceska republika, zastoupena prof. MUDr.
Vladimirem Palickou, CSc., dr. h. c.,
feditelem (dale jen ,,Poskytovatel*)

a

IV. interni hematologicka klinika Fakultni
nemocnice Hradec Kralové, Sokolska
581, Hradec Kralové — Novy Hradec
Kralové, 500 05 Ceské republika (dale jen
»Zkousejici®).

Na vykon Klinického hodnoceni (jak je
definovano nize) ve vztahu
k hodnocenému lécivu (vem) (jak je
definovano nize) platna v den podpisu
vsemi smluvnimi stranami a G¢innd v den
nasledujicim po dni uvefejnéni v registru
smluv (,,datum G¢innosti*)

The Institution and the Investigator are
hereinafter called
“Institution/Investigator” when it is
intended that they be referred to jointly.

Poskytovatel a ZkouSejici dale jen
,Poskytovatel /Zkousejici“, a to Vv
ptipadech, kdy jsou tyto subjekty minény
ve Smlouvé spolecné.

Together collectively as  “Parties”,
individually as "Party"

Spole¢né jako ,,Smluvni strany* nebo
jednotlive jak "Smluvni strana"

BACKGROUND

PREDMET A UCEL SMLOUVY
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1.1 | CRO is a Contract Research Organization | 1.1 | CRO je smluvni vyzkumnd organizace,
whose primary activity is the setup and jejiz hlavni ¢innosti je navrhovani a fizeni
management of human clinical trials and klinickych  hodnoceni tykajicich se
other related services, on behalf of the lidského subjektu a poskytovani dalsich
owners and/or  manufacturers  of souvisejicich sluzeb pro majitele a/nebo
pharmaceutical products. vyrobce farmaceutickych produktt.

1.2 | CRO is acting on behalf of its client, | 1.2 | CRO jednajici jménem svého klienta
Pharmacyclics LLC, 995 East Arques Pharmacyclics LLC., 995 East Arques
Avenue, Sunnyvale, CA 94085-4521 Avenue, Sunnyvale, CA 94085-4521
(“Sponsor”) represented in European (,,Zadavatel”) v Evropské unii zastoupen
Union by Regintel Ltd., Templetown, Regintel Ltd., Templetown, Carlingford,
Carlingford, County Louth, Ireland A91 County Louth, Irsko A91 T923 nastavit a
T923 to set up and manage the Study fidit Klinické hodnoceni zahrnujici
involving the Investigational Product , and hodnoceny 1éCivy piipravek (a) a tykajici
concerning the design, funding, and se designu, financovani a spravy tohoto
administration of such Study. Sponsor is Klinického hodnoceni. Zadavatel je
an intended third party beneficiary of this opravnénou treti stranou této Smlouvy.
Agreement.

1.3 | The Institution and its staff, including | 1.3 | Poskytovatel a jeho zaméstnanci, véetné,
without limitation the Investigator, are nikoliv vsak vylucné, ZkousSejiciho, maji
experienced in the evaluation and zkuSenosti s hodnocenim a lécbou
treatment of patients with Follicular pacientti s indikaci folikularni lymfom
Lymphoma

1.4 | CRO wishes to engage the Investigator to | 1.4 | CRO si preje smluvné zavazat
conduct Study to evaluate the ZkousSejictho k provedeni Klinického
Investigational ~ Product, and the hodnoceni za UCelem zhodnoceni
Investigator/Institution wishes to conduct Hodnoceného lé¢iva a Poskytovatel
such Study. /ZkouSejici si ptfeje toto Klinické

hodnoceni provést.

1.5 | The Institution has agreed to the | 1.5 | Poskytovatel souhlasi s ucasti
participation of the Investigator in ZkousSejiciho na provadéni vyse uvedené
carrying out the said Study on its behalf. Klinického hodnoceni jménem

Poskytovatele.
IT IS HEREBY AGREED AS TIMTO BYLO DOHODNUTO
FOLLOWS: NASLEDUJICI:

2 DEFINITIONS 2 DEFINICE
As used in this Agreement, the following Pojmy pouzité v této Smlouveé budou mit
terms shall have the meanings set out nasledujici vyznam:
below:

2.1 | Case Report Form (CRF) 2.1 | Zaznam subjektu hodnoceni

Report in a format prepared by Sponsor

Zaznam ve formatu  pfipraveném

and/or CRO in accordance with the Zadavatelem a/nebo CRO v souladu s
Regulations (as hereinafter defined) and platnymi  Pravnimi  pfedpisy  (jak
completed by the Investigator definovano nize), zpracovany
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documenting the administration of the
Investigational Product to participants, as
well as all tests and observations related to
the Study (as hereinafter defined).

Zkousejicim, ktery dokumentuje podavani
Hodnoceného 1é¢iva ucastniktim, a rovnéz
vsechny testy a pozorovani souvisejici s
Klinickym hodnocenim (jak popséano
nize).

2.2 | Clinical Investigator Brochure 2.2 | Soubor informaci pro Zkousejiciho
A brochure provided by Sponsor that Soubor informaci poskytovany
contains a set of clinical and non-clinical Zadavatelem, ktery obsahuje souhrnné
data on the Investigational Product(s) klinické a  neklinické 1udaje o
which are important for clinical trials Hodnoceném  1é¢ivu(ech), které se
performed on the Qualified Participants vztahuji ke klinickému hodnoceni na
and that contains summary information of subjektech  hodnoceni a obsahujici
all studies carried out during the informace o vSech klinickych
development of the Investigational hodnocenich  uskutecnénych  béhem
Product vyvoje Hodnoceného IéCiva.

2.3 | EDA 2.3 | FDA
The Food and Drug Administration of the Americky Ufad pro potraviny a léky
United States Department of Health and (FDA).
Human Services.

2.4 | Informed Consent Form 2.4 | Formular informovaného souhlasu
The form prepared by CRO/Sponsor in Formulat ptipraveny spole¢nosti
conformance with the Regulations (as CRO/Zadavatelem v souladu s vyhlaSkou
hereinafter defined), particularly by ¢. 226/2008 Sb., kterou se stanovuje
Decree No. 226/2008 Coll. on the Good spravna klinickd praxe a bliz§i podminky
Clinical Practice and Detailed Conditions klinického hodnoceni 1é¢iv, ve znéni
for Clinical Studies of Pharmaceuticals, as pozd¢jSich predpisti, a dalSimi platnymi
amended, in consultation with Sponsor, Pravnimi pfedpisy (které jsou definovany
CRO, and the IEC/ SUKL (as hereinafter nize) na zakladc konzultace se
defined), approved by the IEC/ SUKL and Zadavatelem, CRO a NEK/SUKL (které
signed and dated by all participants or jsou definovany nize), ktery byl schvalen
their legal representative(s) before they NEK/SUKL a byl podepsan vSemi
begin to participate in the Study. subjekty nebo jejich pravnim

zéastupcem(ci) pred zahajenim jejich
ucasti v Klinickém hodnoceni.

2.5 | Investigational Product 2.5 | Hodnocené 1é¢ivo
The Investigational Product(s) which Hodnocené/a 1€civo/a, které/ad je/jsou
is/are the subject matter of the Protocol. predmétem Protokolu

2.6 | IEC (Independent Ethics Committee) 2.6 | NEK (Nezavisla eticka komise)

The board, committee or other group
formally instituted to review and approve
the initiation of, and conduct reviews of,
biomedical research involving human
subjects.

Vybor, komise nebo jind skupina
formaln¢ vytvorend za ucelem kontroly,
schvéleni zahdjeni a provadéni kontroly
biomedicinckych vyzkumil zahrnujicich
lidské subjekty.
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SUKL

SUKL

State Institute for Control of Drugs

Statni Gstav pro kontrolu 1é¢iv

2.7 | Protocol 2.7 | Protokol
The details of the Study (including Podrobnosti  Klinického  hodnoceni
particularly aim, organization, methods, (v€etng¢ cil(e), planu, metodologie,
statistic balances and organization of statistické rozvahy a usporadani studie)
clinical research) contained in Protocol obsazené v protokolu ¢islo
number | 2nd which is . kcry tvoii prilohu €. 5
attached as Appendix 5 to this Agreement. této Smlouvy. Protokol je plné v souladu s
The Protocol fully complies with the platnymi  Pravnimi  piedpisy  (jak
Regulations (as hereinafter defined). definovano nize).

2.8 | Qualified Participant 2.8 | Zpusobily subjekt hodnoceni
Any potential participant, who upon Jakykoliv mozny subjekt, ktery pfi vstupu
entrance into the treatment phases of the do lécebnych fazi Klinického hodnoceni
Study, meets all of the inclusion criteria spliiuje vSechna =zafazujici kritéria a
and none of the exclusion criteria set forth nespliiuje zaddné z vylucovacich kritérii,
in the Protocol and has signed a valid kterd jsou stanovena v Protokolu a
IEC/SUKL approved Informed Consent podepsal platny Formulai informovaného
Form. souhlasu schvaleny NEK/SUKL.

2.9 | Regulations 2.9 | Pravni predpisy

Any relevant legislation, particularly Act
No. 3782007 Coll., on Drugs, as
amended, Act no. 372/2011 Coll., on
Medical Services as amended, Act no.
101/2000 Coll., on Personal Data
Protection, Decree No. 226/2008 Coll., on
good clinical practice and closer
conditions of clinical research of
medicinal products, as amended, codes or
guidelines directly or indirectly related to
the conduct of the Study including but not
limited to (as applicable) the Clinical
Trials Directive 2005/28/EC and its
transforming legislation in the relevant
countries of the European Union, the ICH
GCP Guideline (January 1997) (“GCP”),
and/or any other relevant applicable
legislation. For the avoidance of doubt
such legislation, codes or guidance shall
include those related to the protection and
privacy of the personal data of
individuals.

Jakékoliv relevantni pravni predpisy,
zvlasté zakon ¢. 378/2007 Sb., o 1é¢ivech,
ve znéni pozd¢jsich ptedpisti, zékon C.
372/2011 Sb., o zdravotnich sluzbach, ve
znéni pozdéjSich predpist, zakon .
101/2000 Sb., o ochran¢ osobnich udajd,
vyhla§8ka ¢. 226/2008 Sb., kterou se
stanovuje spravna klinicka praxe a blizsi
podminky klinického hodnoceni 1é¢iv, ve
znéni pozdgjsich predpisii, zakoniky nebo
pokyny pifimo ¢i nepfimo souvisejici s
provadénim  Klinického  hodnoceni
véetné, nikoliv v§ak vylucéné (pokud je to
relevantni) Smérnice 2005/28/ES pro
klinickd  hodnoceni 1é¢iv  a  jeji
transformované legislativy v piislusnych
zemich Evropské Unie, ICH Smérnice pro
spravnou klinickou praxi (leden 1997),
(dale jen ,,GCP”), a/nebo jiné relevantni
platné pravni predpisy. Za ucelem
vylouceni  pochybnosti tyto pravni
predpisy, zakoniky a pokyny zahrnuji
prévni predpisy, zékoniky a pokyny
souvisejici s ochranou a soukromim
osobnich udaji jednotlivet.
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2.1 | Regulatory Authority 2.1 | Kontrolni tfad
0 0
Any governmental agency, administrative Jakykoliv vladni, spravni nebo profesni
agency or professional body having orgdn majici dle piislusnych pravnich
authority under applicable law to regulate, predpisit opravnéni regulovat a/nebo
and/or apply Regulations to the conduct of uplatiiovat Pravni piepisy na provadéni
clinical trials and all ancillary matters klinickych hodnoceni a vSechny dalsi
related thereto, and/or the national or zalezitosti s tim souvisejici a/nebo narodni
multinational authority responsible for ¢i nadnarodni organ odpovédny za udélent
granting regulatory approval in a souhlasu v pfislusné zemi nebo
particular country or multinational group nadnarodni skupiné zemi vcetné, nikoliv
of countries including without limitation vSak vyluéné¢ Evropské agentury pro
the European Medicines  Agency hodnoceni 1é¢iv (European Medicines
(“EMA”), the FDA, the SUKL and the Agency) (dale jen ,,EMA”), FDA, Statni
Czech Office for Personal Data tistav pro kontrolu 1é¢iv (SUKL) a Gesky
Protection. Utad pro ochranu osobnich udaj.
2.1 | Serious Adverse Event 2.1 | Zavazna nezadouci piihoda
1 1
2.1 | Any untoward medical occurrence that at Jakykoliv neocekavany lékatsky ndlez,
1.1 | any dose according to the §3 clauses 3 — 6 ktery v jakékoliv davce (podle §3
Act No. 378/2007 Coll., on Drugs, as odstavce 3 — 6 zakona ¢. 378/2007 Sb., o
amended : 1&Civech, ve znéni pozd¢jsich piedpisty):
A) results in death, A)vede ke smrti
B) is life-threatening, B) je Zivot ohrozujici,
O) requires Study Participant C) vyzaduje hospitalizaci Subjektu
hospitalisation or prolongation of existing hodnoceni nebo prodlouzeni stavajici
hospitalisation, hospitalizace,
D) results in persistent or significant D) vede k trvalé ¢i vyznamné zdravotni
disability / incapacity, nezpusobilosti / invalidité,
E) is a congenital anomaly / birth defect. E) vyvolava kongenitdlni anomalii /
vrozenou vadu.
2.1 | Important medical events that may not | 2.1 | Zavazné zdravotni prihody, které nemusi
1.2 | result in death, be life-threatening, or | 1.2 | vést ke smrti, byt Zivot ohrozujici ¢i
require hospitalisation may be considered vyzadovat hospitalizaci, mohou byt
a serious adverse events when, based upon povazovany za Zéavaznou nezadouci
appropriate medical judgment, they may ptihodu v pripadé, kdy na zaklad¢
jeopardize the Study Participant and may prislusného 1ékatského posouzeni mohou
require medical or surgical intervention to ohrozit Subjekt hodnoceni a tak
prevent one of the outcomes listed in this vyzadovat 1ékatsky ¢i chirurgicky zakrok
definition. Examples of such medical za Ucelem odvraceni nasledkti uvedenych
events include allergic bronchospasm v této definici. Mezi priklady téchto
requiring intensive treatment in an lékatskych  ptipadi  patii alergicky
emergency room or at home, blood astmaticky zachvat, ktery vyzaduje
dyscrasias or convulsions that do not intenzivni oSetfeni na pohotovosti ¢i
result in inpatient hospitalisation. doma, dale krevni dyskrazie nebo
zachvaty, které nemaji za nasledek
hospitalizaci pacienta.
2.1 | Site 2.1 | Pracovisté

APPROVED FOR SIGNATURE

5/45




2 2
Any location or locations where in Jakékoliv misto ¢i mista, kde ZkouSejici
accordance with this Agreement, the provadi Klinické hodnoceni v souladu s
Investigator carries out the Study. touto Smlouvou.
2.1 | Study 2.1 | Klinické hodnoceni
3 3
The clinical study known as A Klinické  hodnoceni  znamé  jako
Multicenter, Randomized, Double-blind, Multicentrické, randomizované, dvojité
Placebo-controlled Phase 3 Study of zaslepené klinické hodnoceni fize 3
Bruton's  Tyrosine Kinase (BTK~ inhibitoru Brutonovy tyrosin kindzy
Inhibitor, I (BTK), I
] I
I I ¢ dosud
Treatment  Naive  Subjects  with neléc¢enych pacientii s folikularnim
Follicular Lymphoma to be conducted Iymfomem které se provadi dle Protokolu.
according to the Protocol.
3 | CONDUCT OF STUDY 3 | PROVADENI KLINICKEHO
HODNOCENI
3.1 | Compliance 3.1 | Soulad provadéni Klinického hodnoceni
se zadanymi podminkami
3.1. | The Investigator shall conduct the Study, | 3.1. | Zkousejici bude Klinické hodnoceni
1 according to the Protocol, the |1 provadét v souladu s Protokolem,
Regulations, this Agreement , written Pravnimi pfedpisy, touto Smlouvou,
instructions of Sponsor and/or CRO and pisemnymi pokyny Zadavatele a/nebo
the terms of the approval for the Study CRO a podminkami souhlasu s
from the IEC and conditions stated in provedenim  Klinického  hodnoceni
permission of SUKL or, where permission udélen¢ho NEK a podminkami souhlasu
is not required, conditions determined in SUKL, nebo pokud souhlas neni
the respective announcement. vyzadovdn, podminkami pfislusného
vyjadieni.
3.1. | The Protocol shall be considered final | 3.1. | Protokol bude povazovan za findlni,
2 following approval by the designated IEC | 2 jakmile dojde k udéleni souhlasu ze strany
and when SUKL issues the respective piislusné/piislusnych NEK a souhlasu
permission, or where applicable, does not SUKL, nebo pokud neni Klinické
refuse the clinical trial. hodnoceni zamitnuto.
3.1. | Subject to the remainder of this Section | 3.1. | Dle této zbyvajici Casti odstavce 3.1.3
3 3.1.3 the Protocol may only subsequently | 3 mize byt Protokol ménén pouze na

be amended with the prior written
Agreement  of the Parties and Sponsor.
In the event that the Investigator wishes to
amend the Protocol the Investigator shall
give at least ten (10) working day notice
containing full details and rationale of the
planned deviation to CRO, Sponsor and
the IEC and/or SUKL (or as may be

zékladé ptredchozi pisemné dohody
Smluvnich stran a Zadavatele. V ptipadg,
ze si ZkouSejici pfeje Protokol upravit
nebo doplnit, u€ini o tom ZkousSejici
ozndmeni CRO a NEK a/nebo SUKL,
které bude obsahovat uplné podrobnosti a
odiivodnéni zamysleného odchyleni, a to
alespoii (10) pracovnich dni pfedem (nebo
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otherwise required by IEC and/or SUKL
stipulations ~ or  Regulations)  The
Investigator may only otherwise deviate
from the Protocol in the event that the
Investigator reasonably considers that
such deviation is necessary to deal with a
patient emergency and in the event of such
deviation  the  Investigator  shall
immediately notify CRO, Sponsor and the
IEC and/or SUKL in writing thereof.

jak pozaduji pedpisy NEK a/nebo SUKL
nebo Pravni pfedpisy). Zkousejici se jinak
miZze od Protokolu odchylit pouze tehdy,
kdy ZkouSejici rozumné zvazi, ze toto
odchyleni je nezbytné za ucelem feSeni
naléhavého piipadu pacienta a v pripadé
takového odchyleni bude ZkousSejici
neprodlené¢ pisemn¢ informovat CRO,
Zadavatele a NEK a/nebo SUKL.

3.2 | Serious Adverse Event Reporting 3.2 | HlaSeni zavazné nezadouci piihody
3.2. | The Investigator shall fully comply with | 3.2. | Zkousejici bude jednat pIné¢ v souladu s
1 adverse event provisions of the Protocol. | 1 ustanovenimi Protokolu o nezadoucich
In the event of any omission of or in such ptihodach. V pripadé opomenuti téchto
provisions or in the event of the conflict of ustanoveni, jejich neuplnosti nebo v
such provisions with the Regulations, then pfipadé rozporu téchto ustanoveni s
the Regulations shall apply in relation Pravnimi piedpisy se v této souvislosti
thereto. uplatni Prévni predpisy.
3.2. | The Investigator shall also notify the IEC | 3.2. | ZkousSejici bude rovnéz v souladu s
2 and/or SUKL immediately of any Serious | 2 Pravnimi  predpisy = vzdy okamzité
Adverse Events during the Study in informovat NEK a/nebo SUKL o kazdé
accordance with the Regulations. zavazné nezadouci prihod¢, k niz doslo v
pribéhu Klinického hodnoceni.
3.3 | Clinical Study Site File 3.3 | Dokumentace tvkajici se Klinického
hodnoceni provadéného na Pracovisti
3.3. | Creation of Clinical Study Site File 3.3. | Vytvoteni dokumentace tykajici se
1 1 Klinického hodnoceni provadéného na
Pracovisti
3.3. | Before commencement of the Study, the | 3.3. | Pfed zahdjenim Klinického hodnoceni
1.1 | Investigator, with the assistance of CRO, | 1.1 | Zkousejici ve spolupraci se CRO vytvoii

shall set up a file, which shall include the
documents below (hereinafter called the
“Clinical Study Site File”) a copy of
which initial Clinical Study Site File shall
be promptly sent to CRO:

dokumentaci, kterd bude zahrnovat nize
uvedené dokumenty (dale jen
“Dokumentace tykajici se Klinického
hodnoceni provadéného na Pracovisti”).
Kopie zékladni Dokumentace tykajici se
Klinického hodnoceni provadéného na
Pracovisti bude neprodlené zaslana CRO:

A) A list of the names, titles and
occupations of each member of the IEC;
and

A) Seznam jmen, tituld a povolani
kazdého ¢lena NEK a

B) Written IEC/ SUKL approval of the
Protocol provided by PPD; and

B) Pisemné schvéleni Protokolu ze strany
NEK a SUKL zajisténého ze strany CRO
a

C) The IEC/ SUKL approved Informed
Consent Form provided by PPD; and

C) Schvéleny Formulat informovaného
souhlasu ze strany NEK a SUKL
zajisténého ze strany CRO a
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D) The current curriculum vitae of the
Investigator and all other cooperative
persons listed performing a Study-related
function; and

D) Aktualni Zivotopis ZkousSejiciho a
vSsech dalsich  spolupracujicich osob
Pracovisté, které vykondvaji jakoukoli
funkci  souvisejici s Klinickym
hodnocenim a

E) The financial disclosure documentation
as defined in Section 5.5 below.

E) Dokumentace tykajici se financni a
majetkové  nezdvislosti,  kterd  je
definovana v ¢lanku 5.5 niZe.

F) Permission of SUKL or notification on
announcement made to SUKL

F) Schvaleni SUKL nebo ohlésen
Klinického hodnoceni zaslané na SUKL.

G) Other documents and information
according to Regulations, particularly in
compliance with Act No.378/2007 Coll.,
as amended, and its enclosures

G) Dalsi dokumenty a informace v
souladu s Pravnimi predpisy, zvlaste
zakonem ¢. 378/2007 Sb., o 1é¢ivech, ve
znéni pozdéjsich predpist a jeho priloh.

3.3. | Maintenance of the Clinical Study Site | 3.3. | Vedeni  Dokumentace tykajici se

2 File 2 Klinického hodnoceni provadéného na
Pracovisti

3.3. | During the Study, the Investigator shall in | 3.3. | V pribéhu Klinického hodnoceni bude

2.1 | accordance with the terms of this | 2.1 | ZkouSejici vést Dokumentaci tykajici se

Agreement, maintain the Clinical Study
Site File and update the Clinical Study
Site File by including therein, and
promptly providing to CRO, the
following:

Klinického hodnoceni provadéného na
Pracovisti v souladu s podminkami této
Smlouvy a aktualizovat ji zafazovanim
nasledujicich  dokumentd, které bez
prodleni poskytne CRO:

A) All amendments to the Protocol and a
record of any planned deviation
therefrom, including Protocol
amendments and reports.

A) VsSechny dodatky k Protokolu a
zaznam  tykajici  se  jakychkoliv
planovanych  odchylek od  tohoto
Protokolu vcetn¢ dodatk Protokolu a
hlaSeni.

B) All correspondence with the IEC/
SUKL, including periodic reports and
approvals, and

B) Veskerou korespondenci ]
NEK/SUKL, v¢etné pravidelnych hlaseni
a souhlasii a

C) An up-to-date log of all Site visits, and

C) Aktualni knihu vSech navstév v
souvislosti s Klinickym hodnocenim na
Pracovisti a

D) General correspondence relating to the
Study, and

D) Vseobecnou korespondenci vztahujici
se ke Klinickému hodnoceni a

E) Investigational Product accountability
forms, and

E) Doklady o dopocitatelnosti / evidenci
Hodnoceného lé¢iva a

F) Such other documents, materials or
information as CRO and/or Sponsor may
from time to time require or provide.

F) Dalsi dokumenty, materidly i
informace, které bude CRO a/nebo CRO
jménem Zadavatele pribézné pozadovat
¢i poskytovat.

G) Permission of SUKL or notification on
announcement made to SUKL

G) Schvaleni SUKL nebo ohlasen
Klinického hodnoceni zaslané na SUKL.

H) Other documents and information
according to Regulations, particularly in
compliance with Act No. 378/2007 Coll.,
as amended.

H) Dalsi dokumenty a informace v
souladu s Pravnimi podpisy, zvlaste
zakonem ¢. 378/2007 Sb., o 1é¢ivech, ve
znéni pozdéjsich predpist.
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3.3. | The Investigator/Institution agrees to | 3.3. | ZkouSejici/ Poskytovatel souhlasi, ze

2.2 | permit CRO and/or Sponsor and/or any | 2.2 |umozni CRO, Zadavateli a/nebo

Regulatory Authority to have on Site jakémukoliv Kontrolnimu ufadu piistup

access to any information relating to the na Pracoviste ke vSem informacim

Study during normal business hours or as souvisejicim s Klinickym hodnocenim

otherwise required by Regulations. behem obvyklé pracovni doby nebo jak
vyzaduji Prévni piedpisy.

3.3. | Retention/Transfer of Clinical Study Site | 3.3. | Uchovavani/Pievedeni Dokumentace

3 File 3 tykajici  se  Klinického  hodnoceni
provadéného na Pracovisti

3.3. | The Institution/Investigator shall retain | 3.3. | Poskytovatel /Zkousejici bude uchovavat

3.1 | records and documents pertaining to the | 3.1 | zdznamy a dokumenty vztahujici se k

conduct of the Study and the distribution
of the Investigational Product in
accordance with the requirements of 4.9
of GCP. The Investigator and the
Institution agree to preserve all
documentation about the conduct of the
clinical Study and documentation related
to the trial subjects untii CRO and/or
Sponsor inform the Institution or the
Investigator that further preservation is
not necessary, but at least for 5 years from
the date the clinical Study is completed.
The identification codes of the trial
subjects will be preserved by the
Institution/Investigator for the period of at
least 15 years. If any source data are kept
on computer files only, for the purpose of
source data verification, the Investigator
agrees to make a print out of all data
related to the trial subjects relevant to the
clinical Study. These print-outs will be
dated and signed by the Investigator and
duly retained as source documents.

Medical Facility will provide 5 year
archiving in accordance with Act no.
378/2007 Coll., free of charge and for the
following 10 years will provide paid
archiving in accordance with the Budget.

Medical Facility shall notify Sponsor
about 6 months before the expiration of
paid archiving that further archiving is
required and Sponsor shall pay the costs
associated with it.

In case Sponsor does not pick up
documentation one month prior to the end
of paid archiving time period , the study
documentation will be destroyed after the

provadéni  Klinického hodnoceni a
distribuci Hodnoceného 1é¢iva v souladu s
pozadavky clanku 4.9 Spravné klinické
praxe. Zkousejici a Poskytovatel se
zavazuji uschovat veskerou dokumentaci
o provedeni Klinického hodnoceni i
dokumentaci vztahujici se k Subjektim
hodnoceni az do doby, kdy Zadavatel
nebo CRO oznami ZkouSejicimu ¢i
Poskytovatele, Ze dalsi uschovavani
dokumentace neni potieba, nejméné vsak
po dobu 5 let od data ukonc¢eni Klinického
hodnoceni. Identifika¢ni kody Subjektt
hodnoceni budou Poskytovatel
/Zkousejici uchovéavat nejméné po dobu
15 let. Pro pfipad, Ze prvotni tidaje budou
dostupné pouze v elektronické podobé,
zavazuje se Zkousejici pro ucely jejich
ovetreni poridit vytisky téch dat, kterd se
tykaji  Subjektdi hodnoceni a jsou
vyznamnd pro Klinické hodnoceni. Tyto
vytisky budou opatieny datem a podpisem
Zkousejiciho a fadné uchovany.

Poskytovatel provede bezplatnou
archivaci 5 let v souladu se zdkonem C¢.
378/2007 Sb. a na dalsich 10 let provede
zpoplatnénou archivaci v souladu
s rozpoctem.

Poskytovatel v pfedstihu 6 mésic od
konce zpoplatnéné archivace oznami
zadavateli, Ze trva na dalSi archivaci a
uhradi naklady s tim spojené.

Pokud si zadavatel 1 mésic pred
uplynutim zpoplatnéné archivace
neodveze studijni dokumentaci, bude po
uplynuti zpoplatnéné archivace studijni
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expiry of the paid archiving time period. .

dokumentace poskytovatelem skartovana.

3.3. | Should the Investigator leave his or her | 3.3. | Jestlize ZkouSejici ukonci vykon Einnosti
3.2 | practice at the Institution before the | 3.2 | u Poskytovatele prfed uplynutim doby
periods referred to in 4.9 of GCP have uvedené v ¢lanku 4.9 GCP, Poskytovatel
expired, the Institution shall nominate ur¢i pisemné pro CRO jinou osobu, ktera
another person in writing to CRO to be bude odpovédnd za vedeni zdznaml
responsible for maintenance of Study Klinického hodnoceni. CRO bude svym
records. CRO on its own behalf or that of vlastnim  jménem  nebo  jménem
Sponsor shall have the right to approve or Zadavatele opravnéna navrhovanou osobu
reject the nominated replacement person. schvalit ¢i zamitnout.
3.4 | Study Participants 3.4 | Subjekty hodnoceni
The Investigator/Institution shall ensure Zkousejici/ Poskytovatel zajisti, ze:
that:
3.4. | The Investigator shall include only | 3.4. | ZkouSejici zafadi do  Klinického
1 Qualified Participants in the Study. 1 hodnoceni pouze Zpusobilé subjekty
hodnoceni.
3.4. | The Investigator shall only use the most | 3.4. | ZkouSejici pouzije pouze nejnovejsi
2 recent Informed Consent Form approved | 2 Formuldt  informovaného  souhlasu
by Sponsor, CRO, IEC and SUKL. schvaleny Zadavatelem, CRO, NEK a
SUKL.
3.4. | Prior to Qualified Participants entering the | 3.4. | Pfed zafazenim Zpisobilych subjekta
3 Study, the Investigator shall review all | 3 hodnoceni do Klinického hodnoceni
details and requirements of the Protocol ZkousSejici zkontroluje se Zpisobilymi
and the Informed Consent Form with the subjekty hodnoceni vSechny podrobnosti
Qualified Participants. a pozadavky Protokolu a Formulafe
informovaného souhlasu.
4 RESOURCES AND MATERIALS 4 ZDROJE A MATERIAL
4.1 | Resources 4.1 | Zdroje
4.1. | The Institution/Investigator agrees to | 4.1. | Poskytovatel/Zkousejici ~ souhlasi s
1 provide all reasonable personnel, facilities | 1 poskytnutim veskerého vhodného
and other resources, as are required to personalu, zatizeni a dalSich zdroji, které
duly complete the Investigator’s and the jsou nezbytné k fadnému plnéni

Institution’s responsibilities under this
Agreement and the Protocol. The
Institution/Investigator shall arrange for
the availability of a study coordinator
qualified by training and/or experience to
manage all administrative functions at the
Site (including, but not limited to, meeting
with CRO’s and/or Sponsor’s
representatives at regular intervals)
(“Study Coordinator”). Should a Study
Coordinator not be available at the Site,

povinnosti Zkousejiciho a Poskytovatele v
souladu s touto Smlouvou a Protokolem.
Poskytovatel /Zkousejici zafidi
dostupnost  koordinatora  Klinického
hodnoceni kvalifikovaného na zaklad¢
dosazeného vzdélani a/nebo zkusenosti s
fizenim vSech administrativnich funkci na
Pracovisti (v€etné, nikoliv vSak vylucné,
pravidelnych schlizek se CRO nebo
zastupci Zadavatele) (dale  jen
,,Koordinator Klinického hodnocené”). V
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the Investigator shall assume these ptipadé, Ze Koordindtor Klinického
responsibilities. hodnoceni nebude na Pracovisti dostupny,
Poskytovatel zajisti, ze tuto odpoveédnost
prevezme Zkousejici.
4.2 | Materials 4.2 | Material
4.2. | CRO or Sponsor shall provide to the | 4.2. | CRO nebo Zadavatel poskytne nebo
1 Institution/Investigator ~ the  required | 1 zajisti, ze Zadavatel poskytne
quantities of the Investigational Product, Poskytovatel /ZkouSejicimu pozadované
and any other Study materials required mnozstvi Hodnoceného 1é¢iva a jakykoliv
(e.g. Case Report Forms) for the Study, as dalsi material pro Klinické hodnoceni
set forth in the Protocol. (napf. Zadznamy subjektu hodnoceni), jak
je uvedeno v Protokolu.
5 | CERTAIN COVENANTS OF THE |5 |URCITE ZARUKY SMLUVNICH
PARTIES STRAN
5.1 | Participant Recruitment 5.1 | Nabor Subjektii hodnoceni
5.1. | The Investigator shall use his or her best | 5.1. | ZkouSejici vyvine maximalni Gsili k tomu,
1 efforts to recruit only Qualified | 1 aby ziskal pouze Zpusobilé subjekty
Participants and shall not knowingly hodnoceni a aby védomé¢ nepiijal
enroll any Participants, which in his or her Subjekty hodnoceni, které dle jeho
best professional judgment do not nejlepSiho odborného usudku dostatecné
adequately meet the criteria for Qualified nespliyji kritéria stanovena pro Zpusobily
Participants. Approximate number of subjekt hodnoceni. Predpokladany pocet
Qualified Participants — |} zatazenych subjektt — ).
5.2 | Case Report Forms 5.2 | Zaznamy subjektu hodnoceni
5.2. | The Investigator or his/her designee shall | 5.2. | ZkouSejici nebo jim zmocnénd osoba v
1 legibly and accurately complete Case | 1 Citelné podobé a piesné vyplni Zaznamy

Report Forms, provided by CRO and/or
Sponsor and shall submit them within
forty eight (48) hours of obtaining the
data. The Investigator shall be present and
give these forms and make available any
source documents related to the Study, to
CRO and/or Sponsor at periodic
monitoring visits or otherwise promptly
upon request. Such CRO and/or Sponsor
monitoring visits and data collection shall
be conducted approximately every 9
weeks.

subjektu hodnoceni, které mu/ji Zadavatel
a/nebo CRO poskytne, a tyto zaznamy do
48 hodin od okamziku zjisténi dat
vyplnéné odesle. Zkousejici na zakladé
zédosti tyto zdznamy bez prodleni pieda
zéastupcim Zadavatele a/mebo CRO a
zpiistupni  jim  jakékoliv  zdrojové
dokumenty souvisejici s Klinickym
hodnocenim pii pravidelnych kontrolnich
navstévach nebo jinak. Tyto kontrolni
navstévy CRO a/nebo Zadavatele a odbér
udaji budou uskute¢tiovany pfiblizné
kazdy 9 tyden.
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5.2. | The Investigator shall fully assist, in a | 5.2. | ZkouSejici poskytne zastupcim CRO
2 timely manner, CRO and/or Sponsor in | 2 a/nebo Zadavatele tuplnou a vcasnou
resolving any discrepancies, errors or soucinnost  pii  feSeni  jakychkoliv
missing information in Case Report nesouladi, chyb ¢i chybéjicich informaci
Forms. The Investigator shall help CRO v Zaznamech subjektu  hodnoceni.
and/or Sponsor in conducting audits of Zkousejici  poskytne CRO  a/nebo
original case records, laboratory reports, Zadavateli pomoc pii uskuteciiovani
and/or raw data sources underlying data auditi pivodnich piipadovych zdznamd,
recorded in the Case Report Forms. Such laboratornich Zprav, a/nebo
audits shall be conducted with due regard nezpracovanych zdrojovych udaji, jez
for patient confidentiality. jsou podkladem pro data uvedend v
Zaznamech subjektu hodnoceni. Tyto
audity budou uskute¢novany s fadnym
zohlednénim dlivérnosti pacienttl.
5.3 | Publication 5.3 | Zvetejnéni/Publikace
5.3. | The parties acknowledge that Sponsor | 5.3. | Smluvni strany berou na védomi, ze
1 shall retain ownership of all original Case | 1 Zadavatel si ponechd vlastnictvi vSech

Report Forms that result from this Study.
However, the Investigator shall have
publication or presentation privileges
provided such manuscript and/or abstract
is submitted to Sponsor via e-mail to
I for rcview and
comment sixty (60) days prior to
submission for publication or sixty (60)
days prior to presentation. Sponsor shall
return comments to Institution within
thirty (30) days after receipt of the draft
Institution Publication (“Review Period”),
and Institution agrees and shall require
Institution Personnel to agree that due
consideration shall be given to Sponsor
comments. Institution shall delay any
proposed Institution Publication an
additional ninety (90) days in addition to
the Review Period in the event Sponsor so
requests to enable Sponsor and/or its
affiliates, and/or collaborators to secure
patent or other proprietary protection
(“Delay Period”).If in or Sponsor’s
judgment, publication or presentation at a
given time would hinder Sponsor’s
development of the Investigational
Product, the Investigator shall consider
modifying the publication or presentation
schedules accordingly. The
Institution/Investigator further agrees to
delete information identified by CRO
and/or Sponsor as Confidential, prior to
submitting such manuscript and/or
abstract for publication or presentation, or
defer publication or presentation of such

pivodnich Zaznamu subjektu hodnoceni,
které vyplyvaji z tohoto Klinického
hodnoceni. ZkouSejici vSak bude mit

pfednostni prava na zvefejnéni Ci
prezentaci téchto zaznaml, a to za
pfedpokladu, Ze Zadavateli bude

predloZen k revizi a vyjadfeni rukopis na
emailovou adresu
I ncbo  vytah
zéznamu, a to (60) dni pred piedanim ke
zvetejnéni nebo (60) dni pred prezentaci.
Zadavatel vrati rukopis s komentaii do
téiceti (30) dnd ode dne doruéeni rukopisu
poskytovatele (,,revizni obdobi*) a
Poskytovatel souhlasi a bude vyzadovat

po personalu  poskytovatele, aby
souhlasili, Ze komentafe zadavatele
nalezit¢ zvazi. poskytovatele oddali
navrhovanou  publikaci o  dalSich

devadesat (90) dni od revizniho obdobi na
zadost zadavatele za cilem ziskani patentu
nebo ochrany vlastnictvi zadavatele nebo
jeho pobocek a/nebo spolupracovniki
(,,zpozdeéni®). Jestlize by, dle tsudku
Zadavatele, zvefejnéni nebo prezentace ve
vySe uvedené 1huté zabranily Zadavateli
ve vyvoji Hodnoceného 1é¢iva, Zkousejici
zvazi tpravu lhit zvetejnéni a prezentace
dle potfeby. Poskytovatel/Zkousejici bude
dale souhlasit s vymazem informaci, které
CRO a/nebo Zadavatel oznaci za daveérné,
pred tim nez rukopis a/nebo vytah ze
Zaznamu subjektu hodnoceni budou
pfedany ke zvefejnéni nebo prezentaci a
nebo na zadost CRO a/nebo Zadavatele
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manuscript and/or abstract at the request
of CRO and/or Sponsor, to permit the
filing of any desired patent applications by
Sponsor and/or its affiliates and
collaborators. Sponsor shall also have the
right to publish the Study. Institution
acknowledges that the Study is a
multi-site study and that, as the Study
sponsor, Sponsor retains the right to
disclose the Study data and results first in
a peer-reviewed manuscript published in a
scientific journal based on the final Study
data and results from all appropriate sites
(“Multi-Site Publication) Following the
earliest of (i) Sponsor Multi-Site
Publication; or (ii) eighteen (18) months
after completion or termination of the
Study at all Study sites, Institution and
Institution Personnel shall have the right
to prepare and submit Institution’s Study
data for a Scientific Publication in
scientific journals or other professional
publications (an “Institution
Publication”). If a publication concerns
the analyses of sub-sets of data from a
multi-centred study the publication or
presentation shall make reference to the

odlozi zvefejnéni ¢i prezentaci takového
rukopisu a/mebo vytahu za tcelem
umoznéni podavani zadosti o registraci
patentu Zadavatelem a/nebo jeho pobocek
a spolupracovnikil. Zadavatel bude rovnéz
opravnén ke zvefejnéni Klinického
hodnoceni. Poskytovatel bere na védomi,
ze klinické hodnoceni je soucasti
multicentrického klinického hodnoceni a
ze zadavatel si ponechava pravo zvetejnit
data a vysledky klinického hodnoceni
v recenzovaném rukopise publikovaném
ve veédeckém Casopisu na zakladé
finalnich studijnich dat a vysledkd ode
vSsech vhodnych center (,,multicentrické
publikovani®). Na zakladé toho, co
nastane diive (i) multicentrické zvetejnéni
zadavatelem nebo (ii) osmmnact (18)
mésicl  po ukonceni nebo zruSeni
klinického hodnoceni na vSech centrech
klinického hodnoceni, poskytovatel a
personal  poskytovatele maji  pravo
ptipravit a predlozit data poskytovatele z
klinického hodnoceni pro védeckou
publikaci ve védeckych Casopisech nebo
dalsi profesiondlni publikace (,,publikace
poskytovatele*) Pokud se zvetejnéni tyka

relevant multi-centre publication(s). analyz podsoubort tdaji z
multicentrického klinického hodnoceni,
bude toto zvefejnéni C¢i prezentace
odkazovat na pfisluSné zvefejnéni
vysledkti multicentrického klinického
hodnoceni.

5.3. | The Institution/Investigator shall not use | 5.3. | Poskytovatel /Zkousejici nepouzije bez

2 the names of CRO and/or Sponsor or any | 2 prislusného pisemného souhlasu ptislusné
of Sponsor’s affiliates or collaborators in strany obchodni nazev CRO a/nebo
any form of public information, without Zadavatele nebo pobocek ¢i
the appropriate party’s prior written spolupracovnikli Zadavatele v Zzadné
consent. formé vefejné informace.

5.4 | Timelines 5.4 | Dodrzeni lhity

5.4. | The Investigator shall use his or her best | 5.4. | ZkouSejici je zavazdn k dokoncCeni

1 efforts to complete the Study in |1 Klinického hodnoceni v souladu s lhiitou
accordance with the timelines as set out in stanovenou v Priloze ¢. 2 této Smlouvy

Appendix 2 to this Agreement (as may be (ktera muze byt v pribéhu Klinického

reasonably amended from time to time in hodnoceni CRO rozumné upravena

writing by CRO). pisemnou formou).
5.5 | Financial Disclosure 5.5 | Potvrzeni o finanéni a majetkové
nezavislosti
13/45
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5.5. | The Investigator shall complete and return | 5.5. | ZkouSejici v€as vyplni a odevzdd CRO
1 to CRO or Sponsor in a timely manner, | 1 nebo Zadavateli potvrzeni nebo certifikat
financial certification or disclosure forms, o financni nebo majetkové nezavislosti
as applicable, provided to the Investigator (podle toho, ktery formulaf je poZadovan),
by CRO or Sponsor. The Investigator jenz Zkousejicimu poskytlo CRO nebo
shall also complete and return to CRO or Zadavatel. ZkouSejici rovnéz vyplni a
Sponsor, all disclosure updates, as so odevzda CRO nebo Zadavateli na zédkladé
instructed by CRO or Sponsor, for the pokynu CRO nebo Zadavatele veskera
duration of the Study, and for one year aktualizovana potvrzeni nebo certifikaty o
thereafter. The Institution shall ensure finan¢ni nebo majetkové nezavislosti, a to
that all sub investigators, performing a jak  béhem  provadéni  Klinického
Study-related function shall complete and hodnoceni, tak po dobu jednoho roku
return all financial certification/disclosure poté. Poskytovatel zajisti, ze vSichni
forms as described in this Section 5.5. spolupracovnici ~ ZkouSejiciho,  ktefi
vykonavaji  funkci  souvisejici s
provadénim Klinického hodnocent, vyplni
a odevzdaji potvrzeni nebo certifikity o
finanéni nebo majetkové nezavislosti
uvedené v tomto ¢lanku 5.5.
5.6 | Conflict 5.6 | Konflikt
5.6. | The Institution/Investigator shall not | 5.6. | Poskytovatel /ZkouSejici nebude b&éhem
1 during the term of this Agreement | 1 trvani této Smlouvy provadét jakékoliv
conduct any other clinical trial which jiné klinické hodnoceni, které by mohlo
might adversely affect the ability of the neptiznivé ovlivnit schopnost
Institution/Investigator to perform their Poskytovatele /ZkouSejiciho plnit své
obligations under this Agreement. povinnosti vyplyvajici z této Smlouvy.
6 | INVESTIGATOR 6 | ZKOUSEJIiCI
6.1 | Right to Enter Agreement 6.1 | Pravo uzaviit Smlouvu
6.1. | The Investigator warrants and represents | 6.1. | ZkouSejici zarucuje a prohlasuje, ze:
1 that: 1
6.1. | The Investigator has the right to enter into | 6.1. | Je opravnén uzaviit tuto Smlouvu a
1.1 | this Agreement, and 1.1
6.1. | The Investigator is permitted to enter this | 6.1. | ZkouSejici je opravnén k vykonu sluzeb
1.2 | Agreement, and 1.2 | dle této Smlouvy a

A) the terms of this Agreement are
consistent with the Investigator’s present
obligations, and

A) Podminky této Smlouvy se shoduji se
soucasnymi zavazky ZkousSejiciho a
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B) for the duration of the Study, or the
duration of this Agreement, whichever is
the longer, the Investigator shall not be
involved in any other study or activities
which would hinder his/her involvement
in the Study, or otherwise be involved in
activities which would be in conflict with
the conduct of the Study. Sponsor and
CRO acknowledge that Investigator and
Institution will perform other studies
during the course of the Study.

B) Po dobu provadéni Klinického
hodnoceni nebo trvani této Smlouvy,
podle toho, kterd z nich trva déle, se
ZkouSejici nebude ucastnit Zadného
jiného Klinického hodnoceni nebo
¢innosti, jez by mu branily Ucastnit se
tohoto Klinického hodnoceni, ani se
nebude jinak ucastnit Cinnosti, které by
byly v rozporu s provadénim Klinického
hodnoceni. Zadavatel a CRO berou na
védomi, Ze ZkouSejici i Poskytovatel
v pribéhu tohoto klinického hodnoceni
bude provadeét i jind klinickd hodnoceni

6.1. | The Investigator undertakes to perform | 6.1. | ZkouSejici se zavazuje vykonavat ¢innosti

1.4 | activities and meet therewith related | 1.4 | souvisejici s Klinickym hodnocenim v
obligations as determined by Act No. souladu se zakonem ¢. 378/2007 Sb., o
378/2007 Coll., on Drugs, as amended, 1é¢ivech, ve znéni pozd&jSich predpisii a
and Decree No. 226/2008 Coll., on good vyhlaskou ¢&. 226/2008 Sb., kterou se
clinical practice and closer conditions of stanovuje spravna klinicka praxe a blizsi
clinical research of medicinal products, as podminky klinického hodnoceni 1é¢iv, ve
amended. znéni pozd¢jsich predpist.

6.2 | Unavailability of the Investigator 6.2 | Nedostupnost Zkousejiciho

6.2. | The Investigator is essential to the Study | 6.2. | Pfitomnost ZkousSejiciho je zasadni pro

1 being conducted under this Agreement. | 1 provadéni Klinického hodnoceni dle této

Whereas the Investigator shall oversee the
entire Study, in his or her temporary
absence the Institution/Investigator shall
designate these responsibilities to a
qualified sub-investigator, who shall be
identified in writing. When the
Investigator’s absence is anticipated to
exceed seven (7) days, CRO shall be
notified in writing of the designated
sub-investigator who shall assume the
Study responsibilities. CRO and/or
Sponsor may approve or reject any
proposed sub-investigator. Such approval
shall not be wunreasonably withheld.
Should a permanent substitution for the
Investigator be required, the Institution
shall notify CRO and Sponsor in writing,
in accordance with Section 15.3. The
Institution may not permanently substitute
other investigators, or make substantial
changes in the level of effort asserted by
the Investigator, without the prior written
approval of CRO in the absence of which
CRO shall be entitled to invoke the
provisions of Section 11.3.1.6 below.

Smlouvy. Vzhledem k tomu, zZe
Zkousejici bude dohliZet na pribéeh celého
Klinického hodnoceni, pak v pripadé

docasné  nepfitomnosti  ZkouSejiciho
Poskytovatel /ZkouSejici deleguje tuto
odpovédnost na kvalifikovaného

spolupracovnika Zkousejiciho, ktery bude
uréen pisemné. V piipadé, kdy se
predpoklada, ze nepfitomnost
Zkousejiciho presahne sedm (7) dni, bude
CRO informovana pisemn¢ o navrzeném

spolupracovnikovi Zkousejiciho, ktery
pfevezme odpovédnost souvisejici s
Klinickym hodnocenim. CRO a/nebo

Zadavatel mize schvalit nebo odmitnout
jakéhokoliv navrzeného spolupracovnika
Zkousejiciho. Schvéleni nebude odepieno
bezdiivodné. Pokud bude pozadovana
stald  nahrada  ZkouSejiciho, bude
Poskytovatel  informovat CRO a
Zadavatele pisemné v souladu s ¢lankem
15.3. Poskytovatel nesmi trvale nahradit
dal§si zkouSejici nebo ucinit zasadni
zmény  ohledné¢  uwsili  vyvinutého
ZkousSejicim bez pfedchoziho pisemného
souhlasu CRO. V piipadé, ze tento
souhlas nebude wud€len, bude CRO
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opravnéna uplatnit ustanoveni clanku

11.3.1.6 nize.

7 | INVESTIGATIONAL PRODUCT 7 | HODNOCENE LECIVO

7.1 | Receipt of the Investigational Product 7.1 | ObdrZzeni Hodnoceného 1é¢iva

7.1. | The Study Drug will be delivered to | 7.1. | Hodnocené I[éCivo bude dodavano do

1 Institutional Pharmacy (further the | 1 lékdrny ~ Poskytovatele  (dale  jen
“Pharmacy”). The Pharmacy will Hlékarna®“). Lékdrna poveii fadné
authorize an employee appropriately kvalifikovaného zaméstnance na funkci
qualified to act as the delegated delegovaného farmaceuta, aby po dobu
pharmacist to secure proper handling of uchovani léciva v 1ékarné zajistil spravné
the Study Drug and any related zachazeni s hodnocenym 1é¢ivem a jinym
medication used in the Study (including lécivem pouzivanym v souladu
placebo), in accordance with the Protocol, s provadénim  klinického  hodnoceni
Good Pharmaceutical Practice and Decree (v€etng placeba), v souladu s protokolem,
no. 226/2008 Coll. during the period the se spravnou lékarenskou praxi a
Study Drug is maintained in the vyhlagkou ¢. 226/2008 Sb.
pharmacy.
Study Medication shall be delivered to the Hodnocené 1é¢ivo bude dodavan do
Institutional pharmacy in proper packages nemocni¢ni 1ékdrny, vzdy v fadné
designed for Study Medication and zabalenych  obalech  urenych pro
labelled in accordance with article 19, Hodnocené 1é¢ivo a oznaceny v souladu s
section 1 letter ) of Decree no. 226/2008 ustanovenim paragrafu 19 odst 1 pism e)
Coll., on Good Clinical Practice. vyhlasky ¢€.226/2008 Sb., o spravné

klinické praxi.
If possible, delivery of the Study Pokud je to mozné, dodavky
Medication shall be made on Monday — Hodnoceného 1&civa se budou
Friday from 7.00 to 14.00, and a signature uskutecniovat v Po-P4 od 7.00 h do 14.00
accepting delivery shall be required. h, podpis potvrzujici dodavku bude
vyZadovan.

7.2 | Administration/Distribution of the | 7.2 | Podavani/Distribuce Hodnoceného 1é¢iva
Investigational Product

7.2. | The Investigator shall document the | 7.2. | ZkouSejici bude dokumentovat poddvani a

1 administration and distribution of the | 1 distribuci Hodnoceného 1é¢iva Subjektim

Investigational ~ Product to  Study
Participants on the appropriate sections of
the Case Report Form and any dispensing
record, in accordance with Regulations,
particularly with Act No. 378/2007 Coll.,

hodnoceni v ptislusnych ¢astech Zdznamu
subjektu  hodnoceni a  jakémkoliv
zédznamu o vydeji v souladu s Pravnimi
predpisy, zvlast¢ zdkonem ¢&. 378/2007
Sb., o léCivech, ve znéni pozdé¢jsich
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on Drugs, as amended, and Decree No.
226/2008 Coll., on good clinical practice
and closer conditions of clinical research
of medicinal products, as amended.

predpisti a vyhlaSkou ¢. 226/2008 Sb.,
kterou se stanovuje spravnad klinicka praxe
a bliz8i podminky klinického hodnoceni
1é¢iv, ve znéni pozdéjsich predpisi.

7.2. | The Investigator shall only dispense the | 7.2. | ZkouSejici bude Hodnocené lécivo

2 Investigational Product to Qualified | 2 podavat pouze Zpusobilym subjektim
Participants, in  accordance  with hodnoceni v souladu s Pravnimi piedpisy,
Regulations, particularly with Act No. zvlast¢ zdkonem ¢&. 378/2007 Sb., o
378/2007 Coll., on Drugs, as amended, 1é¢ivech, ve znéni pozdéjSich predpisii a
and Decree No. 226/2008 Coll., on good vyhlaskou ¢. 226/2008 Sb., kterou se
clinical practice and closer conditions of stanovuje spravnd klinickd praxe a bliz8i
clinical research of medicinal products, as podminky klinického hodnoceni 1é¢iv, ve
amended. znéni pozd¢jsich predpist.

7.2. | The Investigational Product shall be used | 7.2. | Hodnocené 1é¢ivo bude pouzivano pouze

3 only for the purposes set forth in the | 3 pro Tucely stanovené v Protokolu.
Protocol. CRO and/or Sponsor must give Zadavatel a/nebo CRO musi udélit
prior authorization, for any use of the predchozi souhlas s jakymkoliv jinym
Investigational Product other than those uzivanim Hodnoceného 1é¢iva, nez které
set forth in the Protocol. je uvedeno v Protokolu.

7.3 | Return of the Investigational Product 7.3 | Vraceni Hodnoceného 1é¢iva

7.3. | The Investigator shall return all unused | 7.3. | Po dokonceni nebo ukonceni Klinického

1 Investigational Product, as well as any | 1 hodnoceni nebo kdykoliv, kdy to
containers, whether containing unused Zadavatel nebo CRO naridi, ZkouSejici
Investigational Product or not, in vrati veSkera nepouzita Hodnocena I1éCiva,
accordance with the instructions of jakoz i jakakoliv baleni, at’ uz obsahuji
Sponsor or CRO upon expiration or nepouzité Hodnocené 1é¢ivo ¢i nikoliv, v
termination of the Study or at such times souladu s pokyny Zadavatele nebo CRO.
as CRO or Sponsor may direct.

8 | CRO MONITORING 8 | MONITOROVANI ZE STRANY CRO

8.1 | Site Inspections 8.1. | Inspekce na Pracovisti

8.1. | The Institution/Investigator shall, on | 8.1. | Poskytovatel /ZkouSejici na zaklade

1 reasonable prior notice, permit CRO and | 1 pfiméfeného piedchoziho upozornéni

its designees and Sponsor and its
designees and any Regulatory Authority
to inspect the facilities the
Institution/Investigator proposes to use for
the Study; both before the Study begins,
during the treatment phase of the Study
and after the Study ends.

umozni Zadavateli a jeho zmocnéncem, a
CRO jeji zmocnéncem a jakéhokoli
Kontrolniho ufadu zkontrolovat zafizeni,
které Poskytovatel /Zkousejici navrhuje k
provedeni Klinického hodnoceni, a to jak
pred zahdjenim Klinického hodnoceni, tak
1 v prubehu jeho 1éCebné faze a po jeho
ukonceni.
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8.1. | If, in accordance with GCP, Sponsor’s, or | 8.1. | Pokud je vySe uvedené zatizeni dle GCP,
2 CRO Standard Operating Procedure’s or | 2 standardnich  pracovnich postuptt a
standards, the facilities determined not to standardi  Zadavatele nebo CRO
be adequate for the proper conduct of the oznaceno za neadekvatni k fadnému
Study, and the Institution/Investigator provedeni  Klinického hodnoceni a
does not remedy such inadequacies within Poskytovatel /Zkousejici neztidi ndpravu
a reasonable period of being notified of téchto nedostatki v rozumné 1hité od
such inadequacy, then CRO may at its sole okamziku, kdy mu tyto nedostatky byly
discretion, refuse to commence or decide oznameny, muize CRO dle vlastniho
to discontinue the Study, and terminate uvazeni odmitnout zahajeni Klinického
this Agreement without further obligation hodnoceni nebo rozhodnout o jejim
to the Institution/Investigator. preruseni a ukonlit tuto Smlouvu bez
jakékoliv ~ dalsi  povinnosti  vUci
Poskytovatel /ZkouSejicimu.
8.1. | The Institution/Investigator shall notify | 8.1. | Poskytovatel /Zkousejici bude neprodlené
3 CRO and/or Sponsor promptly if a |3 informovat CRO a/nebo Zadavatele v
Regulatory Authority requests permission ptipadé, Ze Kontrolni Ufad bude
to inspect the Institution/Investigator’s’ pozadovat kontrolu zaznamil Poskytovatel
research records concerning the Study. On /Zkousejiciho tykajicich se Klinického
notification of an inspection, the hodnoceni. Po ozndmeni o kontrole bude
Institution/Investigator shall notify CRO Poskytovatel /Zkousejici informovat CRO
and/or Sponsor of the date and time of a/nebo Zadavatele o datu a case takové
such inspection and allow CRO and/or kontroly, a wumozni CRO a/nebo
Sponsor to assist in the preparation for Zadavateli podilet se na pfipravach na
such inspection by a Regulatory inspekci Kontrolniho ufadu. Dale, pokud
Authority. Furthermore, if an inspection dojde ke  kontrole,  Poskytovatel
occurs, the Institution/Investigator agrees /Zkousejici se zavazuje, ze bude pii této
to cooperate with such inspection and kontrole spolupracovat a prizve k ucasti
invite CRO and/or Sponsor to be present. CRO a/nebo Zadavatele. Poskytovatel
The Institution/Investigator agrees to /Zkousejici  souhlasi, Ze poskytne
provide CRO and/or Sponsor with copies Zadavateli a/mebo CRO kopie vSech
of all Regulatory Authority materialll Kontrolniho ufadu, vcetng, ale
documentation including but not limited nikoli vyluéné, korespondence, vyjadieni,
to correspondence, statements, warnings, varovani, donucovacich opatfeni, spist,
enforcement actions, pleadings, predvolani, formuldii a zaznamu, které
summons, forms and records that the Poskytovatel  /ZkouSejici obdrzi v
Institution/Investigator receives as a result disledku  kontroly nebo pii jejim
of or in anticipation of an inspection. The o¢ekavani. Poskytovatel /ZkousSejici bude
Institution/Investigator shall notify CRO informovat CRO a/nebo Zadavatele o
and/or Sponsor of any legal action taken vSsech Zzalobach podanych Kontrolnim
on any audit by a Regulatory Authority. ufadem na zaklad¢ kontroly.
8.2 | Records 8.2 | Zaznamy
8.2. | The Institution/Investigator shall allow | 8.2. | Poskytovatel /ZkouSejici umozni
1 CRO and its designees and Sponsor and | 1 opravnénym osobam CRO a jeji
its designees and any Regulatory zmocnénclim, Zadavatele a  jeho

Authority to monitor the Study, and all
records required by the Regulations
during normal business hours, or as
otherwise required by law, and to:

zmocnénciim a jakémukoliv Kontrolniho
ufadu monitorovat pribéh Klinického
hodnoceni a  vSechny pisemnosti
pozadované Pravnimi pfedpisy v prib&hu
obvyklé pracovni doby nebo jak vyzaduje
zakon a:
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8.2. | Inspect Case Report Forms for | 8.2. | Zkontrolovat uplnost Zaznami subjektu
1.1 | completeness and detailed compliance | 1.1 | hodnoceni a podrobnou shodu s
with the Protocol; and Protokolem a
8.2. | Review Investigational Product | 8.2. | Zkontrolovat uplnost a presnost dokladii o
1.2 | accountability records for completeness | 1.2 | dopocitatelnosti/evidenci Hodnoceného
and accuracy, and lé¢iva a
8.2. | Inspect source documents, including but | 8.2. | Zkontrolovat  zdrojové  dokumenty,
1.3 | not limited to, hospital/clinic records, | 1.3 | vCetné, nikoliv vSak vylucné,
relevant to the preparation of the Case nemocni¢nich/klinickych zadznamu
Report Form. Any inspection by CRO or relevantnich pro pifipravu Zaznamu
Sponsor of source documents shall be subjektu hodnoceni. Jakékoliv inspekce
performed with due regard for Participant zdrojovych dokumenti ze strany CRO
confidentiality. nebo Zadavatele bude provedena s
fadnym zohlednénim zachovani
dvérnosti Subjektu hodnoceni.
9 CONFIDENTIALITY 9 MLCENLIVOST
9.1 | Confidential Information 9.1 | Duvérné informace
9.1. | The Institution/Investigator agrees to hold | 9.1. | Poskytovatel /ZkouSejici souhlasi, ze
1 all information disclosed to him or her by | 1 bude dodrzovat naprostou mlcenlivost a
Sponsor or CRO, developed by him or her utajeni ohledné vSech informaci, které se
regarding the Investigational Product, dovédélo/dovédél od Zadavatele nebo
which information is not already in the CRO, které v souvislosti s Hodnocenym
public domain and is deemed trade secret lécivem vysly najevo, a jez nebyly dosud
information by Sponsor or CRO, in the zvetejnény a ze strany Zadavatele a CRO
strictest confidence, and shall not disclose jsou povazovany za obchodni tajemstvi,
the same to any third party without the pfi¢emz tyto informace bez vyslovného
express written permission of CRO or pisemného souhlasu Zadavatele nebo
Sponsor. With respect to Sponsor, a trade CRO nesdéli zadné tieti strané. Co se tyce
secret includes a trade secret of Sponsor Zadavatele, obchodni tajemstvi zahrnuje
and/or its affiliates and/or collaborators. obchodni tajemstvi Zadavatele a/nebo
jeho pobocek a/nebo spolupracovnikil.
9.1. | Al proprietary or  confidential | 9.1. | S veSkerymi  majetkovymi  nebo
2 information, including, without limitation, | 2 davérnymi informacemi, vcetné, nikoliv

information contained in the Protocol, the
Clinical Investigator Brochure and
published data that CRO and/or Sponsor
consider(s) confidential shall be treated as
confidential. All such information
developed in respect to CRO and/or
Sponsor or the Study by the
Institution/Investigator, or disclosed to
it/him/her by CRO and/or Sponsor, shall
be treated as confidential (hereinafter
collectively called “Confidential
Information™), unless such information
falls within exceptions listed under

v8ak vyluéné, informaci obsazenych v
Protokolu, Souboru informaci pro
Zkousejictho a zvefejnénych tdajich,
které CRO a/nebo Zadavatel povazuje za
davérné, bude nakladano jako s
divérnymi informacemi. Se vSemi
takovymi informacemi, které vysly najevo
v souvislosti se Zadavatelem a/nebo CRO
nebo Klinickym hodnocenim nebo které
byly ziskany od Zadavatele a/nebo CRO,
bude nakladdno jako s informacemi
davérnymi (dale spolecné jen ,,Davérné
informace*), pokud takové informace
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Section 9.2.3 below.

nepatii mezi vyjimky dle ¢lanku 9.2.3
nize.

9.2 | Agreement Not to Disclose 9.2 | Dohoda o ml¢enlivosti

9.2. | The Institution/Investigator agrees not to | 9.2. | Poskytovatel /ZkouSejici souhlasi, ze

1 reveal such Confidential Information to | 1 nesdéli tyto Dvérné informace jinym
third parties, other than those employees tietim strandm nez zaméstnanctm, ktefi
with a need to know, e.g., members of the tyto Duveérné informace potfebuji znat, tj.
IEC/ SUKL, and physicians, nurses or ¢lenim NEK/SUKL, lékaitim, sestram
employees and cooperative persons nebo zamgstnancim a spolupracujicim
directly involved in conducting the Study; osobam, jenz se pfimo ucastni provadéni
and shall safeguard the Confidential Klinického hodnoceni; a zabezpeci
Information with the degree of care Dtvérné informace s takovou péci, kterd
normally afforded Confidential je u Duvérnych informaci obvykla.
Information.

9.2. | The Institution/Investigator agrees to use | 9.2. | Poskytovatel /ZkouSejici souhlasi, ze

2 this information only for fulfilling its/his | 2 bude takové informace uzivat pouze za
or her respective obligations under this ucelem plnéni  svych  pfisluSnych
Agreement. If requested by CRO or povinnosti vyplyvajicich z této Smlouvy.
Sponsor, the Institution/Investigator shall Pokud o to CRO nebo Zadavatel pozada,
promptly return all such Confidential pfi dokonceni Klinického hodnoceni
Information to CRO and/or Sponsor at the Poskytovatel /ZkouSejici neprodlené vrati
end of the Study, (other than items tyto veskeré Duveérné informace CRO
required under Retention/Transfer of a/nebo  Zadavateli (krom& polozek
Clinical Study Site File, Section 3.3.3 pozadovanych dle c¢lanku 3.3.3 vySe -
above). Uchovavani/Prevedeni Evidence tykajici

se Klinického hodnoceni provadéného na
Pracovisti).

9.2. | The obligations of nondisclosure do not | 9.2. | Povinnosti zachovani mlcenlivosti se

3 apply when: 3 nevztahuji na:

9.2. | The information is in the public domain or | 9.2. | Informace, které byly zvefejnény nebo se

3.1 | becomes publicly available through no | 3.1 | staly vefejné¢ dostupnymi bez pochybeni

fault of the Institution/Investigator or any
Institution employee.

Poskytovatele /Zkousejiciho nebo
jakéhokoliv zaméstnance Poskytovatele.
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9.2. | The Institution/Investigator knows the | 9.2. | Ptipady, kdy informace jsou
3.2 | information before receipt from CRO | 3.2 | Poskytovateli /ZkouSejicimu zndmy pied
and/or Sponsor, as evidenced by its/his or jejich  obdrzenim od CRO a/nebo
her written records. Zadavatele, jak dokazuji pisemné
zaznamy Poskytovatele /ZkouSejiciho.
9.2. | The information is lawfully received from | 9.2. | Informace, které byly pravoplatng ziskany
3.3 | a third party that has a right to make such | 3.3 | od tfeti strany, ktera je opravnéna je sdélit
disclosure, who did not obtain such a jez tyto informace neziskala porusenim
information  violating CRO  and/or prév Zadavatele a/mebo CRO nebo
Sponsor’s rights or under obligation of povinnosti mlcenlivosti vic¢i Zadavateli
confidentiality to CRO or Sponsor. a/nebo CRO.
9.2. | Regulations require disclosure to a court | 9.2. | Informace, jejichz sdéleni soudiim
3.4 | of competent jurisdiction or government | 3.4 | pfislusné jurisdikce nebo vladnim
authority. orgdnim je vyzadovano Pravnimi
predpisy.
9.2. | CRO and/or Sponsor grants prior written | 9.2. | Informace, k jejichz sdéleni Zadavatel
3.5 | permission for disclosure. 3.5 | a/nebo CRO wudéli predchozi pisemny
souhlas.
9.2. | The results of the Study are disclosed to | 9.2. | Vysledky Klinického hodnoceni, které
3.6 | third parties in accordance with the | 3.6 | jsou tfetim strandm sdé€leny v souladu s
provisions of Section 5.3 above. ustanovenimi ¢lanku 5.3 vyse.
9.3 | Medical Confidentiality and Data | 9.3 | Lékaiska mléenlivost a ochrana osobnich
Protection udajt
9.3. | Without prejudice to the generality of | 9.3. | Aniz by byla dotena obecna platnost
1 Section 9.1 above the | 1 ¢lanku 9.1 vySe, Poskytovatel /ZkousSejici
Institution/Investigator specifically bere specidlné na védomi své povinnosti z

acknowledges their obligations under and
agrees to comply with all applicable
Regulations  relating to  medical
confidentiality and the protection of data
capable of identifying individuals
including  without  limitation  the
provisions of Council Directive 95/46/EC
of the European Parliament and of the
Council of 24 October 1995 on the
protection of individuals with regard to
the processing of personal data and on the
free movement of such data and Act No.
101/2000 Coll., on Personal Data
Protection, as amended. The
Institution/Investigator will in particular
observe any such disciplines or
obligations specifically brought to the
attention of the Institution/Investigator by
CRO and/or Sponsor, which are inherent
in compliance with such Regulations.

tohoto ¢lanku vyplyvajici a souhlasi, Ze
bude jednat v souladu se vSemi platnymi
Pravnimi  pfedpisy souvisejicimi s
l¢kafskou  mlenlivosti a  ochranou
osobnich udajt identifikujicich
jednotlivce, vetng, nikoliv vSak vylucné,
ustanoveni Smérnice Evropského
parlamentu a Rady 95/46/ES ze dne 24.
fijna 1995 o ochran¢ osobnich udaji v
souvislosti se zpracovanim osobnich
udajii a volnym pohybem téchto idaju a
zakon ¢. 101/2000 o ochrané osobnich
udaji, ve znéni pozde€jsich predpist.
Poskytovatel /Zkousejici bude zejména
dodrzovat vSechna takova pravidla nebo
povinnosti, na které CRO nebo Zadavatel
specidln¢  upozorni  Poskytovatel /
ZkousSejiciho, a které jsou v souladu s
Pravnimi piedpisy podstatné.
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10 | INTELLECTUAL PROPERTY 10 | DUSEVNI VLASTNICTVi
10. | Ownership 10. | Vlastnictvi
1 1
10. | Inventions whether or not patentable, | 10. | Patentovatelné i nepatentovatelné
1.1 | processes, know-how, trade secrets, data, | 1.1 | vynalezy, postupy, know-how, obchodni
improvements, patents and/or other tajemstvi, udaje, zlepSovaci navrhy,
intellectual property relating to the patenty a/nebo jiné duSevni vlastnictvi
Investigational Product or otherwise souvisejici s Hodnocenym lé¢ivem ¢i
arising from the Study, conceived, jinak vyplyvajici z Klinického hodnocenti,
generated or first reduced to practice, as zapocaté, vytvorené ¢i poprvé uplatnéné v
the case may be, during the term of this praxi v prubéhu trvani této Smlouvy,
Agreement (hereinafter called podle toho, co je relevantni, (dale jen
“Inventions™), shall, without further ,»,Vynalezy”), budou, bez dal$i odmény
remuneration for Institution and/or pro Poskytovatel a/nebo Zkousejiciho,
Investigator, be the property of Sponsor. majetkem Zadavatele.
10. | Disclosure 10. | Sdéleni
2
10. | The Institution/Investigator shall | 10. | Poskytovatel /ZkouSejici neprodlené
2.1 | promptly disclose to CRO and/or Sponsor, | 2.1 | pisesmné¢ sd€li vytvofeni jakéhokoliv
in writing, any Invention. Vynélezu CRO a/nebo Zadavateli.
10. | Cooperation 10. | Soucinnost
3
10. | The Institution/Investigator shall take all | 10. | Poskytovatel /ZkouSejici vykond v
3.1 | such actions throughout the term of this | 3.1 | prub&hu trvani Smlouvy i po té veskeré
Agreement and thereafter as shall be takové kroky, které budou nezbytné za
necessary in order to ensure that the ucelem zajisténi, ze Vynalezy budou moci
Inventions may be vested free of byt Zadavateli svéfeny bez zatizeni v
encumbrance in Sponsor in accordance souladu s ¢lankem 10.1.1  vySe.
with  Section 10.1.1 above. The Zkousejici/ Poskytovatel bude dale s CRO
Institution/Investigator ~ shall ~ further a/nebo Zadavatelem spolupracovat na
cooperate with CRO and/or Sponsor, at naklady Zadavatele a to tak, Ze neprodlené
Sponsor’s expense by promptly executing podepiSe jakékoliv dokumenty nebo
any documents or carrying out any acts uskutecni jakékoliv ukony, které mohou
that may be required to vest the rights in or byt vyzadovany za ucelem ud€leni prav k
to Inventions in Sponsor and otherwise to Vynédlezim  Zadavateli ¢ jinym
enable Sponsor fully to protect its zpisobem, aby umoznil Zadavateli plné
intellectual property. chranit prava duSevniho vlastnictvi.
10. | Background Rights 10. | Dalsi prava
4
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10. | For the avoidance of doubt all intellectual | 10. | Zaucelem vylouceni pochybnosti v§echna
4.1 | property rights and rights of a similar | 4.1 | prdva duSevniho vlastnictvi a prava
nature owned by or licensed to the podobné povahy, kterda jsou pred datem
Institution/Investigator, CRO or Sponsor uzavieni této Smlouvy vlastnéna nebo
(including, with respect to Sponsor, all of licencovana Poskytovatelem
Sponsor’s affiliates and collaborators) /Zkousejicim, CRO nebo Zadavatelem
prior to the date of this Agreement shall (v€etng, s ohledem na Zadavatele vS§echny
remain property of applicable Party or pobocky Zadavatele nebo
Sponsor. spolupracovniky Zadavatele) pred datem
uzavieni této Smlouvy zlstanou ve
vlastnictvi pfislu§né Smluvni strany nebo
Zadavatele.
11 TERM AND TERMINATION 11 | DOBA TRVANI SMLOUVY A
UKONCENI SMLOUVY
11. | Term 11. | Doba trvani Smlouvy
1 1
11. | This Agreement will remain in effect until | 11. | Tato Smlouva bude u¢innd do okamziku
1.1 | completion of the Study, closeout of the | 1.1. | dokoncéeni Klinického hodnoceni,
Site and completion of the obligations of ukoncenych aktivit spojenych s timto
the Parties under this Agreement or earlier Klinickym hodnocenim na Pracovisti a
termination in accordance with this splnéni  povinnosti Smluvnich stran
Section 11. vyplyvajicich z této Smlouvy nebo do
okamziku jejiho dfivéjSiho ukonceni v
souladu s timto ¢lankem 11.
11. | Termination by Institution/Investigator 11. | Ukonceni Poskytovatelem / ZkouSejicim
2 2
11. | The Institution/Investigator may terminate | 11. | Poskytovatel /ZkouSejici mize Klinické
2.1 | the Study by notice in writing at any time | 2.1 | hodnoceni kdykoliv ukon¢it pisemnou
with immediate effect, if in the vypoveédi s okamzitou t€innosti, pokud je
Investigator’s  reasonable  discretion na  zakladé  rozumného  uvazeni
termination is required to protect patient Zkousejiciho takové ukonceni
safety, e.g., because of the occurrence of vyZzadovano za  ucelem  ochrany
an unexpected or Serious Adverse Event. bezpecnosti pacientl, napt. z divodu
vzniku neocekdvané nebo Zavazné
nezadouci ptihody.
11. | The Institution/Investigator may terminate | 11. | Poskytovatel /ZkouSejici mize Klinické
2.2 | the Study by notice in writing at any time | 2.2 | hodnoceni kdykoliv ukoncit pisemnou
with immediate effect if CRO commits a vypovédi s okamzitou ucinnosti, jestlize
material breach of this Agreement and has se CRO dopusti podstatného poruseni této
not remedied that breach (if remediable) Smlouvy a neprovede napravu toto
within thirty (30) days of receipt of poruseni (pokud je napravitelné) ve 1hute
written notice from the tficeti (30) dni od obdrzeni pisemné vyzvy
Institution/Investigator requiring remedy Poskytovatele /ZkousSejicitho pozadujici
and specifying the breach complained of. tuto napravu a specifikujici vytykané
poruseni.
11. | Termination by CRO 11. | Ukonceni CRO
3 3
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11. | CRO or Sponsor may terminate the Study | 11. | CRO miize svym vlastnim jménem nebo

3.1 | prior to completion by providing written | 3.1 | jménem Zadavatele ukoncit Klinické
notice to the Institution/Investigator with hodnoceni pied jejim dokonCenim
immediate effect for any of the following dorucenim pisemné vypoveédi
reasons: Poskytovateli /Zkousejicimu s okamzitou

ucinnosti pro kterykoliv z nasledujicich
divodi:

11. | Notification by Sponsor to CRO to | 11. | Vyzva Zadavatele k ukonceni Klinického

3.1. | terminate the Study. 3.1. | hodnoceni adresovanad CRO.

1 1

11. | Notification by a Regulatory Authority to | 11. | Vyzva Kontrolniho uUfadu k ukonceni

3.1. | CRO and/or Sponsor to terminate the | 3.1. | Klinického hodnoceni adresovana

2 Study. 2 Zadavateli/CRO.

11. | Without prejudice to the generality of the | 11. | Aniz by byla dotcena obecna platnost prav

3.1. | rights of CRO and Sponsor under Section | 3.1. | CRO dle ¢lanku 11.3.1.1 této Smlouvy,

3 11.3.1.1 of this Agreement, the |3 Poskytovatel /Zkousejici bere na védomi,
Institution/Investigator acknowledges that ze Klinické hodnoceni tvofi soucast
the Study forms part of a multi-centre multicentrického Klinického hodnocenti,
clinical trial for which recruitment is pro kterou je mnabor uskutectiovan
competitive and that the Study may kompetitivné, a ze Klinické hodnoceni
accordingly be terminated by CRO or mize byt tudiz CRO ukonceno pied
Sponsor prior to recruitment of the naborem takového poctu Zpulsobilych
number of Qualifying Participants stated subjektd hodnoceni, ktery je uveden v
in the Protocol or Appendix 1 to this Protokolu nebo pfiloze €. 1 této Smlouvy.
Agreement.

11. | Determination by CRO and/or Sponsor | 11. | Rozhodnuti Zadavatele a/nebo CRO, Ze

3.1. | that the Investigator, after reasonable | 3.1. | ZkouSejici, piestoze mu byla déna

4 opportunity, is unable for any reason, to | 4 dostatecnd moznost, neni z jakéhokoliv
satisfactorily perform the Study as divodu schopen uspokojivé provést
required in the Protocol and this Klinické hodnoceni tak, jak pozaduje
Agreement. Protokol a tato Smlouva.

11. | In the event that the | 11. | V pripadé, Ze Poskytovatel /Zkousejici

3.1. | Institution/Investigator commits a breach | 3.1. | porusi tuto Smlouvu a dosud toto poruseni

5 of this Agreement and has not remedied | 5 nenapravilo/nenapravil (pokud je
that breach (if remediable) within thirty napravitelné) ve lhuté triceti (30) dni od
(30) days of receipt of written notice from obdrzeni pisemné vyzvy CRO a/nebo
CRO and/or Sponsor requiring remedy Zadavatele pozadujici tuto ndpravu a
and specifying the breach complained of. specifikujici vytykané poruseni.

11. | In the event of a non-remediable breach. | 11. | V pfipadé nenapravitelného poruSeni

3.1. | Under the circumstances set out in Section | 3.1. | podminek Smlouvy. Dle okolnosti

6 6.2.1 above. 6 stanovenych v ¢lanku 6.2.1 vySe.

11. | Reasons for Termination 11. | Duvody k Ukonéeni

4 4
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11. | In the event that CRO and/or Sponsor | 11. |V pfipadé, ze CRO a/nebo Zadavatel
4.1 | wishes to exercise its right to terminate | 4.1 | hodla uplatnit svym jménem nebo
this Study based on Sections 11.3.1.1 or jménem Zadavatele sva prava na ukoncenti
11.3.1.2 above, written notice of its/their Klinického hodnoceni na zakladé ¢lankd
decision to exercise such right shall be 11.3.1.1 nebo 11.3.1.2 wvySe, doruci
given to the Institution/Investigator by Poskytovateli /ZkouSejicimu pisemné
registered mail, overnight courier, or fax oznameni o svém rozhodnuti uplatnit tato
with immediate effect. prava, a to doporucenou postou, expresni
kuryrni sluzbou nebo faxem, s okamzitou
ucinnosti.
11. | Termination of this Agreement 11. | Ukonceni této Smlouvy
5 S
11. | In the event that the Study is terminated | 11. | V pfipadé, Ze dojde k ukonceni
5.1 | then this Agreement shall automatically | 5.1 | Klinického hodnoceni, pak tato Smlouva
terminate with immediate effect. bude automaticky ukoncena s okamzitou
ucinnosti.
11. | Obligations of the Institution/Investigator | 11. | Povinnosti Poskytovatele /ZkousSejiciho
6 after Termination 6 po ukonceni Klinického hodnoceni
11. | Immediately upon receipt of a notice of | 11. | Po  obdrzeni vypovédi ZkouSejici
6.1 | termination, the Investigator shall stop | 6.1 | neprodlen¢ ukonci zafazovani
entering potential participants into the potencialnich subjekti hodnoceni do
Study and shall cease conducting Klinického hodnoceni a ukon¢i provadéni
procedures, to the extent medically and procedur u Subjektd hodnoceni, ktefi se
ethically permissible, on Participants jiz Klinick¢ho hodnoceni Uucastni, v
already entered into the Study. rozsahu, jenz je z lékatrského a etického
hlediska ptipustny.
11. | In the event of early termination of this | 11. | V pfipadé predCasného ukonceni této
6.2 | Agreement by Sponsor or CRO pursuant | 6.2 | Smlouvy Zadavatelem nebo CRO dle
to Sections 11.3.1.1 and 11.3.1.2 above, Clanka 11.3.1.1 a 11.3.1.2 vyse a Vv
and subject to an obligation on the zavislosti na povinnosti Poskytovatele
Institution/Investigator to mitigate any /Zkousejictho zmirnit jakoukoliv ztratu,
loss, CRO shall procure that Sponsor shall CRO zajisti, Ze Zadavatel uhradi v§echny
pay all third party costs incurred and naklady treti strany, které vznikly a staly
falling due for payment up to the date of se k datu ukonceni Smlouvy splatnymi a
termination, and also all non-cancellable rovnéZ vSechny nezrusitelné vydaje treti
third party expenditure falling due for strany, které se stanou splatnymi po datu
payment after the date of termination ukonceni této Smlouvy a které vyplyvaji
which  arises from commitments ze zavazki, jenz byly Poskytovatelem
reasonably and necessarily incurred by the /ZkouSejicim pii provadéni Klinického
Institution/Investigator for the hodnoceni divodné a nezbytné¢ plnény
performance of the Study prior to the date pfed datem ukonceni a které byly
of notice of termination, and agreed with dohodnuty se Zadavatelem. Na Zadnou
Sponsor. No further compensation shall dalsi kompenzaci nema Poskytovatel nebo
be payable to Institution or Investigator. Zkousejici narok.
12 | DEBARMENT CERTIFICATION 12 | POTVRZENI TYKAJICI SE
VYLOUCENi Z PUSOBENi VE

FARMACEUTICKEM PRUMYSLU
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12. | Representation 12. | Prohlaseni
1 1
12. | The Investigator represents that he/she has | 12. | ZkouSejici prohlasuje, Ze nikdy nebyl a
1.1 | never been and the Institution represents | 1.1 | Poskytovatel  prohlasuje, Ze jeho
that the Institution’s employees, who will zaméstnanci, ktefi budou poskytovat
be rendering services to Sponsor or CRO, sluzby Zadavateli nebo CRO, nikdy
have never been: nebyli:
12. | debarred or convicted of a crime for which | 12. | vyloucen/vyloueni z pilsobeni ve
1.1. | a person can be debarred under any | 1.1. | farmaceutickém primyslu nebo odsouzeni
1 Regulations nor 1 za trestny Cin, v disledku néhoz mtze byt
osoba vylouCena z plisobeni ve
farmaceutickém primyslu dle Pravnich
predpist ani
12. | threatened to be debarred or indicted for a | 12. | mu/jim nehrozilo vylouceni z piisobeni ve
1.1. | crime or otherwise engaged in conduct for | 1.1. | farmaceutickém primyslu nebo obvinéni
2 which a person can be debarred under z trestn¢ho Cinu, ani nebyli jinak ucastni
Regulations. jednani, pro které jednotlivec muize byt
dle Pravnich piedpisti vyloucen.
12. | Disciplined by and/or banned by a | 12. | potrestdn/i Kontrolnim ufadem nebo
1.1. | Regulatory body from carrying out | 1.1. | vylou¢eni  Kontrolnim  uUfadem z
3 clinical trials. 3 provadeéni klinickych hodnoceni.
12. | Notification of Debarment 12. | Ozndmeni o vylouéeni z pusobeni ve
2 2 farmaceutickém primyslu
12. | The Investigator agrees that he/she shall | 12. | ZkouSejici souhlasi, Ze bude informovat
2.1 | notify CRO and/or Sponsor in the event of | 2.1 | Zadavatele a/mebo CRO v piipade
any such debarment, conviction, threat or takového vylouCeni, obvinéni, odsouzeni
indictment. ¢i jejich hrozby.
12. | Not to Employ 12. | Zavazek nezaméstndvat
3 3
12. | During the term of this Agreement, the | 12. | Béhem trvani této Smlouvy se
3.1 | Institution agrees not to employ or | 3.1 | Poskytovatel zavazuje, ze nezaméstna Ci
otherwise engage any individual who will jinak smluvné nezavaze jednotlivce, ktery
be rendering services to CRO and/or bude poskytovat sluzby CRO a/nebo
Sponsor who has been debarred or Zadavatele, ktery byl vyloucen z plisobeni
convicted of a crime for which a person ve farmaceutickém primyslu nebo
can be debarred. odsouzen pro trestny ¢&in, nasledkem
n¢hoz mize dojit k vylouceni jednotlivce.
12. | Certification 12. | Potvrzeni
4 4
12. | Upon request by CRO and/or Sponsor, | 12. | Na zadost Zadavatele a/mebo CRO
4.1 | from time to time the | 4.1 | Poskytovatel /ZkouSejici ¢as od casu
Institution/Investigator shall certify to poskytne CRO a/nebo Zadavateli pisemné
CRO and/or Sponsor in writing the potvrzeni, Ze jednd v souladu s
26 /45
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Investigator’s/Institution’s
with the foregoing provisions.

compliance

predchozimi ustanovenimi.

13 | INDEMNIFICATION AND | 13 | NAHRADA SKODY A POJISTENI
INSURANCE

13. | Sponsor Indemnity 13. | Nahrada Skody Zadavatelem

1 1

13. | Any Indemmification  arrangements | 13. | Jak&koliv ujednani o ndhrad€ Skody mezi

1.1 | between the Institution/Investigator by | 1.1 | Poskytovatelem /Zkousejicim a
Sponsor (hereinafter called Zadavatelem (dale jen ,,Poskytnuti
“Indemnification Provision™), if nahrady Skody”), pokud se aplikuji a/nebo
applicable and/or if requested, shall be by budou vyzadana, budou ujedndna piimo
means of an agreement between the prostiednictvim dohody mezi
Institution/Investigator ~and  Sponsor Poskytovatelem /Zkousejicim a
directly. [attached as Appendix 4 to this Zadavatelem [pfiloha €. 4 této Smlouvy].
Agreement].

13. | Requests for Indemnification Provision | 13. | Zadosti o Poskytnuti nahrady Skody

1.2 | should be made in writing or faxed to the | 1.2 | budou =zasldny pisemné nebo faxem
CRO project manager for the Study at the projektovému  manazeii CRO  pro
address below, who shall act as the Klinické hodnoceni na niZe uvedenou
administrator of the Indemnification adresu, ktery bude jednat jako spravce
Provision on behalf of Sponsor. Such Poskytnuti nahrady S$kody jménem
requests must include the names of all Zadavatele. Tyto Zadosti musi obsahovat
parties to be indemnified. jména vSech stran, které maji byt

odSkodnény.

CRO NAME: NAZEV CRO:
PPD Czech Republic, s.r.o. PPD Czech Republic, s.r.o.
CRO ADDRESS: ADRESA CRO:
Antala Staska 2017/79 Antala Staska 2017/79
140 00 Prague 4 140 00 Prague 4
Czech Republic Czech Republic
CRO PROJECT MANAGER: 1 CRO PROJEKTOVY MANAZER: Il
| |

13. | For the avoidance of doubt CRO shall not | 13. | Za ucelem vylouceni pochybnosti CRO

1.3 | provide any indemnification on CRO’s | 1.3 | neposkytne Poskytovateli /ZkouSejicimu
own account to the Institution/Investigator ani zadnému z jejich zaméstnancti nebo
or any of their servants or agents. zéastupcll Zzadnou nahradu Skody na svij

ucet.
13. | Insurance 13. | Pojisténi
2
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13. | The Institution declares that it has | 13. | Poskytovatel prohlasuje, ze ma dle § 45

2.1 | insurance coverage in accordance with | 2.1 | odst.2 pism. n) zakona ¢.372/2011 Sb.,
§ 45 par. 2 Itr. n) of o0 zdravotnich sluzbach uzavienu
Actno. 372/2011 Coll., on  Medical pojistnou  smlouvu  na  pojiSténi
Services, with respect to liability it may odpovédnosti za Skodu zplisobenou pii
have while providing medical care. This poskytovani zdravotni péce. Tato pojistna
insurance coverage is in correlation with smlouva je uzaviena v zakonem
the applicable laws and does not include pozadovaném rozsahu a neobsahuje
liability insurance with respect to pojisténi  odpovédnosti  za  Skodu
conducting a Study. According to zptisobenou pii provadéni klinického
§ 45 par. 2 Itr. n) of Act hodnoceni. Dle §45 odst.2 pism. n)
no. 372/2011 Coll., this insurance zékona €. 372/2011 Sb. musi byt pojisténi
coverage must be valid for the entire uzavieno po celou dobu, po kterou
length of the Institution’s provision of poskytovatel poskytuje zdravotni péci.
medical care.
The Parties to the Agreement Smluvni strany berou na védomi, zZe
acknowledge that Sponsor is responsible Zadavatel odpovid4d za Skody na zdravi
for injury to health of the Study Subjektti hodnoceni zpiisobené zvlastni
Participants caused by the specific nature povahou Hodnoceného 1éciva. V souladu
of the Study medication. In accordance s Pravnimi predpisy, zvlasté zakonem ¢.
with relevant Regulations, particularly 378/2007 Sb.,ve znéni pozdgjSich
Act No. 378/2007 Coll., as amended, predpisd, Zadavatel zajisti pied
Sponsor shall arrange for insurance of the zahdjenim Klinického hodnoceni na celou
Study Participants in the event of injury to dobu provadéni Klinického hodnoceni
their health resulting from the Study prior smluvni pojisténi Subjektti hodnoceni pro
commencement of the Study and maintain ptipad Skody vzniklé na zdravi v disledku
this insurance during the whole term of provadéni Klinického hodnoceni, a to u
the Study. The insurance shall be osoby k tomu opravnéné podle
concluded with an entity authorized prislusnych Pravnich piedpist. V souladu
pursuant to appropriate Regulations. In s Pravnimi ptedpisy Zadavatel dale zajisti
accordance with relevant Regulations pfed zah4jenim Klinického hodnoceni na
Sponsor shall further arrange for liability celou dobu provadéni Klinického
insurance for the Investigator and for hodnoceni smluvni pojisténi odpoveédnosti
Sponsor itself prior commencement of the za Skodu pro Zkousejiciho a Zadavatele, a
Study and maintain this insurance during to u osoby k tomu opravnéné podle
the whole term of the Study. The prislusnych Pravnich ptedpisii. Kopie
insurance shall be concluded with an potvrzeni o pojisténi zkouSejiciho a
entity authorized pursuant to appropriate Zadavatele je ptilohou €. 4 této Smlouvy.
Regulations. A copy of the insurance of
the Investigator and Sponsor forms
Appendix 4 to this Agreement.

13. | Disclaimer 13. | Odmitnuti odpovédnosti

3
13. | The Institution/Investigator acknowledges | 13. | Poskytovatel /Zkousejici bere na védomi,
3.1 | that Sponsor has engaged CRO to manage | 3.1 | ze Zadavatel smluvné¢ zavdzal CRO k

the Study. CRO has performed no
independent  research  or  analysis
regarding the safety or efficacy of the
Investigational Product, materials or
treatment procedures that are to be
administered pursuant to the Study and

fizeni Klinického hodnoceni. CRO
neuskute¢nila zadny nezavisly vyzkum
nebo analyzu tykajici se Hodnoceného
1é¢iva, materidlti nebo 1é¢ebnych postupd,
které maji byt uskute¢nény dle Klinického
hodnoceni, a proto CRO neposkytuje
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therefore CRO makes no warranties,
expressed or implied concerning the

zadné vyslovné ¢i skryté zaruky tykajici
se Hodnoceného 1éCiva, materiali,

Investigational Product, materials, lécebnych postupi a vysledkd, které
treatment procedures, results to be mohou byt ziskany v souvislosti s
obtained in administering the podavanim Hodnoceného 1éciva nebo
Investigational ~ Product, or  the vhodnosti Hodnoceného 1é¢iva pro
Investigational Product‘s fitness for any jakykoliv konkrétni ucel.
particular purpose.

13. | Institution/Investigator Indemnity 13. | Nahrada Skody Poskytovatelem

4 [ZkousSejicim

13. | Institution/Investigator shall indemnify, | 13. | Poskytovatel /Zkousejici budou

4.1 | defend and hold harmless Sponsor and its | 4.1 | Zadavatele a jeho pobocky,
affiliates and collaborators, and their spolupracovniky a  jeji ~ vedouci
officers, directors, employees, agents, and pracovniky, feditele, zaméstnance a
representatives, from and against any and zéastupce  chranit, proti  jakymkoli
all suits, claims, liabilities, costs, zalobam, zévazkim, vydajim, Skodam,
damages, judgments and other expenses soudnim a jinym ndkladim (vcetné, ale
(including, but not limited to, legal bez omezeni na pravni zastoupeni), které
expenses) arising from the negligence, vyplyvaji z nedbalosti, bezohlednosti,
recklessness, willful misconduct or breach umyslného pochybeni nebo poruseni této
of this Agreement by Institution, smlouvy Poskytovatelem, Zkousejicim
Investigator, or any of Institution’s nebo persondlem Poskytovatele.
Personnel.

14 | INSTITUTION AND | 14 | ODMENA POSKYTOVATELE A
INVESTIGATOR COMPENSATION ZKOUSEJICIHO

14. | Payments 14. | Platby

1 1

14. | CRO will provide the financial support set | 14. | CRO bude poskytovat finan¢ni podporu

1.1 | out in Appendix 1 attached to this | 1.1 | uvedenou v priloze 1 této Smlouvy za
Agreement for the conduct of the Study in ucelem provadéni Klinického hodnoceni
accordance with the terms of the Protocol. vsouladu s podminkami  Protokolu.
The approximate amount payable to the Piiblizna ¢astka vyplacena Poskytovateli
Institution for the conduct of the Study is za provedeni Klinického hodnoceni je
1,901,575 CZK. 1,901,575 K¢.

14. | The Institution agrees to reimburse the | 14. | Poskytovatel se zavazuje z obdrzenych

1.2 | Investigator and/or the Study Team, | 1.2 | plateb dle prilohy 1 wvyplatit odmény

including the Delegated Pharmacist out of
the received funds as per Appendix 1

Zkous$ejicimu a ¢lenim studijniho tymu
vCetné farmaceuta dle vnitfnich smérnic

hereto, according to the internal Poskytovatele. CRO se zavazuje, Ze ani
regulations of the Institution. CRO CRO ani Zadavatel neuzaviou separatni
warrants that neither CRO, nor the smlouvu se ZkouSejicim ani jinym
Sponsor will enter into any ancillary zaméstnancem Poskytovatele
Agreement with the Investigator or any v souvislosti s provadénim tohoto
employee of the Institution in connection Klinického hodnoceni.

29/45

APPROVED FOR SIGNATURE




with the conduct of this Study.

14. | For the avoidance of doubt all charges | 14. | Za ticelem vylou€eni pochybnosti budou

1.3 | and/or fees imposed by the | 1.3 | vSechny poplatky wulozené bankami
Investigator/Institution’s banks shall be Poskytovatele /ZkouSejictho k  tizi
for the account of the Poskytovatele /Zkousejictho a CRO ani
Investigator/Institution and neither CRO Zadavatel nebude mit Zadnou povinnost
nor Sponsor will have any obligation to tyto poplatky nebo jiné podobné
discharge the same or any other similar administrativni poplatky hradit.
administrative charges.

14. | Non-Payment 14. | Neuskute¢néni platby

2 2.

14. | Unless otherwise agreed in writing neither | 14. | Pokud neni pisemné dohodnuto jinak,

2.1 | CRO nor Sponsor shall make any payment | 2.1 | CRO ani Zadavatel neuskutecni zaddnou
for Study Participants whom the platbu za Subjekty hodnoceni, které
Investigator entered into the Study in Zkou$ejici  zatadil do  Klinického
violation of the Protocol (i.e. the Study hodnoceni porusenim Protokolu (4.,
Participant is not a Qualified Participant). Subjekty  hodnoceni, ktefi nejsou

Zpusobilym subjektem hodnoceni).

14. | Unless otherwise agreed in writing no | 14. | Pokud neni pisemné dohodnuto jinak,

2.2 | payments shall be made by CRO or | 2.2 | CRO nebo Zadavatel neuskutecni Zadnou
Sponsor, in relation to Study Participants platbu tykajici se Subjektu hodnoceni, v
with respect to whom violations of the souvislosti s nimiz do$lo k poruSeni
Protocol have occurred, either for visits at Protokolu, bud’ pti vizitach, béhem nichz
which Protocol variations occurred or for v Protokolu vznikly odchylky nebo pfi
any subsequent visits. jakychkoliv naslednych vizitach.

14. | Return of Funds Upon Early Termination | 14. | Vraceni finan¢nich prostfedkd v piipadé

3 3 piedéasného ukonéeni

14. | Ifthe Study is discontinued for any reason | 14. | Pro pfipad, Ze je Klinické hodnoceni z

3.1 |it is agreed that the amounts paid or | 3.1 | jakéhokoliv diivodu preruseno, se
payable under this Section 14 shall be Smluvni strany dohodly, ZzZe céstky
prorated based on actual work duly hrazené nebo k uhrazeni dle ¢lanku 14
performed pursuant to the Protocol in budou stanoveny pomérné¢ na zakladé
accordance with Appendix 1 to this skute¢né¢ fadn¢ vykonané prace dle
Agreement. Any funds not due under this Protokolu v souladu s Piilohou ¢. 1 této
calculation, but already paid, shall be Smlouvy. Jakékoliv finan¢ni prostfedky,
returned to CRO and/or Sponsor, within které dle této kalkulace nejsou splatné, ale
thirty (30) days of the date of termination byly jiz zaplaceny, budou CRO a/nebo
of the Study. Zadavateli vraceny ve lhaté (30) dni od

data ukonceni Klinického hodnoceni.

14. | Pass-through Costs 14. | PrubéZné naklady

4 4

14. | CRO agrees to pay the pass-through costs | 14. | CRO souhlasi, Ze bude hradit vzniklé

4.1 | set out in Appendix 1 in arrears upon | 4.1 | odpovidajici naklady stanovené v piiloze

production by the Institution of adequate
written evidence that such costs have been
incurred.

¢. 1 na zaklad¢ predlozeni adekvatniho
pisemného  potvrzeni ze strany
Poskytovatele, Ze takové naklady vznikly.
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14. | All costs 14. | VeSkeré naklady
5 S
14. | The payments listed above and more fully | 14. | Platby uvedené vyse, které jsou presngji
5.1 | described in Appendix 1 represent all | 5.1 | popsany v Ptiloze €. 1 predstavuji veskeré
Study costs, and no other moneys shall be nédklady  souvisejici s  Klinickym
payable upon termination or otherwise. hodnocenim a Zzadné dalsi financni
prostiedky nebudou hrazeny po jeho
ukonceni ani jinak.
15 | GENERAL PROVISIONS 15 | OBECNA USTANOVENI
15. | Assignment 15. | Postoupeni
1 1
15. | The Institution/Investigator may not | 15. | Poskytovatel /Zkousejici nesmi postoupit
1.1 | assign its/his or her rights and/or delegate | 1.1 | sva prava a/nebo prevést své povinnosti
its/his or her obligations under this vyplyvajici  z této Smlouvy Dbez
Agreement without the prior written predchoziho pisemného souhlasu CRO,
consent of CRO and Sponsor, which pri¢emz jeho ud€leni nebude bezdiivodné
consent shall not be unreasonably zamitnuto. CRO je opravnéna prevést
withheld. CRO shall have the power to tuto Smlouvu na Zadavatele bez souhlasu
assign this Agreement to Sponsor without Poskytovatele /Zkousejiciho.
the Institution/Investigator’s consent.
15. | Waiver 15. | Vzdani se
2
15. | A waiver by either party of any term or | 15. | Vzdani se nékteré podminky této
2.1 | condition of this Agreement in any | 2.1 | Smlouvy  kteroukoliv  stranou v
instance shall not be deemed or construed jakémkoliv ptipadé nebude povazovano
to be a waiver of such term or condition za vzdani se této podminky v jakémkoliv
for any similar instance in the future or podobném pripadé v budoucnu ¢i za
any subsequent breach hereof. All rights, nasledné porusSeni této Smlouvy. Veskera
remedies, undertakings, obligations and prava, opravné prostredky, ujednani,
agreements contained in this Agreement povinnosti a dohody obsazené v této
are cumulative and none of them shall be a Smlouvé jsou kumulativni a neomezuji
limitation of any other remedy, right, zédny dalSi opravny prostiedek, pravo,
obligation or agreement. povinnost nebo dohodu.
15. | Notices 15. | Oznameni
3
15. | Notices under this Agreement shall be in | 15. | Oznameni dle této Smlouvy budou
3.1 | writing and considered sufficient if | 3.1 | u€inéna pisemné a budou povazovana za
delivered personally, sent by registered fadna, pokud budou dorucena osobné,
mail with return receipt, sent by odeslana  doporucenou  poStou s
recognized overnight courier service,, dorucenkou, expresni kurymi sluzbou na
addressed as follows: nize uvedené adresy:
15. | Ifto CRO 15. | Pokud budou adresovdna i CRO
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3.1 3.1
1
PPD Czech Republic, s.r.o. PPD Czech Republic, s.r.o.
Budgjovicka Alej Budgjovicka Alej
Antala Staska 2027/79 Antala Staska 2027/79
140 00 Praha 4 140 00 Praha 4
Czech Republic Czech Republic
With a copy to: S kopii pro:
Head of Legal Head of Legal
Legal Transactions Group Legal Transactions Group
Pharmacyclics LLC Pharmacyclics LLC
995 E. Arques Avenue 995 E. Arques Avenue
Sunnyvale, CA Sunnyvale, CA
U.S.A. 94085-4521 U.S.A. 94085-4521
15. | Ifto Investigator 15. | Pokud pro Zkousejiciho
3.1 3.1
2 2
I
4th Department of Internal Medicine - Fakultni nemocnice Hradec Kréalové
Haematology IV. interni hematologicka klinika
Fakultni nemocnice Hradec Kréalové Sokolska 581
Sokolska street 581 500 05 Hradec Kralové — Hradec Kralové
500 05 Hradec Kralové - Novy Hradec Ceska republika / Czech Republic
Kralové
Ceska republika / Czech Republic
I L
If to Institution Pokud pro Poskytovatele
Dasa Prokupkova Dasa Prokiipkova
Fakultni Nemocnice Hradec Kralove Fakultni nemocnice Hradec Kréalové
Legal Department Pravni odbor
Sokolska 581 Sokolska 581
500 05 Hradec Kralove — Novy Hradec 500 05 Hradec Kralové — Hradec Kralové
Kralove Ceska republika / Czech Republic
Ceska republika / Czech Republic
| |
15. | Severability 15. | Castena neplatnost
4
15. | The invalidity or unenforceability of any | 15. | Neplatnost ¢i nevymahatelnost
4.1 | provision of this Agreement shall in no | 4.1 | jakéhokoliv ustanoveni této Smlouvy
way affect enforcement of any other nebude mit v Zaddném ptipadé vliv na jeji
provision of this Agreement. dalsi ustanoveni.
15. | Relationship of Parties 15. | Vztah Smluvnich stran
2
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15. | Nothing herein shall be construed as | 15. | Nic v této Smlouvé nebude vykladano
5.1 | creating any association, partnership, joint | 5.1 | jako vytvofeni jakéhokoliv sdruzeni,
venture, employment or the relationship konsorcia, spole¢ného podniku,
of principal and agent between the parties, zaméstnaneckého poméru nebo vztahu
it  being  understood that the zmocnitele a zmocnénce mezi stranami,
Institution/Investigator is an independent ¢imz se rozumi, ze Poskytovatel
contractor, and neither Party has the /Zkousejici je nezavisly smluvni partner a
authority to bind the other, nor the other’s ani jedna ze Smluvnich stran neni v
representatives, in any way. zadném pfipadé¢ opradvnéna zavazovat
druhou Smluvni stranu ani jeji zastupce.
15. | Governing Law 15. | Rozhodné pravo
6
15. | This Agreement, and all disputes and/or | 15. | Tato Smlouva a vSechny spory a naroky z
6.1 | claims arising under this Agreement, shall | 6.1 | ni vyplyvajici budou vykladany a fizeny
be interpreted and governed by the laws of zakony Ceské republiky, bez ohledu na
Czech Republic, without regard to conflict principy kolize pravnich norem.
of laws principles.
15. | Entire Agreement 15. | Uplnost Smlouvy
7
15. | This Agreement sets forth the entire | 15. | Tato Smlouva piedstavuje tiplnou dohodu
7.1 | Agreement and understanding between | 7.1 | a ujednani mezi Smluvnimi stranami
the Parties hereto as to the subject matter pokud jde o jeji predmét a ma prednost
hereof and has priority over all pred vSemi dokumenty, Ustnimi souhlasy
documents, verbal  consents  or ¢ ujedndnimi mezi CRO a
understandings made between CRO and Poskytovatelem /Zkousejicim. Podminky
the Institution/Investigator. None of the této Smlouvy mohou byt dopliovany a
terms of this Agreement may be amended ménény pouze pisemnou formou s
or modified except in writing signed by podpisy Smluvnich stran.
the Parties hereto.
15. | Counterparts 15. | Pocet vyhotoveni
8 8
15. | This Agreement shall become valid at the | 15. | Tato Smlouva se stane platnou den
8.1 | date of the last signature of the Parties. 8.1 | posledniho podpisu Smluvnich stran.
15. | This Agreement will be executed in 3 | 15. | Tato Smlouva bude vyhotovena v poctu 3
8.2 | counterparts, each of which shall be an | 8.2 | vyhotovenich, z nichz kazdé bude vici
original as against any Party whose kterékoliv Smluvni strané, ktera jej
signature appears thereon, but all of which podepsala, predstavovat original, pti¢emz
together shall constitute but one and the kazdé z téchto vyhotoveni bude
same instrument. predstavovat jeden a tentyZ dokument.
15. | Survival 15. | Trvani
9
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15. | Sections in this Agreement relating to | 15. | Ustanoveni této Smlouvy souvisejici s

9.1 | obligations which have accrued or are | 9.1 | povinnostmi, které z ni vyplynou nebo se
have application beyond the term of this budou aplikovat po ukonCeni této
Agreement including without limitation Smlouvy, vcetné, nikoliv vSak vylucné,
those relating to confidentiality and povinnosti souvisejicich s ml¢enlivosti a
Confidential Information, proposed or divérnymi informacemi, inspekcemi
actual inspections by a Regulatory Kontrolniho ufadu, zvefejnénim
Authority,  publications, intellectual informaci, dusSevnim vlastnictvim,
property, indemnification and use of ndhradou Skody a uzivinim jména
names and any provision required to obchodni firmy a jakymikoli dal$imi
interpret and enforce the parties' rights and ustanovenimi, kterd jsou nezbytnd pro
obligations under this Agreement to the vyklad a uplatiiovani prav a povinnosti
extent required for the full observation smluvnich stran dle této Smlouvy v
and performance of this Agreement shall rozsahu pozadovaném za  UCelem
survive any termination of  this komplexniho dodrZzovani a plnéni této
Agreement. Smlouvy, budou trvat i po ukonceni

Smlouvy.

15. | Arbitration 15. | Smir¢i fizeni

10 10

15. | The Parties have agreed that the legal | 15. | Smluvni strany se dohodly, Ze pravni

10. | relationships arising under this agreement | 10. | vztahy a poméry vzniklé z této smlouvy se

1 shall be governed by the valid laws and | 1 fidi platnymi zakony a predpisy Ceské
regulations of the Czech Republic. The republiky. Smluvni strany se zavazuji pfi
Parties agree to assist each other in provadéni  Klinického hodnoceni si
conducting the Study and to resolve any vzajemn¢ pomahat a pfipadné spory a
disputes or differences of opinion about rozdilnost nazori na postup a zpisob praci
work procedures and methods. The Parties fesit smirnym jedndnim. Smluvni strany
take note of and agree that any disputes berou na védomi a souhlasi, Ze projednani
which are not settled through cooperation a rozhodovani ptipadnych sport, které
shall come under the sole jurisdiction of nebudou vyfeSeny smirem, bude feSeno s
courts of the Czech Republic. pomoci prislusnych soudnich organt

Ceské republiky.

15. | Translation Inconsistency. 15. | Rozpory v piekladu Smlouvy

11 11

15. | The original English version of this | 15. | Originalni anglickd verze Smlouvy byla

11. | Agreement has been translated into | 11. | pfelozena do ceského jazyka. V pripadé

1 Czech. In the event of inconsistency or | 1 jakychkoli rozporGi mezi ceskou a
discrepancy between the English version anglickou verzi smlouvy méa piednost
and the Czech language version of this Ceska verze.
Agreement, the Czech language version
shall prevail.

15. | Anti-Bribery 15. | Protikorup¢ni ustanoveni

12 12

15. | The parties acknowledge that CRO and | 15. | Strany berou na védomi, ze CRO a

12. | Sponsor are bound by all applicable | 12 | Zadavatel jsou povinni dodrZzovat veskeré

1 anti-corruption and anti-bribery laws and platné protikorupéni zakony a predpisy,

regulations including but not limited to

mimo jiné americky zakon proti
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Foreign Corrupt Practices Act (FCPA)
and UK Bribery Act and will not cause
CRO or Sponsor to be in breach of their
responsibilities through any act as
described in this Section.

korupénim praktikdm v zahrani¢i (Foreign
Corrupt Practices Act (FCPA)) a britsky
zékon proti korupci a uplatkarstvi (UK
Bribery Act), a zavazuji se, Ze se
nedopusti jednani vymezeného v tomto
oddile, které by znamenalo poruSeni
povinnosti ze strany CRO ¢i Zadavatele.

15. | In performing the Study and or services | 15. | Poskytovatel a ZkouSejici (a jejich
12. | under this Agreement, Institution and | 12. | zaméstnanci a zastupci) potvrzuji, Ze pii
2 Investigator (and their employees and | 2 provadéni Klinického hodnoceni a sluzeb
agents) (1) agree(s) that it has not and shall sjednanych v této smlouvé (i) piimo ani
not, directly or indirectly, offer to make, nepfimo  nenabidnou, nepfislibi a
promise, authorize or accept any payment neschvali jakoukoli platbu ani jakykoli
or anything of value, including bribes, hodnotny dar, tedy mimo jiné tuplatky,
gifts and/or donations to or from any dary a pozornosti, stitnim ufednikim,
public official, Regulatory Authority or regulacnim orgadntim ani komukoli jinému
anyone else for the improper purpose of s cilem podvodné ovlivnit, motivovat ¢i
influencing, inducing or rewarding any odmeénit jejich jednani, rozhodnuti nebo
act, omission or decision in order to secure benevolenci za ic¢elem dosazeni neestné
an improper advantage, including to vyhody, napiiklad ziskdni zakdzky ¢i
obtain or retain business; and (ii) shall prodlouzeni spoluprace, ze takovéto
comply with all applicable anti-corruption platby ¢i dary od uvedenych subjektt
and anti-bribery laws and regulations. nepfijmou a ze se takového jednani v
Institution and Investigator shall notify souvislosti se studii nedopustili ani v
CRO and/or Sponsor immediately upon minulosti a (ii)) ze budou dodrzovat
becoming aware of any breach under this veskeré platné protikorupni zakony a
Section. predpisy. Poskytovatel a ZkouSejici se
dale zavazuji, Ze budou o jakémkoli
poruseni povinnosti definovanych v tomto
oddile, o némz se dozvi, bezodkladné
informovat CRO i zadavatele studie.
15. | For the purpose of ensuring compliance | 15. | Poskytovatel a ZkouSejici v z4jmu
12. | with applicable Anti-Bribery laws and | 12. | zajisténi dodrzovani platnych
3 regulations, Institution and Investigator | 3 protikorupénich zdkoni a predpist
agree(s) that CRO shall have the right to uznavaji, ze CRO je po celou dobu
conduct an investigation or audit of the platnosti  této  smlouvy oprédvnéna
non-CRO contracting party/parties during provadeét Setfeni ¢i audit téchto ostatnich
the term of this Agreement to monitor smluvnich stran, a kontrolovat tak
compliance with the terms of this Section. dodrzovani podminek stanovenych v
The non-CRO contracting party/parties tomto oddile. Ostatni smluvni strany
shall cooperate fully with such budou v priibéhu Setfeni ¢i auditu, jejichz
investigation or audit, the timing of which nacasovani je zcela v kompetenci CRO,
shall be at the sole discretion of CRO. plné spolupracovat.
15. | Third Party Beneficiary 15. | Opravnéna tieti strana
13 13
15. | The Institution/Investigator expressly | 15. | Poskytovatel  /ZkouSejici vyslovné
13. | agrees that Sponsor is a third-party | 13. | souhlasis tim, Ze Zadavatel je opravnénou
1 beneficiary to the Agreement and that | 1 tieti stranou této Smlouvy a ze mize

Sponsor may enforce its rights under the

vymahat sva prava z této Smlouvy
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Agreement.

vyplyvajici.

15.

14

Publication

15.

14

Zvetejnéni

The Institution agrees to publish the
Agreement in Contract registry in
accordance with Act 340/2015 Coll. On
Cract registry in the extend according to
this law and approved by CRO/Sponsor
within ten (10) business days from the
date of the last signature and will inform
CRO about this release via email. In case
PPD will not receive confirmation about
release of the Agreement within ten (10)
business days from the date of the last
signature, CRO is entitled to make
necessary steps to post the Agreement.

Sponsor /CRO shall have the right to to
redact any confidential information in

accordance with Act 340/2015 Coll.

Parties acknowledge that Site Initiation

Poskytovatel se zavazuje, ze uvefejni
Smlouvu v registru smluv v souladu se
zékonem 340/2015 Sb. o registru smluv
v rozsahu stanoveném timto zdkonem a
odsouhlaseném CRO/zadavatelem do
deseti (10) pracovnich dni ode dne
posledniho podpisu a informuje o jejim
uvefejnéni CRO emailem. V piipadé, Ze
CRO neobdrzi potvrzeni o uvefejnéni
Smlouvy do deseti (10) pracovnich dni
ode dne posledniho podpisu, je opravnéna
podniknout piislusné kroky kjejimu
zvefejnéni.

Zadavatel / CRO maji pravo redigovat
jakékoliv divérné informace v souladu se

zakonem 340/2015 Sb.

Smluvni strany berou na védomi, zZe

visit and shipment of the Study nedojde kiniciatni navstévé a dodavce
Medication shall not be done until the hodnocené¢ho [é¢iva do okamziku
final document is published in Contract uvetejnéni koneéného dokumentu
Register v registru smluv.
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IN WITNESS WHEREQOF, the parties
have caused this Agreement to be
executed by their duly authorized
representatives

NA DUKAZ TOHO byla tato Smlouva
podepséana fadné zmocnénymi zéstupci
Smluvnich stran

PPD Investigator Services, LLC.

Podpis/Signature:

Jméno/Name:

Pozice/Title:

Datum/Date: 23.8.2017

Poskytovatel /Institution:

ZkouSejici/ Investigator:

Podpis/Signature:
Jmeno/Name: [
Datum/Date: 28.8.2017

Podpis/Signature:

Jméno/Name: prof. MUDr. Vladimir Palicka, CSc., dr. h. c.,
feditel / director

Datum/Date: 1.9.2017

List of exhibits to this Agreement:

Appendix 1: Payment Schedule

Appendix 2: Timelines

Appendix 3: Payment Authorization
Form

Appendix 4: Insurance certificate

Appendix 5: Protocol (bound
separately)

Seznam priloh k této Smlouvé:

Ptiloha 1: Rozpis Plateb
Ptiloha 2: Stanoveni lhtt
Ptiloha 3: Finan¢ni formulai (PAF)

Ptiloha 4: Certifikat pojisténi
Ptiloha 5: Protokol (vazan separatn¢)
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Priloha 1 Appendix 1
Rozpis Plateb Payment Schedule
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APPENDIX 2 PRILOHA C.2
TIMELINES STANOVENI LHUT

Milestone / Cil Date / Datum

Provision of materials for Ethics Committee / Poskytnuti -

materidlu pro etickou komisi

Ethics Committee submission / Podani na etickou komisi

Trial Site initiation visit / Iniciace centra

First patient recruited / Nabor prvniho pacienta

Last patient recruited / Nabor posledniho pacienta

Clinical Report Form queries submitted

Clinical Report Form queries completed
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